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Dear Ms. Cook,

I understand that Dr. G.R.B. Skinner is to be subjected to a further "Fitness to
Practise Hearing" on 28" and 29% july 2011,

| strongly believe that Dr. Skinner must be permitted to continue treating thyroid
patients. This belief is based on my own thyroid history, which | would ask you and
your feltow Hearing panellists to read and consider most carefully:

“[ | after a thorough
. examination which included a thyroid scan | was diagnosed as hypothyroid and told
that | would require lifelang treatment.
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- The Hippocratic Oath requires doctors to "do no harm”, Both the NHS GP and the
NHS endocrinologist quoted above caused me ham and suffering by btatantly and
maliciously disregarding a serious medical condition previously diagnosed abroad.
Had | felt less unwell at the time, | would certainly have reported both of them to the
GMC as clearly unfit to practise.

« By contrast, Dr. Skinner's exemplary treatrnent of my thyroid condition since

[ |has restored me to good heaith.

There is an old Jewish saying that "a man who saves one life saves the world".

Dr. Skinner has saved not only my life but, | know, that of many other thyroid patients
who were also failed by the blind adherence of the NHS to a thyro:d function test
which is clearly unfit for purpose.

If the Fitness to Practise Directorate is genuinely interested in patient care, it should
- recommend that Dr. Skinner be allowed to continue treating thyroid patients,

- call a halt to the increasingly Kafkaesque harassment of this exemplary doctor,
and

- instigate an urgent investigation into the inept and callous state of thyroid care in
the NHS.

Yours sincerely,
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Dear Sirs,

Re: Dr G R B Skinner
Hearing to be held from the 28" of July onward at Manchester.

{am writing to you to express my deep concern that Or Skinner has to face a Fitness to Practise
Panel.

I am a patient of Dr Skinner's, and | can’t begin o tell yau how much his care for me has changed my
. life for the better.

| have suffered all my life from symptoms of hypothyroidism (without knowing). This has resulted in
a catalogue of disasters for me 1

[ || 1 tould go on and on. Doctors in the past have maintained that
they could not help me, my blood results are within the so called “normal range”, and they have
always intimated that | was a PROBLEM patient.

After much research on my part, | determined that | was indeed hypothyroid, and | began to treat
. yself with thyroxine. This is not a desirable course of action, but suffering people will do anything

to feel better. Recause | saw the need for medical supervision, t eventually went to see Dr Skinner
with the prior approval of my GP,

Dr Skinner (along with my GP) has overseen an increase in my thyroxine medication over a pefir.;d of
. some months. |am now taking in Armour Thyroid the equivalent of |El|'"°g levothyroxine daily.

The change in my heatth has been remarkable. | have energy and a zest for life that | have never
known. | have a sense of humour at Jast, [ 4

[=——— Tam nofonger a burden on the NHS ©F a constant visitor to the surgery. life has
become worth living at last. -

My GP is delighted at the change in me. He shakes his head in wonder at me.
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I am so grateful to Dr Skinner for his rational approach to this disease. He has compassion for the
patients that he sees and has displayed much determination and courage in continuing to treat them
{despite much opposition). He is an excellent doctor and an outstanding human being.

Why do doctors so rigidly adhere to this so called “gold standard” of a blood test? This thinking flies
in the face of rationality. | was very ili and thyroxine cured me. 1f 1 had not been in need of
thyroxine supplement, then taking this amount of thyroxine daily would have landed me in hospital,
instead of which | am now a fully functioning person.

I am a registered nurse. | would be willing to attend the hearing to speak on Dr Skinner's behalf. If
doctors like him are upable to practise medicine according to their own constiences and medical
understanding, what will happen to people like me? We cost the NHS a fortune, when we can so
easily and cheaply be cured. We suffer terribly and the majority of the medical profession will not
hear us when we ask for help. '

Without doctors like Dr Skinner, people suffering with undiagnosed hypothyroidism, those with so
called normal blood values, will buy their thyroxine supplies over the internet and treat themselves,
because there will be no other option for them.

Surely these discrepancies in opinion call for research, not castigation of individuals.

Yours faithfully
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Heather Cook, : ~
Investigation Officer,

Fitness to Practise Directorate,

General Medical Council,

3, Hardman Street,

Manchester.

M3 3AW.

Dear Madam,
RE: DR GORDON SKINNER

I write in connection with & to support Dr G. Skinner in the upcoming
hearing (28/29 July & 1/2/3/ August 2011).

I initially was seen by Dr Skinner at his ——Jelinic in[——

I }. Until that time I had spent many years
enduring poor & ever deteriorating health coupled with poor treatrent
which consisted of undiagnosed, misdiagnosis & ultimately severe under
medication. My quality of life was zero! Most of it being confined to my
home unable to sometimes get up out of bed.

In the that Dr Skinner has been treating me my health has
improved to the point that I can now function normally, I feel consistently
well & have a life again which both myself & family never thought
would be possible again. -

I am completely dismayed that vet again the GMC are seeing fit to haul

Dr Skinner through another unfair & needless process when it would be
far better for all concerned if he were allowed to get on & treat/make
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better the ever increasing amount of patients referred to him. It is my
hope that this latest hearing will see the end of the continued ‘hounding’.

Following each appointment with Dr Skinner he always informs my GP
of his recommendations & to date my GP has been happy to follow his
advice.

Not only does Dr Skinner carry out his job properly but he also treats
patients with respect & consideration & as the individuals that they are &
most importantly is never dismissive.

When it comes to Thyroid issues Dr Skinner’s knowledge is second to
none & I feel most fortunate he is in charge of the Thyroid issues I have
& definitely have no wish to be returned to the mercy of sub-standard
care, which I had been used to.

Yours faithfully, .
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Heather Cook,

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardian Street,
Manchester,

M3 3AW

Dear Ms. Cook,
Letter of support for:

Dr. Gordon R.B. Skinner
Review Hearing, 28%/29% July & 1°2%/3™ August, 2011

1 give Dr, Skinner my whole hearted support.

I first consulted Dr. Skinner around [—lyears ago, but unfortunately during my
health steadily declined despite my T3 medication and my GP would not increase the dose
because my blood test results were still within range and my GPs only suggestion was that I
[ |1 was very ill.

M toms

| | All symptoms I had had around | —lycars ago before I consulted a
who diagnosed hypothyroidism. (1 later transferred to be a patient

- doctor inl: ]

of Dr. Skinner[[—————— | My GP finally suggested I see a different doctor in the
practice, which I did and she felt it would be an excellent idea to have a further consultation

with Dr, Skinner.

After a tengthy congultation with Dr. Skinner, when he checked my blood pressure, felt the

skin on my hands, tooked at tongue size, took my pulse, took my temperature, felt my thyroid

and asked many questions, he suggested an increased dose of [Cimcg per day and wrote to my

GP to ask if they would prescribe this for me. My GP did and I have returned to good

health |, |
[ 1|

1 will add here that over the years, apart from occasionally checking my blood pressure, no
other doctor has carried out any of the above checks i.e., pulse, skin, thyroid etc., and they
have relied totally and utterly on blood test results. Blood test ranges that are now questioned
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world-wide. Europe and the USA have much narrower ranges than the UK, hence one could
be treated or have an increased dose in Germany, but not in the UK.

Without Dir. Skinner, I would be very ill and struggling to carry out every day tasks, whereas

now [ am full of energy and am spending a lot of time at my danghter’s who has a new baby.
There is no way, at the beginning of this year, that I could have possibly have helped her.

I can’t possibly thank Dr. Skinner enough.

The GMC are carrying out a five day review on his conditions, conditions that should have
ended in November, 2011. (FTP D19/7 — Maximum period of 3 years under the Medical Act).
This has been extended to 3 years and nine months which was not stated at the above hearing.

The GMC’s FTP sanctions were of an administrative nature.

I |at the conclusion of the hearing, this was the statement made
by the Fitness to Practise Panel (Sunday 11.11,2007):-

“The Panel has taken full account of the mitigation submitted on your behalf. It has
read the numerous testimonials submitted by both patients and colleagues and has noted
the testimony of the 17 patients who have given evidence on your behalf, and that of Dr
Abmad, who assists you at the Louise Lorne Clinic. It is clear that yon are g ¢aring and
compassionate doctor whose gverwhelming concern is the care and wellbeing of vour
patients, many of whom have pleaded that vou should be allowed to continue to
practise” (Pape D19/3, paragraphs F. G and H) ..... and, “A large body of evidence has

. been submitted throughout this case demonstrating that many patients have benefited

from the medication that you have prescribed” e D19/4, Parapraph A

I would like you to take the above quote into consideration atong with my testimonial and
also the testimonials from all his patients. We need doctors like Dr. Skinner, doctors whose
main concern is to make their patients well. There are hundreds of references that support Dr.
Skinner’s treatments and there are doctors who are now beginning to realise that the blood
tests don’t tell the whole story and that each patient is an individual.

UK Guidelines for the Use of Thyroid function tests, “The document should be considered
as guidelines only; it is not intended to serve as a standard of medical care. The doctors
concerned must make the management plan for an individual patient.”

The Association for Clinical Biochemistry, British Thyroid Association, British Thyrotd
Foundation. UK Guidelines for the Use of Thyroid Function Tests. Guidelines Development
Group: 2006. (p.5))

To repeat my first sentence, “I give Dr. Skinner my whole kearted support” — mediciné
needs such a dedicated, selfless man whose main concern is his patient’s health and
wellbeing and to return them to full health,

Thousands of patients would be left in a state of ill-health if it were not for the Dr.
Skinner’s of this world!

Doctors have said to me that the symptoms sound like hypothyroidism, but they can’t treat
because the blood tests are within range and later on, I cannot increase your dose because the
blood tests are within range. “There is none so blind as those who will not see’. From the
Bible, specifically Jer. 5:21 (King James version): "Hear now this, O foolish people, and
without understanding; which have eyes, and see not; which have ears, and hear not.”
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The doctors who complained to the GMC that brought about the 2007 FTP are the ones
who should have their registration scrutinized.

In my eyes and that of my family who have also been treated and returned to full health
by him, Dr. Skinner fully complies with the Hippocratic Oath and should be free to
practise medicine without GMC conditions.

I trust the GMC will adhere to their slogan of, ‘Ensuring good medical Practice’, because Dr.
Skinner is not just a good practitioner, he is an excellent practitioner.

Yours sincerely,

cc Mr. Ralph Shjpway,n
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Dear Ms Cook

Dr Gord i = Revj i 11

I am writing to you — once more — in support of Dr Skinner. I have been writing to you to express my
admiration of his technical skill, medical judgment and straightforward commonsense since 2006 ! Why
is his outstanding capability and service to countless hypothyroid sufferers still in any question
whatsoever?

My wife suffered with hypothyroidism for[—Jyears until Dr Skinner gave her appropriate doses of
thyroxine, which restored her to full health in a matter of months. Read that sentence again, and ask
yourself how YOU would feel if that were a member of YOUR family.

years of ‘half life’ for want of being prescribed adequate doses of thyroxine! Recovery within
months! Does this not shout out as skilled treatment by a professional who has specialised in the area of
hypothyroidism? Someone whase close understanding of this disease should be made known widely
rather than be called into question for incomprehensible reasons?

Do you want even one more person to be deprived of the prime of their life because a blood test result
falls within arbitrary limits despite the countless symptoms of acute hypothyroidism?

Dr Skinner has restored full and active life to thousands of people who, without his considered
treatment, would have continued in the ‘half life’ to which they were condemned by GPs who slavishly
adhered to the Blood Test Guidelines for individuals suffering from hypothyroidism, ignering the
obvious symptoms displayed by their patients simply because the Guidelines said they were ‘well’,

Both my wife and [ are totally indebted to Dr Skinner. And our daughter too, whose health has
improved immeasurably since becoming his patient. And other members of our family. And several
friends and acquaintances. That is just our immediate experience. This is repeated countless times across
the country.

Please stop reviewing or in any way queé;tuming the medical capability of Dr Skinner. Rather, recoguise
the huge positive contribution he has made to the well-being of so many hypothyroid sufferers and leave
him free to carry on his good work

Yours sincerely

132




3/7/11

Dear Heather Cook,

1 understand that Dr Skinner is to go before the GMC again on the 28th, 25th July and 1st 2nd and 3rd
August at the General Medical Council Oxford Street Manchester and that the Hearing is for the GMC to
assess what to do now that Dr Skinner’s 3 years of condition are finished.

1 am writing to show my utmost suppont for Dr Skinner. | have suffered for years with { 1

I |1 have had test after test and although a variety of 'p_o;sible' diagnosis
have been given no treatment could be offered and my life was to continue on this downward spiral of ill

health.l |
—

Last year a friend said she had been reading in detail about Hypothyroidism having been diagnosed herself
(She is one of those people whose bloods were outside the normal range) and was certain 1 had it. When |
laoked into it | was really shocked at the detailed similarities between my symptoms ant Hypothyroidism. |
visited my very supportive doctor who did the blood tests again, but again the reading was in the ‘normal’
range. | was $0 struck by the symptoms however, and decided to take this possibility further. | asked my
doctor if he would refer me if 1 found an endocrinologist who would take my symptoms seriously despite
my bload results and he agreed. My husband and { looked at information on various consultants and
realised it was going to be very difficult to be taken seriously. After days of searching we found information
regarding Dr Skinner which showed he might take us seriously, and within weeks | went to see him.

On arriving at the surgery { was asked to complete an infarmation sheet regarding symptoms and had my

blood pressure checked. Dr Skinner and | then discussed my many symptoms and my medical history. He

was very open about the GMC and the reasons for their actions. After a forty five minute medical and lots

of questions Dr Skinner decided to try me on a very low thyroxine dose. He was pleased to know 1 was

fully involving my doctar. The dose was gradually raised with regular checkups. [ am now at a level of dose

that is beginning-to give me my life back. I-have vastly reduced symptoms (it has only beenmonths) and

in some cases the symptoms have disappeared altogether. t am no longer wondering what on earth is

wrong with me and feel like | used to years ago. | cannot emphasise enough how devastating life changing

my symptoms have been, and equally, how wonderful and life changing the remarkabie improvement in i
my condition is. Without the support of Dr Skinner and my GP, my life, and that of my husband and young i
family would still be being devastated by my iliness.
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Dear Ms Cook

I am writing in support of Dr Gordon Skinner whose case comes up on 28™ July — 3"
August. .

Although I am not a patient of Dr Skinner's I have read a lot about his work. This
doctor appears to care about his patients and is willing to step outside the guidelines
in order to help them to become well. If only others were willing to do this I'm sure
there would be far fewer disabled and chronically sick people about.

Thyroid iliness is a complicated business and does not fit into the neat little reference

range that most doctors are forced to adhere to. I |

]was told that having an underactive thyroid, which

would be the result of this treatment, was easy to treat, I'd just have to take a little
white pill every day for the rest of my life and I'd be fine. For some that may be the

case but for me it wasn’tl

—— ] Everybody is different
and needs to be treated individually and other factors have to be taken into account
i.c. adrenal function, and other nutrients. Dr Skizmer works with his patients and tests
for these things and prescribes natural thyroid products which work better for some

ple. I'd like to have the opportunity to try these things]/

To accuse this doctor and others like him of not being fit to practise is outrageous and
will discourage other doctors from trying to help their patients. I believe 1 could
tegain some of my health with the help of someone like Dr Skinner but unless he is
allowed to continue his work that is never going to happen.
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Galileo spent the last ten years of his life under house arrest for believing the earth
moved round the sun at a time when no-one else did. He was right and everyone eise
was wrong. Please don’t let history repeat itself.

Yours sincerely

c.c.lr |
Ralph Shipway
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Re Dr GRB Skinner !

I write to express my support for Dr Skinner and the work he is doing for those patients who, like
myself, were — and still are — being dismally failed by the endocmology profession’s over-reliance on
TSH tests as a means of diagnosing thyroid deficiency conditions.

To give thyroid medication to patients who are not hypothyroid would indeed be a dangerous and
irresponsible thing for any doctor to do. But Dr Skinner only prescribes thyroid medications to patients
whose signs and symptoms clearly indicate hypothyroidism,

There are, astonishingly, those in the UK medical profession who claim that, if a patient has a level of
TSH which is within the normal range, then that patient cannot be hypothyroid.  This claim displays'a
level of medical ignorance which I — a mere patient - find both staggering and shocking. TSH tests are
indeed 2 very useful diagnostic aid but a TSH test is designed only for detecting primary hypothyroidism
(i.e. hypothyroidism caused by thyroid production problems). A TSH test only measures levels of Thy-
roid Stimulating Hormone, so it cannot identify other causes of hypothyroidism, i.¢. those causes unre-
lated to thyroid production levels. For example, a TSH test;

1. cannot detect hypothyroidism caused by cells’ ability to uptake T4 being reduced becanse their thy-
roid receptors are not finctioning correctly. This is a common problem in CFS patients. (See attached
paper; ‘A Guide To RNase L: Thyroid and RNase L)

2. cannot detect hypothyroidism caused when anything prevents cells from efficiently converting T4 into
T3.

If we, Dr Skinner’s patients, were not — as some endocrinologists claim — suffering from
hypothyroidism, then that begs the question; Why, when we take the hormones Dr Skinner prescribes for
us, do we not all start dispiaying the signs and symptoms of hyperthyroidism? Why, instead, are the
majority of us being retumed to full health? These facts clearly demonstrate that these allegations
against Dr Skinner are totally unfounded.
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Some endocrinologists also claim that the dramatic improvements Dr Skinner is achieving are just
placebo effects. This directly contradicts their other claim - that what Dr Skinner is doing is dangerous!
If we were not hypothyroid, then us taking thyroid hormones would nor have a placebo effect, it would
not make us feet better, it would make us more 11l, for we would rapidly become hyperthyroid!

The most important fact for the Fitness to Practice Panel to note is that we, Dr Skinner’s patients, are not
becoming hyperthyroid as a result of his treaiment — most of us are being restored to full health! Isn’t
that what doctors are supposed 10 do?

I ask that the GMC Fitness 1o Practice Panel now bring to an end this relentless persecution of Dr Skin-
ner. 1 ask that they close this case and instead, direct the GMC to turn its attention to the national dis-
grace whereby the endocrinology profession is failing so many thousands of CFS patienis. Because of
endocrinologists’ over-reliance on TSH results - a test which can only detect thyroid production prob-
lems - endocrinologists are failing 10 diagnose the other causes of hypothyroidism.

Endocrinologists are also — again because of their over-reliance on TSH tests - failing to prescribe ade-
quate amounts of thyroid medication to many patients who have been diagnosed with primary hypothy-
roidism." It is obvious from the positive results of Skinner’s work with such patients, that there are peo-
ple with primary hypothyroidism who also have a secondary form of hypothyroidism For such patients,
10 merely bring their TSH ievels down 1o ‘normal’ levels does make them well - patients with hypothy-
roidism at cellular level, for example, seem to require sipnificantly higher dosages of thyroid medication
than patients who just have primary hypothyroidism

Yours sincerely,

ce. [ ] Mr Ratph Shipway
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A Guide To RNase L: Thyreid and RNase L by Cort Johnson

Englebienne, P, Verhas, M., Herst, (. and K. De Meirleir. 2003. Type I interferons induce
proteins susceptible to act as thyroid receptor (TR} corepressors and to signal the TR for
destruction by the proteasomes: possible etiology for unexplained chronic fatigue. Medical
Hypotheses 60, 175-180.

This article is unbelievably complex; hopefully this synopsis is correct on the basic points.

CFS patients are biochemically euthyroid (normal thyroid finction) but the severe fatigue they
presemt clinically suggests they are hypothyroid (low thyroid). CFS patients also suffer from a
dysregulated part of the immune system {Interferon) which can result in severe fatigue. In this
article the authors propose that the severe fatigue seen in CFS patients, and in patients with cancer,
hepatitis and MS undergoing IFN ab freatments, is caused by an IFN induced repression or
destruction of the thyroid receptors (TR’s). Since the inhibition of TR activity levels does not effect
- thyroid hormone production this presents a scenmario in which patients appear biochemically
euthyroid but are clinically hypothyroid; i.e. the signal is there - its just not gefting through.

The genesis of this problem occurs during the induction of 2-50AS-like proteins (p30, p56/p59)
called 2-50ASL by type I IFN’s (IFN a/b). These protein were discovered in 1995 but their function
remains unknown. (4n examination of the catalytic regions of the 2-50AS and 2-50ASL proteins
revealed subtle differences that probably account for 2-50ASLs inability to act like 2-50AS; i.e. to
cut up A1P and form 2-54). A *‘BLAST’ search of the NCB{ database indicated that the 2-SOASL
proteins share a8 96% homology with a thyroid interacting protein (TRIP) — TRIP 14. (Interestingly
this protein only interacts with proteins in cells grown without thyroid hormone (?)).

In the cell the thyroid receptor is typically bound to another receptor — the retinoid x recepior.
Proteins are able to activate or repress thyroid receptor activity by binding to the binding domains
found on both of these receptors. Thus two binding domains need to be filled to effect thyroid
receptor activity. While the 2-50ASL proteins contain the motif needed to interact with these
binding domains they appeared to only have one of them. A further amino acid scan identified,
however, another motif (SCAN) which appears to be able to bind with the ather. Thus the p30 and
p56/59 OASL proteins appear to be able to engage with and repress thyroid receptor functioning.

An ‘e-motif” search of the amino acid domains of the OASL proteins revealed the presence of
motifs on the p56/50 OASL’s that interact with ubiquitin proteins. Ubiquitins target proteins for
destruction by (268) proteasomes. The ubiquitin system of protein degradation plays an important
role in the regulation of the cell cycle, signal transduction, gene transcription and endocytosis.
(Endocytosis is the incorporation of an extracellular substance into a cell such as when dendritic
cells, macrophages and phagocytes ingest all or parts of invaders.) This suggests that after binding
to thyroid receptors the p56/59 OASL proteins could target them for destruction with their ubiquitin
motifs.

Conclusion: the authors propose that the fatigue seen in CFS and in those patients given IFN A/B
treatments is caused when increased IFN a/b activity causes the 2-50ASL proteins to either repress
thyroid receptor activity (p30 or p56/59) or target the TR’s (p56/p59) for destruction by
proteasomes. Since the signal from the thyroid hormone is unable get through to the cells nucleus
these patients remain biochemically euthryoid but clinically hypothyroid.

(One wonders why the body would have IFN target the thyroid receptor? WM positive function

could this serve? Perhaps the jatigue generated is an important part of the body telling itself fo
rest?)

Contact: Cort Johnson at|; |
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1st July 2011

Heather Cook,

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,

Manchester,
M3 3AW

Dear Madam,

La:;m \;gqqg in support of Dr. Gordon Skinner who is to go before the G.M.C. on the 28th
uly, :

1 have been a patient of Dr. Skinner’s sincel ], when t was [l years old,
and during this time he has treated me in a kind and professional manner bringing me
back to the good health | have today. Prior to seeing Dr. Skinner my health was not
being improved by N.H.S. treatment for Hypothyroidism and | was severely suffering.
Dr. Skinner has restored me to a healthy functioning life.

Yours faithfully,

, General Medlcal Ccunciy
Qriginal was a Photoccpy

Criginal was Poor Chkality
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Monday, 04 July 2011

The General Medical Council
St. James Building

79 Oxforg Street

Manchester

M1 8FQ

Dear Ms Cook,
Ref. GMC Hearing Re Dr. G.R.B. Skinner IGMC Reference 0726922)

to be held 28 " July 2011 onwards

| wish to inform the GMC that 1 fully support Dr. GRB Skinner in both his work as a Private
Medical Practitioner and his modus operandi in this role. He has helped many patients, of which my
wife is just one, achieve a return to better health and has not harmed any patients or put them at
risk. The same cannot be said for the many endocrinologists and GP’s whose intransigence has
resulted in their patients seeking Dr. Skinner.
| implore the GMC to allow Dr. Skinner to continue unfettered in his supporting and life saving work.

Yours faithfully,

Copies to:
1
. Graneral Bopsta o Tt g
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Mr Ralph Shipway o Jl
Dear Ms Cook

Re: Support for Dr Gordon Skinner

t am writing to express my support for Dr Skinner and urge the GMC to allow him
to continue his crucial work in treating thyroid patients in the UK.

| became ill in earty [—] with { ]

f | Biood testing revealed that | was “within

reference range” for all variables, and thus there was nothing wrong with me. A
range of GP's and two consultants told me there was nothing they could do to

treat me. | |

My physical condition steadily declined through[——land[——] | resigned from
', my jobin; [feeling that | was unable to

-[==——=1 I spent the remainder of 1 researching treatments for chronic

fatigue syndrome (CFS) / ME, with little success. | steadily lost hope in being well
again. | was too ill to consider working full time and | started to anticipate belng
on long-term disability benefit.

tn early—1 became aware that hormonal imbalances were a possible cause
of CFS/ME and | began to research this issue: | noticed that the symptoms of
CFS/ME and those of hypothyroidism were almost identical, and | started to
suspect that hypothyroidism was the underying cause of my iliness. | quickly
learned of Dr Skinner's work and reputation in this field. | went to see him in
and he immediately diagnosed me as being hypothyroid. Despite

_ blood tests which showed | had normal thyroid chemistry, Dr Skinner showed me

my clear physical signs of hypothyroidism | |

. |
[ | None of the doctors | had previously consuited

had even bothered to do a physical examination and were thus unaware of most
of these clinical signs.
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Dr Skinner prescribed thyroxine and later Armour thyroid, and after taking it for
several months | have made significant progress in recovering from my iliness.
Many of the symptoms have disappeared and others have significantly lessened.
| expect to be fully recovered within the next several months. Dr Skinner has
repeatedly advised a gradual and cautious use of thyroid replacement medication
despite my eagerness to accelerate the process with higher dosages.

Because my thyroid chemistry was within the “normal” reference range for the
standard tests (i.e. TSH and FT4 tests), | was essentially written off by the
medical profession until | found Dr Skinner. He recognised that | was clinically
hypothyroid despite having “normal” thyroid chemistry and was prepared to treat

. me and my symptoms rather than my blood tests. | now look forward to a heaithy
and happy future rather than a life of chronic iliness and incapacity.

Dr Skinner’'s advice and treatment is desperately needed by thyroid patients in
the UK. | urge you to allow him to continue his critical work. Please contact me if
you require any further information (contact details below).

Sincerely,
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Investigation Officer —— ——

Heather Cook Gamrs! ez Weerett 4
Fitness 1o Practice Directorate Giegned wes < ooy | —
General Medical Council Origiial wes Fori Qurddy I |
3 Hardman Street e
MANCHESTER M3 3AW 07 JuL 281

o s
2 July 2011 Qo urhoon Prewsrepei to e
Dear Ms Caok Do e o O e
Re: Dr Gordon Skinner = Hearing July/August 2011 - T eEEEES

| wrote to the GMC vaicing my views in support of Dr Skinner in 2007 and am shocked to find myself having to
do it all over again. | am nearly [—lnow and dictating this as my writing these days is very difficult to read.

[ 1. In our day we always believed the disgrace of
appearing before the GMC was reserved for doctors who harmed their patients. Nothing could be further fram
the truth in the case of Dr Sklnner whoisa wonderful man.

Both my daughter,,_ —_— her daughterlgl have been recrprents of. hre exoellent care. 'Indeed, I
bécame hypothyroid.some years ago and on the strength of their treatment regrmes my GP treated me in the

same way.and | too. reoovered You could say I am.now a patrent of Dr Sklnner’s by proxy! Anyway I m very
grateful o have had ‘his’ treatment

We.are a, thyrold tamrly’ and 1 coutd never understand Why s was, not taken into. account when famrly
members became il and. cauldnot. get treatment.. i fook r_—__'_'J years for IEIdesplte it belng apparent

even fo.me that she.had all the signs and symptoms in the book_ She was very unwell tor a Iong tlme but the
blood tests always said she was nomnal. Rubbish. Normal she was not.

Fortunately, onoe treated by Dr Sklnner Sue was abte to see cleany for the ﬁrst tlrne that my granddaughter
was also; desperately i in need of treatment, = was, Iucky Her blood tests showed her to be very
unwell andsheraprdty becameapatlentofDrSklnner vnthexoeltenteﬁed —

There is c!early somethlng wrong wrth the test for hypothyroldrsm ln my day it was c!earty apparent from the’
signs and symptoms.if a,patient ¢ had the oondrtron These days they can have them’ tilr they are, blue rn the
face but if the test says they are-alright, no treatment. | think relying just.on a blood test is a very poor
medrome Indeed, | think it is'a scandalouis state of affairs. Thank gaodness for Dr Skinner. ™" ' ™ o
My son—tn-law reoounts wrth utter rellef the ﬁrst consultatlon my daughter had with him. |t Iasted over. an hour
and during that fime the. most thorough hrstory, test evaluatlon, exarmnatron and dlscussmn took place This
was-a.complete contrast, to. the useless consultatrons Elrhad had wrth endocnnologrsts ‘and; doctors over the

Iong years, Thanks to Dr Skinner, ==l made a brilliant recovery and' has been well ever since.

. ey 1 e 3 - - aiyr ]r.. .

-ln conctusron | can. only say_that | think there.is . something very.badly wrong: with endocnnologrsts today and

with.their, teachmg of thyroid.| medtclne NHS dodors are. tenrﬁed of .coming. before you rf they ignore the | '

diagnostic blood test -.and. eonsequently tarl to. treat thesr patrents Endoormo!oglsts go on to dlagnose them

wrth ME and the endocnnology gravy train iS'then guaranteed "SHAMEFUL. What is the GMC doing about it?
R S 143
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Miss Heather Cook General ifadical Council

Investigation Oﬂ'-lcer. Original was a Protocopy

Fitness to Practice Directorate Ongiial was Peor Quality

General Medical Council o

MANCHESTER M3 3AW S - 8 JuL 201
4 July 2011-07-02 ) S “',‘T-;.L‘Eﬂ" Photecup.ed w insoee
-Dear Miss COO]( . 2M BT physica. of125Ts a3t

Re: Or Gordon Skinner

My sister ———— has told me that her doctor, Dr Skinner, has got to appear before the GMC
again. I'm very sorry to hear this as it upset our family a lot when it happened last time, feanng he
would no longer be able to treat his patients.

By all accounts from [—]and my niece, [=—————] who is also his patient, he is a wonderful
doctor who transformed their lives when he gave them the correct treatment. [——lin particular had
a dreadful experience, being unable to get any treatment at all for her hypothyroidism over an

[——year period.

This is how bad it gets for patients without hope when they cannot get any treatment, or even the
right treatment, for such a common condition. I gather that with both == and[——] they fell foul of
some blood test or other which decreed they didnt qualiify.for treatment. It blows your mind when
you seé people so il il belng tumed away by the medical’ professn:)n ‘for sornethlng as stupid as THAT.
It is cruel and unnecessary. -It makes you want to scream with frustration.

We are a medical femiiy and also a ﬁ1yr6id f'ar'nily - bl;t even that is ne use, it wduld apbear, when
things are really bad. My father| Iwould turn in his grave if he could
see what is going on. now.. Getling treatment is like getting blood out of a stone.

Is the GMC ina posmon to do, samemmg about all this?? .If Elwent fromi’ bemg s0,ill, SO quickly;
what about all the others in this world in the same position? Surely the GMC are perfecﬂy placed to
look into this situation. It is all so hushed up. You wonder what is going on.

Clearly the one person who.must be saved to continue his amazingly successful work is Dr Skinner.
Our famlly fove him and, we haven't even met him! Please ensure that nothing happens to prevent
h|m contmuing to treat |1IS patxents He |s a wonderful doctor You need someone out there who
gets. hlspat:entsbetter T e e e -
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6 July 2011

Heather Cook,
Investigation Officer,

Fitness to Practise Directorate,

. . - General Madical Caunch!
‘General Medical Council, Onginial was 2 Phoivccy
3 Hardman Street, Crgmian was Pour Jusity
Manchester, o ' Dwle rec
M3 3AW o e - 8 JuL 20
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Dear Ms Cook

Dr G Skinner
This Ietter is m supportofDrGordon Skmner T S

1 became a patient of Dr Skinner-a Eago because of the problems in
getting effective treatment for hypothyroidism through my NHS general
practitioner.

It is vital to me that my iliness is treated properly so that I can continue to
pursue my career, earn a living, and look after my family properly, for which I
need good health, energy and a dear mind. My general practitioner was unable
to provide an effective treatment: he was prepared to leave me withr———|

[ | as he believed my hypothyroidism resolved despite evidence to
the contrary. Therefore, I researched doctors with specialist knowledge of
hypothyroidism and asked to be referred to Dr Sklnner, atthough I did not know
him, or of him, beforehand

I have found that Dr Skinner is an intelligent, professional, caring doctor who has
an excellent understanding of thyroid problems and the experience to provide
suitable treatment. Dr Skinner’s analytical approach, and thorough consideration
of all the evidence available, meant that he was able to provide a much more
effective treatment. He went into much more detail, asked for far more

:nformation, and spent Ionger cons:denng the best solution before coming to a

' .
o, A .-,‘.

111




recommendation. After only a couple of months, I feel much better than I had
after ———Jof treatment with my GP:|, ]

I feel that Dr Skinner should be employed as an example of good practice. He
should be invited to teach the new generation of doctors how to properly
evaluate all the information available and tailor their treatment to each
individual, rather than jump to the standard treatment and hold to that whether
it works or not.

Yours sincerely
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Investigation Officer

Heather Cook

Fitness to Practice Directorate
General Medical Council
MANCHESTER M3 3AW

3 July 2011
Dear Ms Cook
Re: Hearing for Dr Gordon Skinner - July 28/29 & August 1,2,3

I am the son of —] the brother of [ [C—————) and the good friend of | l
all of whom are patients of Dr Skinner.

I would like to testify to the hearing of the excellent treatment they all received from Dr
Skinner. My mother tried consistently over[c———] years to get treatment for her under-active
thyroid. Again and again she was prevented from receiving it by the blood test, taken
repeatedly, which always indicated that her health was normal, when it most certainly wasn't.
As a consequence she could get not treatment. As a farmnily we were mystified because she was
clearly so very unwell and struggling. Eventually she was diagnosed[———] which outraged
her as they told her then there was no further treatment she could have. She knew it was her
thyroid and the whole awful thing ruined her life for —]years.

In——Ishe heard about Dr Skinner and was referred to him. In a remarkably short time he
restored her to normal again. All it took was a drug called Thyroxine which he gave to her in
appropriate doses - which apparently the NHS are barred from doing above a certain level. All 1
can say is that it was like watching her coming back to life.

Our family holds Dr Skinner in the highest esteem. He treated my sister ——Jlwith the same
success. When my then girlfriend, was diagnosed [———|she was devastated.
Fortunately I was able to get my mother to talk to her about her experiences and she too then
went on to see Dr Skinner with excellent results. It seems so simple if you know what you're
doing, as Dr Skinner clearly does. What on earth is wrong with a system that condemns so
many people to a life of misery, without treatment, all for want of passing the great blood test?

I can only ask why a man who has such success treating patients, is in danger of losing his
livelihood by appearing-before the GMC? What about all the doctors who failed my family? will
you be holding them to account for withholding treatment? I find the whole thmg bafﬂlng
Dr Skinner is a remarkable man for whom 1 have the utmost reSpect
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05/07/2011

Testimonial with regard to Dr GRB Skinner

Heather Cook
Investigation Officer

Dear Madam

I was diagnosed by my general practioner in[——1] with an underactive thyroid.

1 was prescribed Thyroxine, alﬂ:nough my blood results retumed into the perceived
normal range, I was still expenencmg many distressing symptoms assoclated with the:
condition.

Fortunately I was referred to Dr Skinner in [ - he performed a physical examination
and painstakingly went thmugh my symptoms. :

In place of Thyroxine Dr Skinner prescribed Armour Thyro:d medxca;t:on
. I was started on a low dose , and after as little asf—] weeks or so , I was showing a
marked improvement with many of the symptoms subsiding,

My progress in the following monﬂls was carefully monitored by Dr Skinner, as my dose
of natural thyroid hormone was increased to the correct level for me.

| was returned to full health because of Dr Skmner s extensive knowledge and care.
Iam extremely grateful to him.

I remain in good health and continue with the natural thymld hommone instead of
thyroxine. )

Dr Skinner continues $0 monitor me on an annual basis.

Yours faithfully’

Ganer.';i fiedical Council
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5t July, 2011

Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street

Manchester

M3 3AW

Dear Ms. Cook,

Testimgnial for Dr. Gerden R.B. Skingater
—_'__-—-_-—T_T—
Review Hearing 28 * July to 3™ August.

Dr. Skinner has, over the years, helped my family where other doctors have failed.

1) Firstly, he saw my daughter | |
[F———1 Her health was rapidly going downhill | 1

Dr. Skinner presén'bed thyroid medication for her and the improvement in her health
was dramatic. She has never looked back since.

2) Secondly, my wife was so ill for so many years and I went with her to GP
appointments where they actually said it appeared like hypothyroidism, but the blood
tests said otherwise. [ was seriously worried|; ]

Afler finally seeing another doctor, the GP said my wife looked so classicaily
hypothyroid, she couldn’t understand why on earth no-one would give her a trial of
thyroxine. Eventually, my wife saw Dr. Skinner and after some time he changed her
medication to T3. It is no exaggeration to say that my wife could have endedup ina
wheelchair without his help and thanks to him she resumed a normal life until the last
couple of years when her health again declined dramatically. The whole family were
very worried about her, but eventually, earlier this year her GP referred her back to
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Dr. Skinner and I am pleased to say that as a result she has now reversed the terrible
decline in her health purely through dosage changes.

3) My younger daughter also saw Dr. Skinner because she had symptoms of
hypothyrmdxsm

| "] She was treated with thyroxine and is now well =
IL |}

My wife and two daughters have had excellent treatment from Dr. Skinner over the
years and he deserves to be allowed to give other patients the same care. In fact he
should be applauded for the fantastic work he is doing. Those who are against the

proper treatment of this terrible condition should be the ones whose performance is
questioned.

Yours sincerely,

Copies to Mr. Ralph Shipway
| |
[ )|
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Heatker Cook,

Investigation Officer

Fitness to Practise Dhrectorate
General Medical Council

3 Hardman Street

Manchester

M3 IAW

6 Jufy 2011

Dear Ms Cook,

I request that you remove any conditions on Or G. R, B. Skinner’s registration forthwith and cancel
the review heaning that is due to toke place at the end of Juby/ beginning of August so that this
expetlent and outstanding doctor would then Ge able to use this time to diagmose and treat additional
patients and restore their fiealifi and Gves.

I kpiow that Or Skinner s a brilliant doctor and 1 speak from personal experience as fie rescued my
twin sister and 1 from the severe and debifitating symptoms that fad resulted from our under treated
fypothyroidism (as a result of NS doctors decreasing our thyroxine treatment on the Basis of our
ISH results) Dr Skinner evaluated us carefully and patiently, asking questions and carrying out a
clinical examination. Furthermors, NHS experts were forced to admit that we did require the
treatment and dose of Natural Desiccated Thyroid treatment e.g. Armour Thyroid that Dr Skjnner
prescribed for us thus endorsing Or SKinner’s diagnosis and treatment.

 Many othier patients hiave benefitted from Or Skinner's sRil as a medical practitioner, at the last

GMC hearing, with reference to Or Skinner, the GMC Panel stated “It is clear that you are ¢ caring
and compassionate doctor whose overwheling concern is the care and wellbeing of your patients,
many of whom Rave pleaded that you should be allowed to continue to pructise.” [Fitness to Practise
fearing, November 2007, Page D19/3, Paragraphs F, G and 3 of transcript]...and] *A layge body of
evidence fas been submitted throughout this case demonstrating that mary patients have benefitted
Jfrom the medication that you have prescribed. "[Fitness to Practise hearing, November 2007, Page
©19/4, Paragraph A}.

Itwuﬂ'&mrtgmzq%[ﬁrmﬁrmatwmfrquqﬂﬁum

Yours sincerefy,
General Medicnl Council

cc. DrG. K B. SEIW Qriginal was a Photoespy
el Criginai was Poor Qualkity
cc. Mr Ralph Sﬁzpway
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WITNESS TESTIMONY IN SUPPORT OF DR GORDON R B SKINNER MD, DSc, FRCOG,
FRCPath

FAQ: Heather Cook, Investigation Officer
Fitness to Practise Directorate, General Medical Council
3 Hardman Street, Manchester, M3 3AW

Dear Ms Caak

{ have written to the GMC previously in support of Dr Skinner. He is an exceptional doctor
and | say this with complete confidence because he saved the lives of both my daughters.
Therefore, in order that you understand just how grateful myself and my family are to Dr
Skinner, | enclose a full testimonial which describes exactly how he helped my daughters
recover from severe hypothyroidism, after their medication had been drastically reduced by
their GP. | think it is important that you know that his treatment and care of my daughters
has meant that they have fully recovered their heatth.

| also think it is important that you know that the treatment regime recommended by Dr
Skinner ie treatment with natural desiccated thyroid] was later endorsed in writing by two
eminent endocrinologists. This endorsement was made available to the FTP panel dunng
the heanng in 2007.

parsonally met hundreds of patients who had been helped by Dr Skinner. It therefore came
as no surprise that at the end of the hearing, the panel conceded that, “/t is clear that you are
a caring and compassionate doctor whose overwhelming concern is the care and wellbeing
of your patients, many of wham have pleaded that you should be allowed to continue to
practise.” [Fitness to Practise hearing, November 2007, Page D19/3, Paragraphs F, G and H
of transcript]............ and, “A large body of evidence has been submilted throughout this
case demnonstrating that many patients have benefitted from the medication that you have
prascribed. TFitness to Practise hearing, November 2007, Page D19/4, Paragraph A)

What did come as a surprise or rather a shock was that conditions were placed on Dr
Skinner for three years and that a further hearing is to take place at your offices at St
James’s Building, Oxford Street, Manchester, for 5 days commencing 28™ of July 2011 until
3" August 2011 in respect of these conditions.

|l shoud like to receive confirmation that this letter, together with

the enclosed statement of truth and fact will be presented to the panel at the above hearing.

AV H - s

<3

< s w0 Geoeral Medicet Council
i

cc. Dr G. R. B. Skinner, [ —]" Mr Ralph Shipway, {0righ! #as puor Quatey
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STATEMENT OF TRUTH AND FACT RE DR. G R B SKINNER MD (HONS) DSc FRCPath
FRCOG

This statement of truth and fact has been wrilten in full support of Dr G R B Skinner and is to
be presented as evidence at the forthcoming review hearing due to commence at the GMC
Fitness to Practise Directorate, Manchester on the 28th of July 2011.

| am the mother of identical twin daughters. Both daughters developed hypothyroidism in
childhood, one after the other. It was some time before the first twin was diaghosed,
since her condition was not recognised by the GPs at that time. However, eventually a
diagnosis of hypothyroidism was made following a consultation with a paediatrician.
Diagnosis of the second twin (who developed hypothyroidism a couple of years after the
first twin) was made by the same paediatrician. This paediatrician prescribed thyroxine,
which he said would be required for the rest of their lives. Were it not for his care, neither
of my daughters would have developed normally, either physically or mentally.

They went to the local surgery where they begged for another blood test as something
was very wrong. When the blood test results came back this time, they showed that my
daughters had both become seriously under treated for their hypothyroidism and their
dosage was partially re-instated immediately. Later, as a result of further blood tests, the
GPs would not contemplate increasing the dosage further, to the original amount, even
though my daughters remained very unwel and continued to present with numerous
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I —] My daughters continued to decfine and due to their many
symptoms including [— 1l
[ 1!

My daughters were desperate and they wrote to several doctors who had an interest in
hypothyroidism including Dr Skinner. He responded almost imnmediately and said that he
would see them, provided they were referred by their GP. This was around [—————.

| accompanied my daughters to the local surgery where | requested an appointment to
_see their GP. My daughters were so very il C 1l
[ | On seeing the
GP, I told her that her treatment of my daughters just wasn't working and that there was
a doctor who might be able to help. We provided her with contact details of Dr Skinner
and she referred both my daughters to him.

Inf; | my daughters were taken to see Dr Skinner. Dr Skinner was a
revelation. He first of all listened to what they had to say, he then questioned them
further with regard to their signs, symptoms and family history and carried out a thorough
examination. He was sympathetic and kindly and over the coming months, made
necessary adjustments to their dosage and to their medication and put them on the road
to recovery, o

My daughters are now well again thanks to Dr Skinner and the story doesn't end there,

| |None of the above would have been possible if it were not for Dr
Skinner and his treatment regime. My family and | cannot thank him enough.

My daughters continue to thrive and It should be noted that Dr Skinner's treatment
regime was subsequently endorsed in writing by two eminent endocrinologists, so in my
view, there can be no doubt regarding the quality of care provided by Dr Skinner or his
competence as a physician.

| write this statement of truth and fact and declare it to be an accurate and factual
account of what has happened in relation to my daughters.

cc. Dr G. R. B. Skinner, [; 1 Mr Ralph Shipway.
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Yours smcg;glv

j General Medical Council

/ {Origlnat was & Phctoccpy
i Crginal was Poor Quaiity
T . Date rec
Heather Cook,  ~ tor scan f1 JuL 2oH
Investigation Officer - —
Fitness to Practise Directorate, GMC ' i, e Photocpied b iprove
' | Documen: hat prysical obiscts ré1
6/7/2011
Dear Ms Cook

RE: DR GORDON R B SKINNER MD, DSc, FRCOG, FRCPath

1 am writing this letter in support of Dr Gordon Skinner whose review hearing is due to take place
late July, early August 2011. I felt it necessary to write to you to let you know that Dr Skinner is an
excellent, caring and compassionate doctor, who has treated both my daughters for severe
hypothyroidism and returned them to good heaith.

My daughters became hypothyroid during childhood, but later in (———] when adults, their
medication was gradually reduced by their GP due to concerns of suppressed TSH following blood
tests. This reduction continued, until they were being prescribed half their original dosage. They
both began experiencing hypothyroid symptoms within days of reducing their medication until many
months later, their situation became desperate. This dreadful state of affairs continued until —/——=1
[==] during which time they both became extremely ill,

It took referral to Dr Skinner by their GP, for things to improve. Dr Skinner was kindly and
sympathetic towards my daughters and were it not for his professionalism and his care and
treatment of my daughters over the next couple of years, | dread to think what would have hecome
qf them. As itis, as already stated he has retummed them to good health.

During the I0P and FTP hearings | |
there appeared to be an attempt to discredit Dr Skinner's methods, yet NHS
endocrinalogists had endorsed the treatment regime that Dr Skinner had begun with my daughters,
In addition, not once have | seen or heard a witness say that Or Skinner has harmed them, yet | have
become very aware of the thousands of patients he has helped. This was further endorsed by, the
FTP panel in November 2007, who stated that "A large body of evidence has been submitted
throughout this case demonstrating that many patients have benefitted from the medication that
you have prescribed.” (FTP TRANSCRIPT Page D19/4, Paragraph A)

Therefore, | have to say that whiist the GMC has a job to do in regulating doctors, in the case of Dr
Skinner, | really do not understand why he was brought before the GMC and pursued in such a
manner in the first place. He has helped so many patients regain their health. He is also exceptional
in that he is a research scientist of some renown — thus his care of his patients is meticulous. Dr
Skinner is a doctor that the medical profession can be proud of and one that helps to uphold and
maintain the reputation of the medical profession in general, as such he is to be valued.

Would you now be so kind as to pass on this 1etter of support of Or Skinner to the review panel and
confirm its receipt?

cc. Dr G. R. B. Skinner, =—— =] Mr Ralph Shipivay [RadcliffesteBrasseur] .
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12 July 2011

Heather Cook, Investigation Officer,
'Fitness to Practise Directorate,
General Medical Council,
3 Hardman Street,
Manchester, M3 3AW

Dear Ms Cook,
Re: Dr Gordon R B Skinner MD DSc FRCPath FRCOG  — Hearings in July and August.

It must be difficult for someone, medical practitioner or not, who has not suffered from a long
term Thyroid problem, left untreated by GP and specialist alike - sometimes for years - to
understand our sheer anger, frustration and downright disbelief, that once again the GMC is
investigating Dr Skinner.

This is a terrible use of time and resources all round. The outcome will be that instead of Dr
Skinner being able to concentrate on his patients, who rely on his skill, care, dedication and
professionalism to get and keep them well, he will, yet again, have to devote some of his
precious time to the GMC hearing. This is lamentable.

As far as I can tell he has done his utmost to comply with the GMC’s conditions of practice; if
you contact his surgery as a prospective patient you receive a number of pages explaining
theses conditions, which he insists have to be adhered to to see him. I am not one of his
patients but if [ lived in the UK 1 would go out of my way to try to be one.

I found his book: * Diagnosis and management of Hypothyroidism™ to have been invaluable. 1
was one of those people with “normal® thyroid blood test results. I was not well and was
getting worse. Neither my GP (insisting on depression) nor an Endocrinologist would
consider treatment — a scenario repeated in the UK perhaps hundreds if not thousands of times
- but armed with information from his book I persevered. I was lucky; I was finally seen by a
young Endocrinologist at a well regarded Hospital in [—]Fortunately for me, although
sceptical, she listened, was curious and was prepared to ook beyond ‘normal’!. Exacily what
Dr Skinner does! The surgeon|| : I was
amazed I had been left so long - untreated! This is what is happening today, many Doctors
and even Endocrinologists are obsessed with *normal’ laboratory results, unable, or afraid, to
look beyond their noses or computer screens at the clinical signs staring them in the face.

I have absolutely no doubt you have had complaints about Dr Skinner, but how many of
these complaints come from patients he has treated? How many? It is extraordinary and
disgraceful the lengths some so called medical professionals will go to try to discredit a
college whose work they disagree with. It is even more incredible that the GMC allows itself
to be sucked into this cesspit of spite — and unfortunately this is not an isolated case.

Wake up! It is patients, their care and wellbeing that should be your priority, not the
(anonymous) blinkered, out of touch vested interests of a tiny minority of so called experts.

Yours sincerelv |E

CC | ] Mr Ralph Shipw§53




“13th July 2011

Heather Cook

Investigation Officer

Fitness to Practice Directorate
General Medical Council

3 Hardman Street
Manchester M3 3AW

Dr. Gordon R B Skinner — Review 28th July
Dear Ms. Cook,

Please accept this letter in support of Dr. Skinner. Since the hearing is a rev:ew | believe patient
evidence should now be treated as evidence of fact. !

Forlyears from | suffered]] ],

| had numerous medications and extensive investigations. 1 was referred to an endocrinologist who
carried out a number of thyroid function tests, the results were always in the middle of the reference
intervals. He was adamant | was euthyroid, because the blood test said sol

| asked-my GP for a referral to Dr. Skinner, after a detailed consuttation he said he thought | mlg_I
be hypothyroid and | was started on [hug thyroxine. [ -

L .lMy improvement
since then has been enormous. Byl[——ll had fully recovered physically, mental capabilities
although not as sharp as they could be had dramatically improved. | was takngng Levothyroxine
(L-T4) pIuEpg Liothyronine (L-T3) daily which put my TSH and fT3 figures well outside their

respective reference intervals.

. | was profoundly ill whilst “biochemically euthyroid® and | am now healthy whilst “biochemicalty
hyperthyroid”. These terms are of course nonsense. 1t is the patient that is euthyroid, hypothyroid
or hyperthyroid - not the bloody blood test. This clinical picture and biochemistry points to a form of
hormone resistance, the patient produces sufficient hormone but is unable to fully utilize it. Various
types of thyroid hormone resistance are known, such as mutations to the gene that produces the
beta-1 thyroid hormone receptor and polymorphisms in deiodinase genes. These patients usually
have an abnormal thyroid profile (they will only get a referral if their thyroid profile is abnormal).

Hormone resistance with a “normal” thyroid profile is a fascinating and rewarding subject for any
doctor to undertake. One would hope it would spur endocrinologists into enthusiastic research
rather than firing off malicious, flippant and false accusations against colleagues who put their
patients ahead of their egos. In the absence of any helpful contribution from the endocrinologist
establishment | attach two research projects | have undertaken in order to debunk the assertion that
prescribing L-T3 is either unnecessary or dangerous and to reveal the aetiology of my form of
hypothyroidism. It's a pity that Dr. Skinner’s accusers could not have got off their backsides and
made a similar contribution.to thyroid patient care.

Yours faithfully,
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Safety and Effectiveness of Liothyronine

The prescribing of Liothyronine Sodium {L-T3) as treatment for hypothyroidism has been
criticized as unsafe and unnecessary. Nonetheless, it is prescribed by many physicians
and is a preferred treatment option for a large body of patients. It is hypothesized that
some patients may be less able to convert T4 to T3 (impaired deiodinase activity).

A 1999 study published in the New England Joumnal of Medicine demonstrated improved
mood and neuropsychological function in patients who had 50ug-L-T4 replaced by 12.5pg
L-T3. A number of follow-up studies proved inconclusive. These trials used an average
baseline L-T4 dose in the range of 100ug to 130pg L-T4, which many thyroid patients and
physicians would regard as inadequate. None of these trials targeted patients who have,
or might be expected to, respond to combined L-T3 / L-T4 treatment. A 2009 study
carried out in Bristol demonstrated superior results for combined L-T3 / L-T4 treatment in
patients with a specific polymorphism of the DIO2 deicdinase gene. This polymorphism
has no effect on circulating thyroid hommone levels.

It is claimed that L-T3 therapy exposes patients to wildly fluctuating levels of hormone
which puts them at risk, particularly from coronary events. The elimination half-life of L-T3
in adults is often inaccurately claimed to be 24 hours, in practice it is closer to 2% days as
per the attached document from the FDA. In any event these figures represent the levels
of T3 detected by the specific assay used and not the body’s response to the hermone.
£-T3 goes through many stages, including hinding to serum transport proteins, cellular
transport, binding to thyroid hormone receptors and the thyroid response element of the
DNA, production of mRNA and frans!ation into proteins which fi nally are available for
metabolic action. All of these actions take time and efféctively act as buffers. The TSH of
patients taking twice daily L-T3 does not fluctuate. | may drink a large glass of water and
discover its elimination half-life is qutte brief. 1 am not placed at risk by my erratic
ingestion of H,0.

! ok, o
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Extract from DailyMed which provides high quality information about marketed drugs including FDA
iabéls. DailyMed is a service provided by the United States National Library of Medicine.

LIOTHYRONINE SODIUM - liothyronine sodium tablet

CLINICAL PHARMACOLOGY

The mechanisms by which thyroid hormones exert their physiologic action are not well understood. These hormones enhance oxygen
consumption by most tissues of the body, increase the basal metabolic rate and the metabolism of carbohydrates, lipids and proteins.
Thus, they exert a profound infiluence on every argan system in the body and are of particular importance in the development of the
central nervous system.

Pharmacokinetics ’

Since liothyronine sodium (T3) is not firmly bound to serum protein, it is readily available to body tissues. The onset of activity of
liothyronine sodium is rapid, occurring within a few hours. Maximum pharmacologic response occurs within 2 or 3 days, providing
carly clinical response. The biological half-life is about 2-1/2 days.

T3 is almost totally absorbed, 95 percent in 4 hours. The honmones contained in the natural preparations are absorbed in a manner
sirnilar to the synthetic hormones.

Liothyronine sodium has a rapid cutoff of activity which permits quick dosage adjustment and facilitates contro! of the effects of
overdosage, shoutd they occur.

The higher affinity of levothyroxine (T4) for both thyroid-binding globulin and 1hyroid-binding prealbumin as compared to
triiedothyronine (T3) partially explains the higher serum levels and longer half-life of the former hormene. Both protein-bound
hormones exist in reverse equilibrium with minute amounts of free hormone, the latter accounting for the metabolic activity.
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RE: DR GORDON SKINNER MD, BSC FRCPath FRCOG - GMC HEARING

[ am writing to register my support for Dr Skinner in his GMC hearing.

In[=—] aged[—] | became unwell, |
e ————————
00— | 1 visited my
GP who conducted blood tests, and 1 was informed that my thyroid result had come back
“borderline” underactive. | was asked to come back in six weeks for another test, which [ was
told had come back “normal”, | was diagnosed with]; ]
[————]and told that there was nothing doctors could do for me other than send me to a
support group. My thyroid was not mentioned any more at that point, and no one informed me
what the symptoms of having an underactive thyroid even were. During all the time | had an ME
diagnosis, | struggled with various different GPs who "didn’t believe in it” and thought it must ali
be "in my head”.

I slowly came to terms with the fact that my health would probably be poor for the rest of my
life, and 1 may not be able to complete my degree or get a job afterwards. | | |

Eventually, | reached a point where my health was at its’ lowest | |

| |During one of these appointments, the GP suggested
1 should have my thyroid tested. Although the results came back “normal” once again, this gave
me the push | needed to look into what the symptoms of an underactive thyroid actually were.
When | saw the list, | was amazed to see that | had the vast majority of symptoms mentioned.
During my research, 1 came across Dr Skinner's name, and asked my GP to refer me to him,
which she did. | |

Dr Skinner was the first doctor who actually listened to what 1 had to say. He gave me an
examination, something other doctors had not done. He took my concerns seriously and did not
talk down to me or make me feel intimidated. At the end of my first, hour long appointment
with Dr Skinner, he diagnosed me with an underactive thyroid. The next week, [ started on
medication. Since that appointment inf————1 have got my life back. | was able to return to
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work, and start a second job.| 1
[ 11 cannot thank Dr Skinner enough for all the help

he has given me.

Yours Sincerely,
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10™ July, 2011

Ms. Heather Cook
Investigation Officer

Fitness to Practise Directorate
GMC

3 Hardman Street
Manchester

M3 AW

Dear Ms Cook,

Beview Hearing of 28" July — 3" August, 2011,

Dr. Skinner diagnosed me with hypothyroidism around [l years ago. | was retumed
to good health and since that time, my GP has prescribed my thyroid medication.

| found Dr. Skinner to be a caring, compassionate doctor who asked me a lot of
questions about how 1 felt and what my symptoms were. He also checked biood
pressure, pulse, temperature, etc and also did blood tests.

| hope other patients can continue to benefit from Dr. Skinner's experience and his
exceptional knowledge of this debilitating illness.

Yours sincerely,

Coples sent to:
Mr. Ralph Shipway
II II
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Re: Dr Gordon Skinner — appearing @ the GMC 28/29 July, 1/2/3 August

Dear Ms Cook

For many years my mother had been suffering an ‘unknown’ iliness that was making her

so very unwell that we, as a family, were actually surprised she could live from day to day.
[ |
| the symptoms were lengthy and on-going.
They had lasted [———] years. She felt this was her life. To all those who knew her this
was quite unacceptable,

What Iiwe didn’t know at the time, and what her doctors never picked up (quite shamefully
in my opinion), was that she suffered from hypothyroidism. She was left untreated by
every doctor she approached.

ning | was discussing my mother's plight with a friend of mine,|; |
Describing her symptoms she instantly recognised them as her own and told me
of Dr Skinner and how he had transformed her life, having herself suffered from similar
debilitating symptoms.

Quite simply: Dr Skinner saved my mother’s life.

Armed with her test results, Dr Skinner listened to my mother, questioned, queried,
evaluated and only then diagnosed and prescribed. She spent a long time with him, and
was impressed by his thoroughness. My mather did not fall into the ‘you have
hypothyroidism’ blood test results. There are many, many of us that do not. This is not
unusual for hypothyroid patients (if anyone would study the clinical evidence thoroughly).
However doctors in the UK will not treat patients if they do not fall into the “normal”
calegories.
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| also have hypothyroidism. | too did not pass the infamous blood tests. However | am
very lucky and have a broad minded doctor who saw the resuilts of Dr Skinner's treatment
(initially obtained privately} positively. She continues to treat me, even though 1 do not fall
into the “NHS rules and regulations”.

| would very much like you to take into account that thyroid medicine is NOT an exact
science. CLINICAL diagnosis is by far the most important than any statutory biood test.
Doctors need to look at the patient and diagnose his or her symptoms, NOT whether or not
they fit into a, to be frank, quite ridicufous set of ‘rules’ set out by people (yes, they are
actually doctors) who do not really understand the condition.

Hypothyroid conditions are not ME. it may be easy for a doctor to put this simple label on |

something they do not understand or cannot spend the funds on to get to the bottom of,
but this leaves too many patients untreated, with quite unacceptable lives. Hypothyroidism
is treatable, very successfully as my mother and | can attest {o.

Please do not allow the medical profession to ‘bully’ Dr Skinner simply because they do
not have the knowledge, clinical experience and expertise that he has gained studying this
very debilitating illness. It exists. Recognise it. Allow diligent, inteiligent doctors, such as
Dr Skinner, to treat it the way it can be treated.

Dr Skinner should be recognised for the value he is to people such as me and my mother.
His treatment methods should be evaluated and adopted for the wider good.

That | have to write again to support such an excellent doctor and clinician renders me
speechless.

Dr Skinner has my full and wholehearted support. Without him not only would | not have
my mother but | too would be very ill.

Please remember the patients’ lives he has changed for the better, indeed saved, when
you are discussing these quite ridicuious charges at the GMC.

Yours sincerely
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Dear Ms Cook, . =

| am writing this letter in support of Dr Gordon Skinner,who will be having to attend a review
hearing at the GMC offices in Manchester from 28th July to 3rd August 2011.

I am one,of no doubt many people for whom Dr Skinner has been a life saver.He was willing
to treat me as a whole person and not just a set of blood tests,which thyroid patients in the
know,know are at best a general guide and at worst totally useless.

There was a Welsh case last year in which the woman was in a Myxodema coma (thyroid
coma)...with "subclinical” thyroid blood tests...the report authors concluded that this woman
must have had a much higher PRESET level which made her well and able to function.They
concluded also that CLINICAL chservations must be given much higher credence...something
which Dr Skinner has atways donae...why then is he having to defend his actions YET
AGAIN???2?111I

In 2010 there was also a paper published from Ninewells hospltal in Dundee which showed
that saome peaple have a defective D102 gene which prevents them fram converting the
biologically inactive T4 into the biologically active T3...despite "apparently” adequate levels
of T4 circulating in the blood stream. Therefore TFT's will never show what is actually
happening at a cetlular level where the actions occur.

| went through hell to be diagnosed and treated, despite having classic symptoms including a

1 saw Dr Skinner in ———|(and yes i had a letter of referal from my Gp practice) and since
then my life has changed dramatically. He diagnosed my thyrold condition and has
prescribed thyraid medication which includes both thyroxine and Natural Dessicated Thyroid
products {which are regulated by the US Pharmacopia & FDA) and they have turned my life
around. The biggest improvement after my physical health has been my mental health. |
cannot describe the feelings when i was reaching the optimal levels for me...it is nothing

1
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My Gp has acknowledged the vast improvement in my health but refuses to prescibe any
thyroid medication for me,i suspect for fear of being in Dr Skinner's shoes.

In my view he is 3 hero and has been willing to stand against the consensus of the
Endocrinology field in the UK...a consensus doesn't equate to being rightlilll Even the most
conservative members of that field in the US have been astounded at the "guidelines”
coming from the BTA. These guidelines state that people shouldn't be suspected of having
hypothyroidism until their TSH is over 10...most Western countries have lowered their
ranges with many experts in the field thinking that around a TSH of 1 is probably nearer the
truth. The BTA's actions are going to consign even more people to a miserable existence.

| wish to make the panel members who will sit on Dr Skinner's hearing aware that if they
continue to carry out this witch hunt and i cannot be monitored and treated by Dr Skinner
then i will explore all avenues availabie to me through the Human Rights Act and will take
legal action if necessary.

My Gp and | have debated the "opinions” of the opposing sides in the field of thyroidology
but | am going to go with my EXPERIENCE and all i can say is i'd rather live for[—] years asi
am today than[——lyears as i felt before...and i think that says it all.

Yours Sincerely

cc |

Mr Raliph Shipway
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12 July 2011
Dear Ms Cook,
'Re "Dr G R B Skmner. I ——— —— : |- Fﬁtns :To Practise Hesring
My other, [ ] is one of Dr Skmner § patlents

She will be writing separately to provide her perspective on Dr Skinner’s treatment of her case.
However, I wish to provide my own assessment of her care and treatment prior to her first
consultatlon with Dr Skinner and whilst under his care.

[n about |El|, my mother was diagnosed with hypothyroidism following a thyroid function test.
Later testing confirmed that she has|| | The standard treatment for
hypothyroidism, Thyroxine, had limited effect despite her blood levels attaining somewhat higher
than “normal” values. Her condition was referred to as a form aof thyroxine resistance, or persistent
hypothyroidism. Treating her with an “excess” of thyroid hormone in both T4 and T3 form was seen
as both responsible and necessary for the treatment of her condition.

Later thyroid function tests showed that her T4 levels had risen to the mid-thirties and her TSH was
completely suppressed. Despite this, she remained clinically hypothyroid. The consultant physicians
that she saw maintained her at a high level of T4 because they recognised that it brought her some
relief. However, a clear strategy for moving forward in the treatment of her condition never
materialised. 1 attribute this, in the main, to 2 lack of continuity in her care arising from attendance at
hospital clinics where, at each appointment she would see a different doctor.

Wlth my mother in a poor state of health, we attended Dr Skinner’s clinic in=————] Dr Skinner
was thorough'in taking my mother’s medical history and in examining her. His consideration that
higher levels of thyroid hormone would be necessary for the treatment of:her. persistent -
hiypothyroidism was of no surprise as it confirmed what had previously been diagnosed on several
occasions. As noted, she was already on a higher level than would be tolerated by a more restrictive
regime i.e. one solely based on blood test results.
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Adding T3 to the existing dose of T4 which my mother was taking produced an improvement in her
health but not to any great extent. It was only after trying this approach that the use of an
animal-sourced thyroid extract was considered. With an incremental change in dose over some time,
coupled with Dr Skinner’s attention to the detail of her care, my mother’s health and quality of life
began to improve to the point where she is now active and able to walk several miles at a time.

Throughout this, and continuing to this day, Dr Skinner has required that he be provided with regular
blood test results, as well as seeing my mother for regular checks. He has been nothing less than
attentive, thorough and successful in his approach -- to his credit and my mother’s benefit.

The improvement in my mother’s health, which has been sustained over several years, cannot be
underestimated in its impact of her quality of life. It is too easy to take for granted the ability to |
simply be able to leave the house and take a walk on a summer’s day. Or, indeed, to simply feel well,

without thought for what a chronic health condition is like for the sufferer, day-by-day.

Therefore, I am deeply concerned to learn that Dr Skinner is being criticised on the basis of his
approach to treatment of hypothyroidism, an approach which has led to my mother’s good health
today. To think that a distant tribunal may reach a decision which casts my mother back into the poor
health from which she has escaped is of great concern.

Frankly, I am worried as to what the hearing might mean for her as I doubt, in the event of a negative
outcome for Dr Skinner, that the architects of that outcome would be offering any help.

It seems to me that any consideration of Dr Skinner’s approach to the treatment of hypothyroidism
cannot exclude the success which he has in that approach. It cannot exclude the reality of people who
do not respond to “satisfactory” levels of thyroid hormone. It most certainly cannot exclude the
patients who depend on Dr Skinner’s approach, to the benefit of their health.

I think that is the question the committee must take into account in its decision-making process: Cui
Bono? To whose benefit?

1 hope the answer will be to the benefit of my mother, and others like her.
Thank you.

Yours sincerely,

Ce: i 1|
Ralph Shipway, 5 Great College Street, Westminster, London, SWIP 38J
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Dear Ms. Cook,

Testimonial for Dr. Gordon Skinner's Review Hearing,
28" July to 3™ August, 2011

In 2007, | wrote a testimonial for Dr, Skinner's Fitness to Practise Hearing. My
gratitude to Dr. Skinner is still the same today as it was then and | will always
be grateful to him for_ his diagnosis and subsequent treatment of my iliness.

Dr. Skinner started me on Thyroxine, but later changed my prescription to
Armnour Thyroid and from that moment on, my recovery was complete.

| strongly believe had it not been for him, that | would have certainly been on
state benefits as | would have been unfit for work, whereas 1 completed my
degree and went into full time employment. | have also been able to enjoy life,
something [ was unable to do for many years.

My GP now prescribes Armour Thyroid for me.

Dr. Skinner gave me back my life.

Yours sincerely

Copied to: Mr. Ralph Shipway
and [; 1|
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Heather Cook ]
Investigation Offices
Fitness to Practise Directorate

General Medical Council

3 Hardman Street

Manchester 14" July 2011

Dear Ms Cook
Re: Hearing with the GMC and Dr. Skinner on 28", 29th July and 1* 2™ and 3™ August

Well, where do | start? Quite simply, Dr.Skinner has saved my life.

This is certainly not a statement that { give to everyone one | meet but | truly believe that |
would not be alive today if it was not for this individuals hefp and advice.

| would like to share my experience with you in the hope that it goes some way to explaining
what an incredible man Dr.Skinner is.

| had been suﬁennng 1
Trying to explain how | felt during this time is extremely difficuit but |
guess ‘rock bottom' would be appropriate.

Whenever | felt remotely like prizing myself from the bed, | would visit my GP with the hope
that he would wave a magical wand and | would be cured — but time after time it was not to
be. Don't get me wrong, he was supportive but his verdict was that | was suffering with
'ﬁl
[ ] He tumed his attention to the possibility of having thyroid
issues, therefore prooeeded to do tests which came back as ‘within the normal range’, so
nothing further progressed on that front.

| used the word ‘we’ in my previous paragraph because my whole family and close friends
were heavily involved in assisting me through this homible period of my life. | was waiking
along a very fine line by now — did | or did | not want to continue living.

My daughter-in-law had read an article in a National newspaper which expiained the
symptons of Hypothyroid and it read exactly how | was feeling. She gave me and my
husband the article to read.
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I could not put the paper down. If someone had asked me to describe how | feit with my
iliness then it would be identical to this article and other people were suffering in the same
way. in a perverse sort of way, | was happy that someone else was suffering like me

because | felt | was an isolated case but no — and reading on there was this individual called
Dr. Skinner who could help. )

My husband immediately contacted the GP who in turn referred me to Dr.Skinner. We drove
to[—————] for the appointment under duress because | still felt very ill.

To cut a long story short, this marvellous man had me feeling better within [JWEEKS of
seeing him. He had diagnosed my illness as hypothyroid and prescribed me with Armour
which | continue to take. { have now returned to full health and live a normal iife.

| feel indebted to Dr.Skinner for what he has done for me and in tum my family and friends
who were affected during this time as well. He is an incredible individual and a true
professional and to think of him not being able to help people who suffer in the same way as
I did would be an absolule travesty.

| would sincerely hope that you view this hearing in the manner it should be and altow
Dr.Skinner to continue to practice and to save lives like he has done with mine.

Yours faithfully
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Telephone: |

Heather Cook,

Investigation Officer,
Fitness to Practise Directorate,
General Medical Council, Generzal Medical Couicit
3 Hardman Street, Original was 2 Photecepy
Manchester, 7 Qriginat was Poor Quality
v 15 JuL 20m
Wednesday, July 13, 2011 for scan
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Dear Ms Cook

It has been brought to my attention that you have once again called Dr Gordon Skinner to
appear before the General Medical Council and I write to protest at your victimization of
this exceptional clinician.

I first became a patient of his in when, after years of chronic fatigue, I was told that
there was nothing wrong me and therefore there was nothing further that the NHS would

offer.

This was despite that fact that over the course of a few years, | had gone from being a fit

and healthy woman:
|ELL|&) & person who was unable to function in any normal way just getnng
out of bed was a major achicvement.

At my first consultation, Dr Skinner took a full history and examined me carefully —
something which had not been done for more than a decade — and listened carefuily to my
tale of woe.

159



I fail to understand how it is acceptable to diagnosel——Jin the face of normal
biochemistry and without confirmation by ultrasound, while it appears to be unacceptable
to diagnose hypothythroidism when there is a wealth of symptoms but two markers (TSH
and T4) are within the reference range.

When I eventually made my way to Dr Skinner, for the first time I found someone who
seemed to accept how ill I felt and was prepared to offer a solution.

At his suggestion, I started to take a very small dose of thyroxine, building up gradually,
[ 1l
I |

It took much longer, and the addition of liothyronine, before 1 began to feel well enough
to be capable of picking up the tattered threads of my life, but throughout my retumn to
health ( albeit with a need for thyroid hormones), Dr Skinner has been both supportive
and very careful.

Every consultation includes an examination; blood tests for TSH, T4 and free T3 are
required at least annually.

I am reliant on Dr Skinner for my continuing good health, and I could not be in the hands
of a better medical practitioner. It is time that the GMC recognized his skill — and his
courage in putting his own livelihood in danger for the benefit of his patients — and
stopped persecuting him.

- I
T look forward to hearing that you will clear Dr Skinner of any mal-practice, and allow
him the freedom to treat people as they require.

Yours sincerely
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. _ © 13" July 2011
To: Heather Cook, Investigations Ofﬁcér, GMC Mand'lsmr

1 am writing in full support for Dr. Skinner, his professional care has transformed me from a sick
person, who was unable to do even simple things, into a well person. Before my diagnosis and
treatment, 1 effectively had no life and was increasingly unable to work, (even part-time) or care
for my daughter. ) ' .

My symptoms were many and these effectively made it impossible to lead a normal life. These
symptoms incdluded: - ' -

] 1 considered yself disabled.

- All these symptoms, . ] had been present consistently for over[ .. -

years prior to. my diagnosis. However, without exception all of these symptoms have disappeared
following successful treatment and I am now able to live a normal life..

I chose Dr Skinner because I understood him to be one of the best in this field. I have always
been someone who goes to the best available spedalist. Having met Dr. Skinner and been under
his care now for overl years — I stili consider him to be a thoroughly professional practitioner and
one who takes his patient’s care very seriously. Iam also incredibly grateful to him for restoring
my health and giving me back my life.. One cannot put a price on health and one cannot replace
years that should have been spent enjoying one’s family.... - '

-

Iam Iook:ng forwardtu attendlngthe hearing. oL Gonerat Medics! Courch
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12.07.2011
DearMsCGook,  ~ -

[ was astonished that two days were put aside for the meeting about Dr Skinner’s |
status with the GMC since it was quite obvious at the completion of his hearing in- -
. .. 2007 that he was a caring doctor, -well thought of by his patients and that he achleved
~ excellent results. It was admitted in the Determination (D19/3) that tie is “a caring a and
' compassionate doctor whose overwhelmmg éoncern is the care and wellbeing of [h:s]
patients”. I expected that this final meeting wou.ld bea formallty and therefore very
brief.

I was even more astonished when learned that there were threc more days set asnde
for the hearing. What waste of time and money! What unfair strain on Dr Skinner!
- ~ Can the GMC target those doctors who donof diagnose hypothyroidism rather than
- . those who do. In the Determination it was statéd (D19/4)“ 4 pmfessmn s most. -
valuable asset is its collective reputation and the confidence'that it inspires in :
inembers of the public”. I maintain that the" GMC falls short of this in the’ constant.~
harassment of Dr Skmner

T hope that his excellent results are now to be the main consideration.

Youssincerely, -+~ . '

. General Medicail Councii
-, Original was & Pheteeupy

Quiglnm was Pous Dusiity

Datg 1at 8 .
oo 183U 200
0 ’\"b‘»!ﬂﬁﬂp

R s

i..a .,MMMM,a ’
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15 July 2011

Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester

M3 3AW

Dear Ms Cook
Ré: Dr Skinner Hearing in Manchester 29® July-3" August 2011-07-15

I havé been a patient of Dr Skinner for the past [-lmonths and am writing to place on
record my gratitude for what Dr Skinner has done for me in getting me the appmpnale
u'eatment for my Thyrond

-months ago pnorto seemg Dr Skmner lwas a shadow ofwho Iam today |_;_|

l Dr Skinner wrote to my GP to

suggest the appropriate amounts of Thyroxine I should take. Within [—lmonths my
energy and vitality for life had returned and my blood tests showed and satisfied my

GP that I was taking the right amount of Thyroxine. || |

|J_—_l| I-am really feehng the benefit of hvmg a more normal life.

If you requu'e further amphﬁcatlon please do e-ma:l or telephone me at the details
above :

3 A - e iee M. E P .
D ah . N re .

Generzl Medical Council

* - Onginal was a Photecopy

Original was Poo: Quzlity
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14/7/11
Heathef Cook,

Investlgatlon Oﬁ"' icer, -

o

Fitness to Practrse Dlrectorate,

General Medical Council,

General Kedica! Council
3 Hardman Street,. . . .. - |Orainalwasa Pholocopy,
’ Qriyinal was Poor Quality
Manchester SR e .-+ {ndmcec
’ : ' _ 18 JuL 201
for scan
M3 3AW Teugest nias Doen Fhutc spied 10 kgt
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Dear Ms Cook,

I am writing to support Dr Skinner’s case, as he is appearing again at

‘another hearing in August.

~ lhave been treated by him since[——] with Armour thyroid, without
which | would not be able to function. This is with my GP’s consent. My late

father was also helped by Dr Skinner many years ago.

| feel that Dr Skinner’s wark for his thyroid patienis is highly

commendable! Hypothyroidism does not seem to be addressed properly by

many doctors and Dr Skinner has brought many people peace of mind and
understanding. Several people in my family have this disease, which is very
debilitating and often goes undlagnosed for many years leaving us suffering
and without fulfi Ihng our potential.

' My blood tests proved from the start without doubt, that | was
hypothyroid. However, Dr Skinner taught myself and my GP that | need to have
a T4 test at the top of the normal range, or a little over in order fc_a_ feel well.
Also that | was a non-convertor and needed T3 as well as t_hyroxi'né. Dr Skinner
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prescribes Armour thyroid for me, which is not available on the NHS and
should be. '

| know that some people have many debilitating symptoms of
hypothyroidism, but a ‘normal’ blood test result and that Dr Skinner has been
able to help them too by listening to symptoms and by their appearance.

| fully support Dr Skinner’s work and expertise and without him, myself and
many people would continue to suffer from hypothyroidism, which ruins lives
and can lead to premature death. 1 could not survive without Armour thyroid.

I hope this letter will help him.

Yours sincerely,
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Heather Cook,

Investigation Officer, | Ceneral Kedical Counctl
Fitness to Practice Directorate; i vis a Photuwopy

General Medical Council, [z vizs Pog: Gty

3,Hardman Street —

l“[an i -
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Dear Heather Cook, - i

~ Ref .Dr. Skinner and thyroid treatments of:

Elisabeth Murray Klaar (15.11.1973)
Janet Murray Klaar (10.10.1944)

During———Imy older daughter | became ill [ ]

Over the nexfce————=J she became increasingly weak. || 1
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[ } she became aware of the work done by Dr.
Skinner, and after studying about the thyroid gland and its function decided to go to
ask his advice, She was prescribed Armour thyroid replacement by him and within a
few weeks of taking it began to improve. [ |

Due to the lack of recognition of her condition [———]was severely disabled
and very ill from the age off— | t)——] years - half of her life! If she had not
continued to search for answers to her condition and by chance heard of Dr Skinner,
who assisted so dramatically in her recovery, she would be still living & half-life
rather than functioning as an almost fully fit young woman. The result of his
prescription of Armour Thyroid for her has enabled her recovery. A few years ago she
attempted to change to Thyroxine. Her GP at that time was supportive of Dr Skinner
prescription of Armour, but[———] wanted to move to a treatment which was more
accepted by other GP practices in the event that she might need to move away from
the area and join a new practice. However the Thyroxine combined with T3 was very
unsuccessful for her with many of her old symptoms reappearing so she returned to
using Armour and since then she has slowly improved again.
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| | This was all purely a dream years ago, but without Dr Skinner’s
intervention could never have become a reahty Our gratitude to him for all he has
gwen our daughter is immense.

It was duringl——] when I began to become very tired. [ 1|

Following a visit to 2 GP at my practice, who could not find anything the matter,
I asked for a referral to visit Dr Skinner. (This particular GP had organised blood tests
for me which showed an increase in my thyroid antibodies.)Dr. Skinner took blood
tests and a family history, noting that my mother, grandmother and great aunts all had
had thyroid problems by having goitres. He made observations about how he
perceived me physically and prescribed for me a very slowly increasing dosc of
Thyroxine. Within months I was feeling well again and more than able to retum to my
Jjobl 1

Dr. Skinner prescribed for me a very low dose of T4 initially and my health
began to improve remarkably. [ |
to notice the return of the previous]| |

|1 began to fear'o'nc?again that I would not be able

to work. After a discussion with Dr. Skinner he added some T3 to my prescription,
and a few weeks later I had returned to my normal self. The combination of T4 and
T3 helps me immensely and with it I can lead a normal life and meet the challenges of
my work and family.

Dr. Skinner has at all times treated me in an exemplary manner. He has ensured
that tests are taken regularly to support his treatment and that all records of my visits
to him are sent to my GP. I have no support from my GP for my treatment and
certainly none from the local endocrinologist. My GP refuses to do blood tests for my
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thyroid which I find quite unreasonable. She tells me that to do so would mean that
she would be ‘collaborating’ with Dr. Skinner. However I consider that her first
concern should be my heaith and not her political situation. If she truly doubted his
work so much then surely she is remiss in not taking blood tests from me and thus
examining and ensuring the good state of my health?

Without Dr Skinner prescribing for me I fear that I would not have been able to
continue the work that [ was doing|. 1
[ —1 Dr. Skinner has not only
been able to help me, but he has totally turned round my daughter’s life when no other
doctor would treat her at all, [ - 1, might never recover and
would have to put up with it!. ;

I am exceptionally grateful to Dr. Skinner for all that he has done for us and am
greatly saddened that he finds himself in this situation. I am also very concemned for
the treatment of other thyroid patients who may need his skills in the future, but in
particular I am concemed that my own daughter will not lose her newly found health
and have to return to the abysmally restricted life she had before he began to help her,
for her health now has to be maintained because she has a young family to care for.

I sincerely hope that a way can be found for him to not only be able to treat his
patients but also to work alongside other interested doctors so that his knowledge can
be discussed and developed further. One of the most saddening aspects of our
family’s story has been the lack of interest, and at times antagonism, shown by any
GP as to how the health of a young person could have changed so dramatically. [—]

[ ] This apparent blinkered
lack of interest of the medical profession is very worrying to me for the future of all
medicine.

Yours sincerely,
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Investigation Officer,

Fitness to Practise Directorate, Qunoral Wodls st Covre.
General Medical Council, G v @ Phiamotpy
3 Hardman Street, 0o ecs Froit O rly T
Manchester, e
M3 3AW e
] o 19 JuL 200
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Dear Sir/Madam
Dunesian: hiztl physees ciyoow, of;

Or Gordon Bruce Skinner

I [ Thyroid Patient Advocacy’ (TPA) www.ipa-uk orq.uk {Registered
Charity No. 1138608). TPA is an independent, user-led, organisation established to ensure
that all thyroid disease sufferers are given a correct diagnosis and receive effective treatment.
TPA campaigns for better education in diagnostics and treatment and provides extensive
support and guidance for all sufferers. TPA also runs a large Intemet Thyroid Support Forum
(2380 members - and rising)

t am not one of Dr Skinner's patients, but over the years, | have been made fully aware of the
great work that he does in helping hundreds of sufferers of the symptoms of hypothyroidism
to regain their optimal heatth and of his devotion to helping all those being left to suffer. The
majority of members who register to join our Support Group do so because they continued to
suffer under the present NHS diagnosing and treatment protoco! because they were being
denied a diagnosis or refused a choice thyroid hormone replacement.

Of necessity, new members are asked to introduce themseives by writing a little about their
medical history, giving a reason for joining the group. Many being left so ifl they have had to
leave paid employment and surviving on Siate Benefits. The majority tell of their months
{often years) of continued suffering because their doctors tell them they do not have a thyroid
problem because their thyroid function test (TFTs) results are within the ‘normaf’ reference
range. The majority 6f NHS doctors do not take into account symptoms ar signs; they do not
perform a thorough clinical examination; they do not make an adequate assessment of the
patient's condition based on the patient’s history and symptoms. Their diagnosis and
treatment is based on the resuits of TFTs in isolation, which follows the recommendation Laid
down by the British Thyroid Association and Society of Endocrinology statement on the BTA
web site hitp://www.british-thyroid-association.org/news/Docs/thyroid statement.pdf

+ “"The Clinical Committoe of the Soclety for Endocrinology and the British
Thyroid Assoclation recommend the use of sensitive and specific blood tests as the
only method for the precise diagnosis of thyroid dysfunction and for the monitoring of
troatment with approved medicalions™

... which goes against the recommendations laid down by the GMC and DoH.
o _.the GMC state: “Good clinical care must include: an adequate assessment of the

patient's conditions, based on the history and symptoms and, if necessary, an
appropriale examinstion; *
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» _.the DOH state: " Blood tests are useful in helping diagnose hypothyroidism but
should not be used in isolation and other factors must be laken into account such as
the absence or presence of symptoms. This is why at present it is considered good
medical practice to rely upon clinical history and examination, in addition to blood
tests, in the diagnosis of this condition.

| know that Dr Skinner follows the recommendations laid down by the GMC and the DoH and
it is because of this that TPA highly recommends our members get a referral to see DOr
Skinner and the reason why we asked Dr Skinner to become one of the medical advisers to
the TPA support forum.

There would be no need for thyroid suppert forums if patients were getting well within the

NHS diagnosing and treatment protocol. TPA is not in isolation in the UK, there is also ‘The
British Thyroid Foundation’, ‘Thyroid UK, ‘Thyroid Disease UK’ and Thyroid Help’, plus the
tange number of local support groups, having tens of thousands of sufferers between them.

Doctors are becoming more and more afraid of being arraigned before the GMC if they dare
to go outside of the BTA, RCP 'Statement on the Diagnosing and Management of Primary
Hypothyroidism’. They use the RCP recommendations in that statement to cover ALL forms of
hypothyroidism, aven those suffering with peripheral resistance to thyroid hormones at the
ceflular leve!, and who should be treated with T3, and not T4. Many members report on the
forum that their doctors tell them they dare not give thern a diagnosis if their TFT's are shown
to be ‘normal’, or will not prescribe T3, even though this is indicated for specific patients.
Instead, as a consequence, doctors are prescribing many and varied prescriptions for the
various on-going symptoms, including selective serotonin reuptake inhibitors (SSRI's) and
antidepressants.

Dr Skinner is one of the very few medical practitioners who fully understands the functioning
of the endocrine system and the greater thyroid system in particular, and one of the few
doctors who has the knowledge and capability of helping those suffering the symptoms of
hypothyroidism back to normal health cnce more.

| fully support Dr Gordon Skinner because | have knowledge of the medical history of
hundreds of individual members when they first joined the support forum, and who asked their
GP to give them a referral to see him. { have seen these members regain their health fully,
enabling them to go back into paid employment. Potentially, had these members not been
referred to him and left within the care of the NHS, they would still be suffering.

On 3" July 2011 the Mail on Sunday published an article entitied “For 12 Years | was the
Victim of The Great Thyroid Scandal'. hitp://iwww. k.org.uk/mail_on_sunday pdf. The
response from readers has been nothing less than staggering. Every Sunday moming |
receive the Statistics for the TPA web site showing the previous weeks activity. The week
before publication, the statistics showed that the week ending 3™ .Iuly, the number of unique
visitors was 3510 (usually between 3000 and 3500). From the 3™ July to 10™ July, the number
of unique visitors rose dramatically to a staggering 8272 — an increase of just under S000
visitors. Over 100 new members joined the TPA forum, and | personally received over 500
messages asking for more information about the diagnosing and treatment choice for those
with symptoms of hypothyroidism who are being left to suffer. Our stock of Thyroid
Information Packs ran out and we had to print another 500 as an emergency measure,
Needless to say, Dr Skinner has my unqualified support and | can only ask that this letter be
taken into consideration in reviewing his current situation.

Yours very sincerely

Cc[—————1| PhD, and Mr Ralph Shipway,
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Unique visitors in each day

Mulliple hits with the same 1P, user agent and access day, are considered a single visit
Number of unique visitors 3510 o
Different days in logfile 8
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Unique visitors in each day
Multipiz hits with the sam2 1P, user agent and sccess day, are considered a single visig
Number of unique visitors 8272 ‘
Different days.in logfite 8
03/1ul/2011
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16 July, 2011

Heather Cook,

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,

‘Manchester, M3 3AW

Dear Heather,

.. Re.Gordon R B Skinner MD, DSc, FRCPath, FRCOG

i ha&‘e‘pleasu‘re‘in writing in ‘support of Dr. Skinner.

I have been a patlent of Dr. Sklnner forl— : —1 Prior to seeing

him | had been suffering from| |

| After carrying out

extensive tests an endocrinologist coutd find nothing wrong and said he

was unable to help. My GP also said she was unablie to recommend any
treatment at that time.

consuder myself very fortunate to have heard about Dr. Skinner[—]
My GP was happy to refer me to him and when | saw Dr. Skinner

_he lmmedlately correctly diagnosed my problem as hypothyroidism. As
soon as | took the full dose of the medication he had prescribed my
energy returned and | was able to live and work as | had before. The
quahty of my life and my ‘general health has improved immeasurably.
From my experience it would therefore seem perverse to challenge the
right of Dr. Skinner to continue to practise since he has effectively
diagnosed and treated my problem when no other health professional
had helped me in any way.
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| have found Dr. Skinner to be suppartive and generous with his time.
He is a very experienced, knowledgeable and skilted practitioner and
in my opinion it would be a great loss to the profession if he were no

longer able to practise.

Yours sincerely,
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17" July 2011
Re: GOR SKINN D, BSC FRCPath FRCOG - - EAR1

I am not one of Or. Skinner’s patients but one of the nearly 2 400 hypothyroid members of
the TPA-UK and | would like to file a letter of support for him in the hope that it will be taken
into account at his forthcoming GMC hearing. :

I have met Dr. Skinner on several occasions over the years and my impression of him is that
he is not only extraordinarily knowledgeable in the diagnostic and treatment of thyroid
disease, but has a no-nonsense approach to both, and he is caring deeply about his patients.

[———] My own GP told me for years that all my rather severe clinical symptoms were
caused byh |and my thyroid gland was working just fine.... As it tumed out, he
was wrong. | suffer from autoimmune thyroiditis - [Z]iong years of unnecessary suffering!
Although my GP was apologetic when | finally got correctly diagnosed, he told me in no
uncertain terms that his hands had been tied. He was following the dictates of the RCP, BTA
et ol and to diagnose me hypothyroid and treat me on the basis of dlinical symptoms and
family history alone - disregarding biochemical “evidence” - was asking more than his job
was worth (my words, not his) — Is this the kind of care we should have to put up with from
our doctors?

‘First do no harmy' ..... - Is it not doing harm to close your eyes to the suffering of your
patients for fear of being victimized and dragged in front of the GMC like Dr. Skinner? Has a
single one of Dr. Skinner’s patients’ complaint to have been harmed by him in any way? if
not — why has he been summoned to yet another hearing by the GMC?
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The majority of NHS doctors do not perform a thorough clinical examination ; they do not
make assessments taking into account a patient’s medical history and symptoms.... they
look at their computer screens and diagnose and treat according to the numbers they find
there, disregarding the patient in front of them. | have found myself at the receiving end of
such treatment for years, and | read almost daily on the TPA forum near identical accounts
of such appalling medial “care”.

| know that Dr. Skinner does assess each patient based on his or her medical historyand
symptoms and — unlike the majority of his colleagues - he performs a physical examination,
as any good doctor should. He takes biood results into account, of course, but does so in
addition to looking at clinical signs and symptoms, history and the results of a physical
examination. |know this to be true, because | got feed-back from several of my hypothyroid
friends and acquaintances to whom | have recommended Dr. Skinner. They are all doing
well now.

| fully support Dr. Skinner and wish | could attend his hearing in person. This won’t be
possible, but he has my continuing trust and very best wishes for a favourable outcome.

Sincerely yours,

CC:

Mr Ralph Shipway,

S Great College Street,
Westminster,

London,

SW1P 3S)
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__Yours sincerely

Heather Cook

Investigation Officer

Fitness to Practice Directorate
General Medical Council

3 Hardman Street
Manchester M3 3AW

15% July 2011

Dear Ms Cook
Gordon R B Skinner MD

I would like to take this opportunity to draw your attention to the very positive impact
Dr Skinner has made to my wife's long-term wellbeing and cur family life.

Since Dr Skinner commenced treatment in the ongoing care and consideration
he gave my wife has led to a sustained improvement in her general health.

| can testify that from the first consultation, Dr Skinner showed my wife a high degree
of empathy and subsequently presented a personalised care plan - something that
some of the UK's noted physicians failed to deliver. In a very short time, my wife's
health significantly improved, a situation that continues to this day.

I have no hesitation in confirming that Dr Skinner is an extremely attentive physician,
dedicated to applying his experience solely towards his patient's long-term’ weifare,

cc
Mr R Shipway
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Heather Cook

Investigation Officer

Fitness to Practice Directorate
General Medical Counci!

3 Hardman Streat
Manchester M3 JAW

157 July 2011

Dear Ms Cook
Gordon R B Skinner MD

Prior to my GP’s referral to Dr Skinner inl—J, | had consuited with six other
physicians. Unforfunately for me, my many debilitating symptoms of thyroid
dysfunction were coupled with entirely normai thyroid function tests; deeming me not
suitable for thyroid hormane replacement.

Without that treatment my symptoms escalated, | 1

Thankfully, Dr Skinner's clinical expertise and a daily dose of Thyroxine have rapidly °

returned me to excelient health.

Quite simply, | depend upon Dr Skinner not just for ongoing monitoring of my thyroid
status, but my continued and most precious wellbeing.

Yours sincerely
cc-
Mr R Shipway
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Dear Ms Cook, .

My daughter,———] has been a patient of Dr Gordon Skinner since [—Jand
is reliant on him for the prescriptions and care that have kept her in good health. for
the last[—]years.

[——Jsuffered from increasing exhaustion from =land, desplte seeing NHS -
specialists over the course of [— years, was offered no diagnosis or treatment.
During this time blood tests showed her thyroid levels to be low but still borderline

within ‘normal range’. By the start of || Julie was experiencing constant, severe

| She was

unable to work for over|——| months and in danger of losing her job.

I was given Dr Gordon Skinner’s details through a chance contact and took [——] to
see him in [ 1| At this time =] had been advised by her GP to come back for
further blood tests in a few more wecks when her thyroid levels had dropped the
fraction necessary to receive NHS treatment. It was clear to her family, however, that
she couldn’t wait for treatment any longer. [ =
[ 1 Dr
Skinner diagnosed ——] was suffering a number of symptoms of under active thyroid
and began immediate treatment with thyroxine. My daughter’s condition improved
within a few days, although it took a number of months for her to regain full health.

Dr Skinner has provided continued care and maintained Julie’s health for——} _
years and through two pregnancies. [ am convinced that without his sensible, clinical
based judgement and support I would not have my grandson [ ]
1 Followmg Dr Skinner’s treatment Julie had the energy to take

on 2 new, demandmg career in
The General Medical Council’s interference in Dr Skinner's work has caused my

daughter preat stress. [ l

On a separate note, the experience of my partner, who suffers from an under active
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thyrond following surgety has also been negative. She receives NHS prescriptions ,
but finds her ﬂ1yroxme 1evels are regularly cut down following blood tests to bring her
within ‘normal range’.

" =3 ) -

Yours Sincerely

cc Mr. Ralph thpway, radcliffes leBrasseur, §, Great College St, Westminster, SW1P
38)

el |
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16" July 2011

Dear Ms Cook,

1 understand that Dr Skinner is due to appear before the GMC in July.  He has treated my friend —]
[———=;| whom I have known since childhcod. .
[E=Ihad various medicat problems and she struggied for a long time as no-one seemed to be abie to find
their root cause. [ - 1

Hm,a&ermmﬁngmramﬁme,mwnwmwmahermmmmmﬂaﬁ
this has radically changed her fife. |
1 am glad to say that ] is now back to her normal seif, thanks to her treatment.

Yours faithfully

.

Mr Ralph Shipway

General Hodical Councli
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Yours faithfully

Heather Cook
Investigation Officer
Fitness to Practice Directorate
General Medical Council
3 Hardman Street
Manchester M3 3AW

18 July 2011

Dear Madam

Gordon Robert Bruce Skinner
GMC Reference Number 6071656

To avoid confusion please note that | am not acting in a professional capacity but as the husband of ——]

a patient of Dr Skinner.

| refer to.my attached fetter and to the fitness ig practise hearings that Dr Skinner must attend at the end of
this month and the beginning of next.

I am both shocked and disappointed that the man who has saved my wife and ) from so much pain and
suffering must now fight for his professional survival.

How can this be?

At some point you are going to have to admit that the current guidelines are wrong. It would be better if that
happened gradually rather than suddenly (through a successful legal action against the GMC for example). -
A scoftening of the GMCs approach might be in its own interest. As would a gradual acknowledgement that
a clinical diagnosis of an under active thyroid has as much value as a diagnosis through blood chemistry.

in any event, aﬁd regardless of the details, Dr Skinner is making my wife better and it is a pleasure to be
guided by him. Both my wife and | have great confidence in Dr Skinner and, as an ambassador of your
profession, he is a great assel. It would be deeply unfortunate, for all concemed, if he is not allowed to
practise. :
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General Medical Council

By email: gmc@gmc-uk.org

18 July 2011

Dear Sirs

Testing for an underactive thyroid

Patient:

1. Summary

1.1 Approximately ——|ago my wife was tested for an under active thyroid. She was told that the
blood chemistry showed no thyroid problem. The blood chemistry test seems to be revered by
consultants and family GP’s alike. Indeed, it was the only methad used in diagnosing my wife. The
test, unfortunately, was wrong.

1.2 | am not a medical professional. —————] | am not, therefore, qualified to discuss why a blood
test which shows only the level of thyroid hormones in the blood, and not in the brain or heart tissue,
is appropriate as an exclusive method of testing for an under active thyroid. | am, however, qualified
to deal with the facts of a situation, and the evidence presented {o me, when | attempt to resolve an
issue.

1.3 In this letter | will, quite simply, set out the facts and then draw conclusions based on those facts.

2, Background

21 My wife has been tested on many occasions for an underactive thyroid. Nevertheless, her thyroid
was declared fit and healthy by two family GPs, one private GP and one private consultant
endocrinologist.

2.2  The reason for the diagnosis was the result of——ls blood test. The test revealed that her free T4

reading was low but the TSH reading was, apparently, perfectly normal. [——]was told that this is
the gold standard test in diagnosing thyroid conditions. Apparently, ifC——] had an underactive
thyroid the TSH reading would be high (showing an inversely proportional relationship to the free T4
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2.3

4.

reading). Because the TSH reading was not high was told that she had a normal functioning
thyroid. Nevertheless [——] continued to ask, based on her symptoms and family history, whether
she might have an underactive thyroid. s suggestions were dismissed solely on the basis of
her blood test.

Test results

Symptoms
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5.2

6.1

6.2

7.1

Other relevant factors

s family have suffered thyroid problems. Both her maternal great aunt and her mother were
diagnosed with an underactive thyroid.

Diagnosis

Lifestyle

If had accepted the diagnosis her quality of life would have deteriorated dramatically. | cannot
say whether she would have been confined to a wheel chair, or bed ridden, because | cannot
support those statements with evidence. However, you are well placed to know whether those
outcomes were likely on the basis of an untreated, and deteriorating, under active thyroid.

7.2

7.3

7.4
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7.5

76

8.

8.1

8.2

8.3

84

Treatment

[C———1! am naturally sceptical. | do not simply accept what | am told without checking and
without properly considering and then questioning that advice. To me it seems logical that if the
facts of a situation point to a sofution then that solution should at least be eiplored. In this case it
was not. The facts of the situation were ignored in place of a set of laboratory results. None of the
three GP’s involved would prescribe thyroxine sodium. Neither would the endocrinologist.

There are, | am sure, complicated medical expianations as to why thyroxine sodium should not have
been prescribed given the blood test results. Indeed, | have researched and understand many of
those reasons. | don’t agree with them but do not propose to set out why in this letter. | am not
qualified in this area and those thoughts are better articulated by someone who is expertly qualified.
Nevertheless, it seemed illogical that nobody would look more closely at —1's symptoms. It was
bizarre that nobody would question, as any enquiring mind should, whether there was something
missing in the thought process that led to[——Jbeing prescribed something material to manage her
symptoms. At the very least, and with the patient’s best interests in mind, | was surprised that none
of these professionals even attempted to treat[——]with thyroxine sodium. Again, | refer to s
symptoms and ask the question, "Are these symptoms typical of an underactive thyroid?". If they are
then why were they ignored? In addition, why was —'s family history ignored? By use of the word
“ignored” | do not mean “not considered” | mean “not materially considered” — were these things not
as relevant as the blood test results when making the diagnosis?

| am sure there are many reasons for this lack of action. [:

[ l. The reason is fear of the law and of regulations. This fear seems to
contradict itself. In not treating [—=], should it later occur that she was hypothyroid, afi 4
professionals were exposing themselves to a potential action in negligence. If those professionals

were simply following their regulatory guidelines then the regulator must answer why those
guidelines were in place and how rigidly they were sdpposed to be followed {(and how often the
guidelines were monitored and reviewed). |f the regulator was then found to be wrong — and should
have known that its regulations were wrong but refused to change the regulations — then an action
would lie against the regulator and a Judge would decide whether the regulations were correct.

| leave it to you to decide whether a patient in ==I's situation would have — realistically — suffered

any harm to her health by being treated with a low does of thyroxine sodium and bei?% _?arefully
4




monitored by her GP. The alternative, as | have explained above, was severe ill health of life
changing proportions. As the highest regulating body of medical professionals in this country, you
will know whether the thyroid medicine — taken on a trial basis - would have led to any worse
condition than@ was already destined to endure by the inaction of her professional medical
advisors.

9. Solution
9.1 Eventually, found a well qualified medical professional, of consultant status, who knew a great

deal about the thyroid. His name is Gordon Skinner. He was prepared to examine not just on
the blood tests, but also on her symptoms. -| was told that her symptoms are very much

indicative of an underactive thyroid. lndeed.h I

92 [E=lhas now taken thyroxine sodium fol—1. During that time many of her symptoms have
disappeared. Even with my lack of medical gualifications it seems unfikely that there is a chance
that —'s recovery is pure coincidence and that the 3 GPs and endocrinologist wefé comrect and
that the more decisive Dr Skinner was wrong.

9.3 What we are certain of is that since taking the established treatment for an under active thyroid
[——Is health has improved dramatically. Furthermore, each time the treatment dose has increased
more of the symptoms have disappeared. | suppose, in theory, we could fest the medicine and
decrease it to see if the symptoms re-appear. In the circumstances, you must surely admit that the
anecdotat evidence is compelling.

10. Conclusions
10.1  Until now | have mostly just stated the facts. Now | must draw conclusions. These follow.

10.1.1 = health is improving. Her condition has improved because of the actions taken by Dr Gordon
Skinner. Our debt to Dr Skinner is far more than the small fee that she paid him. _

10.1.2 Dr. Skinner was prepared to diagnase [—=] on her symptoms. Although he looked carefully at it, he
did not attach definitive importance to the thyroid chemistry and he was prepared to prescribe
medicine {o see if the medication would work. it seemed to me that the motive of Dr Skinner was
purely his patient's health. He put his patient's health first — probably before his own reputation and
career. It seems to me that the other medical professionals were more concemed about following
established rules and regulations. For example, by not questioning the thyroid chemistry.

. 198




10.1.3 The 3 GPs and endocrinologist were prepared to do nothing apart from further tests over many

months (most to deteymine what effect the vitamin supplements were having). They took very little
action to manage [——Js symptoms in the absence of a diagnosis. In my opinion their actions — or
the rules that led to their behaviour — border on Negligence. My greatest concern lies with the
endocrinologist who all 3 GPs and[——l consulted for his wisdom. His wisdom was clearly lacking.

[ left her many consuitations — in clinical terms — no better than the day she was referred to

him.

10.1.4 The practical inaction of these medical professionals would have degraded the quality of [ life,

my life, and our daughter’s early life. This conclusion is not exaggerated. It is a logical conclusion
given my wife's rapid degeneration. Again, please consider whether, in your collective experience of
untreated underactive thyroids, this medical condition might have led to my wife being canfined
largely to a whee! chair or, worse still, bed ridden.

10.1.5 As discussed, there are reasons why thyroid chemistry taken from blood tests have such

1.

I have not, for the time being, decided what course of action to take.

precedence ih the minds of medical professionals in this country. As a non medical professional |
can only guess at those reasons. The reasons, whatever they are, will not help the mediéal
profession to do the job that they are supposed to do if they prevent Drs from making sick patients
well. Whatever the reasons are they must be dealt with. As a lawyer | am well placed to observe
that if the reasons are not dealt with, and the medical profession suffer a kind of analysis paralysis,
then they are not fit for purpose. When they are not fit for purpose then Negligence must exist
somewhere and litigation is a likely outcome. Change, if it will not come from within, is likely to be
forced upon the medical profession. Most likely by patienté seeking help from the legal profession. |
would hope that this problem — and on review of the intemmet it seems to be a widespread problem -
conceming the diagnosis of underactive thyroids is an unusual problem for an otherwise first rate
health servica.

Action

|l am also aware of the number of potential claimants

who are in a far worse position than my wife through years of mis-diagnosis.

Indeed | am very concerned, now that my wife's health is improving, how many other poor souls are
suffering in this country through an over reliance being placed on thyroid chemistry. The medical

community must confront the issues which prevent the correct diagnosis of thyroid conditions. They must

decide whether to place less reliance on thyroid chemistry and more on the sympioms of a patient.

As you must surely be aware, various patient self help groups can be found on the internet. These groups

reveal case studies of situations very similar to my wife's. Evidentially, and no doubt scientiﬁ‘lcgllg, these
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groups could do better in the way they present their evidence. However, they cannot be dismissed when
one looks at the sheer numbers beginning to deveiop and the outspoken Drs in this area of endocrinology.

For the time being my only request is to ask whether you intend to take any action at ail to change the
regulations and the guidance that you give to the medical profession on the diagnosis and management of

thyroid conditions. | would also appreciate your thoughts on the other questions posed within this letter.

Yours faithfully
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Re Dr Skinner
Dear Ms Cook,

My sister was becoming more and more Zombie like. Although she had been

attending her GP, she was being given various diagnoses - ]

L [This went on over a long period. Wlulsth |
[ |, my sister enumerated her symptoms to the practitioner; a

[E————1said that to him it sounded like thyroid trouble and suggested that she
query this with her GP. A blood test showed no positive thyroid trouble.

However she was told of Dr Skinner’s work with thyroid patients and decided to see
him. For years since then she has had a new lease of life becoming Jively
mentally and physically once again. She believed that Dr Skinner saved her life.

Another sister has also shown a very definite improvement in her quality of life since
going to Dr Skinner for treatment. Upholding standards is one thing but vindictive
pursuit of someone who is obviously doing good work for people is quite another.

Yours sincerely,
! ’ Geneaeral Madic Coun s
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’ . he helped me and by extension my family enormously.

Ms. Heather Cook

Investigating Officer
Fitness to Practice Directorate
General Medical Council L Generad Medicat Council
FOngnal was a Phoiocopy
3 Hardman Street — -
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18 July 2011
Dear Ms. Cook,

Fitness to Practice hearing 28 July - 3 August 2011- Dr. Gordon Skinner

[ am writing to you 1o express my continued support for Dr. Skinner. As stated previously (see
attached letter 6/6/2007 and; '

As a result of his compassion and the careful diagnosis and effective treatment of my

hypothyroidism he was able to restore my health, which has allowed us to lead a normal family
and working life.

Dr. Skinner was the only one who was able to help me, and he could do so precisely because his
approach was not exclusively based on hlood tests or a one-size-fits-all treatment regime.

lurge you to consider patients like me, for whom he was the last and only chance to be diagnosed
-and treated correctly.

I sincerely hope that he will be able to continue practicing as we do need doctors like him.

A

Encl. - My letter to GMC 6/6/2607

cc 1l .

Mr. Ralph-Shipway
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17 Juty 2011

Dear Ms Cook,

Re: Dr Gordon Skinner, [ ]

| am writing in suppart of Dr Skinner, wham [ understand will be facing a "Fitness to practise” hearing in the
near future. ' .

! think it wili be useful {0 provide some brief information on my circumstances prior to my first consuftation with
D Skinner.

Following several years of ill-health, | was diagnosed with hypothyroidism in as confirmed by blood
tests. Treatment with Thyroxine followed, with limited success despite my blood levels returning to “norral”
values. Following referral to a consultant, it was considered that | had a form of thyroxine resistance and | was
placed on B‘ncg T3 daily, on which dose | improved for a time but this did not last.

In the absence of a strategy for improving my continuing iil-health, it seemed that | was to be left with a poor
quality of life. This was an intolerable situation yet it appeared that there was no alternative.

Several years later, | heard of Dr Skinner and made an appointment to see him. ! was required to bring with me
a referral from my GP. At the initial consultation, | was given a thorough examination by Dr Skinner and
diagnosed to be clinicaily hypothyroid despite thyroid function tests which indicated that | was “well-replaced”.

Dr Skinner's assessment was in accord with the consultants whom | had seen previously.

Dr Skinner's treatment - with varying doses of T3 and T4 initially - was again in accord with previous
assessments which | had received. In addilion, after some time with no significant improvement, the further
option of a natural thyroid extract was tried. This proved successful in improving my condition, over time, with
perseverance and with Dr Skinner's attention to the detail of my care.

During the time which | have been his patient, Dr Skinner has paid attention to my blood fest results - which he
requires on a regular basis - but not to the exclusion of il else. He has been careful in his approach, thorough
in his assessments, and has sought to do his best for me, his patient. His approach has been successful and
led to an improvement in my health and quality of life. From being virtually housebound | am able to go out and
enjoy my life, taking advantage of the fine weather to go for long walks, and to attend to chores. indeed, | no
fonger need a car to take me to my GP for my thyroid function test — | walk there.
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That | have had this level of health and fitness for the last few years is thanks to Dr Skinner.

All of these events must be seen in context; previous treatment of my condition had left me in a poor state
indeed. Dr Skinner's approach was successful. Also, | note that my T4 level in blood tests is lower now than
when | was treated, unsuccessfully, by some of the consultants | saw in the NHS.

That Dr Skinner faces a threat to his ability to continue to practise medicine is & source of great concern. It is
not the least of it to point out that Dr Skinner has successfully treated those, like myself, who were otherwise
left without the care and attention which they deserve. One should be called to account for one's errors, yes,
but to be called to account for one's successes is unjust, not to say perverse.

On a personal level, | am of course concermed for myself. If Dr Skinner is unable to practise then | have
nowhere to go. | would be returned ta the condition | was in before | saw him.

It is not only Dr Skinner facing the hearing, it is people like me.

n ciosing, it is without doubst, and with appreciation, that! can state that Dr Skinner has been nothing less than
attentive, thorough and cauticus in his care. That his ability to practise has been called into question concerns
me because | do not wish to lose a doctor who has helped me, I do not wish to return to the approprrate
treatment which condemned me to continued poor health;

In considering the case against Or Skinner, the testimony of people such as myself should not be ignored, as
it is we who will be most affected by the outcome.

Thank you.

Yours sincerely,
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19 July 2011

Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester

M3 3AW

Dear Ms Cook

Re: Dr Skinner Hearing in Manchester 20® July-3? August 2011-07-15

My wife,———|has been a patient of Dr Skinner for the past—Jmonths and [ am writing to
say that only through Dr Skinners intervention has the correct diagnosis and dosage been managed to
be reached with previous GP’s anly wanting to describe 1/10% of what my wife required,.

The family and the extended family have all benefitted from the ongoing improvement in my wife’s

stamina. My wife[; = = ]
[————]has her sparkle back.

Yours faithfully
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Heather Cook

Fitness to Practise Directorate

Geiers) Kledicat Counsit
General Medical Council Ornghnal was a PhotocCpy
CQriginal wes Puof Qualkly

3 Hardman Street
Date rag 1
Manchester fof scan 20 JUL 201
Ong Prgtocapied m mnprot
M3 AW {Sosh Gy

cumen] G prysical cects 12

DR GORDON SKINNER MD, BSC FRCPath FRCOG - GMC HEARING

Dear Ms Cook,
| wish to place on record my support for Dr. Skinner.

My partner was extremely ill, suffering from undiagnosed hypothyroidism for at leastkd years, until
she was correctly diagnosed and treated by Dr. Skinner. '

Rather than go into the whole sorry tale of how she was not diagnosed with hypothyroidism by her
family G.P., it is easler to say that after initially suspecting hypothyroidistn, her family doctor
conciuded that this could not be the case because the two tests which were carried out came back
‘borderline’ and then normal. She was then told she was sufferin and that there was

nothing further that could be done for her. As her symptams progressed she was diagnosed with
further, separate illnesses such as|| ||

from then enwards my partner tried her best to carry on with her daily Iife.‘However, as time
progressed so did the severity of her condition. After —lyears, she became so ill[ =|

Investigation Officer

Meanwhile, | carried on working trying to support both of us and look after my partner. it was at this |
stage, her symptoms so severe, that she again ‘bothered’ our local G.P. Again, the G.P decided that |
her symptoms matched that of hypothyroidism and so ordered more thyrold function tests, again
we were told they were ‘normal’ (we were later to find out that this meant 0.1 below a reference
range). At this juncture we looked into what the symptoms of hypothyroidism actuaily were. We
were amazed; every single symptom that my partner was suffering from was a symptom of

208




f

hypothyroidism. Surely, this couldn’t be a coincidence? Instead of suffering from 3 whole range of
disparate illnesses, there was one lilness which manifested itself with ali of these symptoms.

My partner then asked her G.P to refer her to Dr. Skinner, which she did. It was from here that her
life began to turn around. Dr. Skinner listened carefully to my partner as she told him of her
symptoms and carried out a clinical examination of her, something that | had seen no other doctor
do for my pariner {and believe me, at this point we had seen many, many doctors, including a
rheumatologist, neurologist, countless G.P.s and a junior doctor in A&E when she was admitted with
a suspected pulmonary embolism due to the severity of her symptoms). This, in conjunction with her
blood tests, allowed Dr. Skinner to diagnose her as hypothyroid. He prescribed thyroxine, which my
partner began to take.

That initial visit was[—] ago. Since that time my partner’s heaith has increased beyond any
description. it has not been an overnight cure, but gradually, she has returned to the person she was
when we first met. She was able to return to her part-time job]| 1|

[ 1l could barely have imagined her being able to
walk to the top of our street one vear agol

Many of our friends and family members have commented on how amazing the tum-arcund has
been. Even just looking at her, they comment how well she looks in comparison with————] ago.
They also ask if | am angry that she was not diagnosed earlier. | must admit, [ am a littie. However,
this is tempered hy the fact that | am so grateful that she has returned to health — something which
neither of us thought was possible. We owe all of this to Dr. Skinner. if he did not possess the
expertise and professionafism that he does then | can honestly say that | do not know what we
would have done,

| could never put into words how grateful | am to Dr. Skinner for what he has done for my partner.
He really has changed both of our lives. | am deeply, deeply saddened and worried that Dr. Skinner
has to defend himself at the GMC for helping people like my partner. { would be very interested to
know who has brought about these proceedings and why. It seems, to me, unbetievably perverse
that the one doctor that has actually helped my partner return to health after years of suffering is
the one doctor who has to defend himsef in this manner.

Should you require any further information of me then please do not hesitate to contact me at the
address supplied.

_Yours Sincerely,
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15" July 2011

Heather Cook, adtcrt Council

investigation Officer,

Fitness to Practise Directorate, Origing! Was & Pmm".w_

General Medical Counci, Origingl was Poo¥ Quality

3 Hardman Street,

Manchester,

M3 3AW ‘
Dear Ms Cook Document nad Dnvs‘ﬂal omogts B8 e 4\

e —

Re: Dr Gordon Skinner

I am writing to you in respect of Dr Gordon Skinner who has a Hearing at the GMC starting
on 28" July, 2011.

Thyroid UK provides information and resources to promote effective diagnosis and
appropriate treatment for people with thyroid disorders in the UK and part of our work is
helping people who contact us via telephone, letter, email and via our HealthUnlocked
support website.

Our membership has grown steadily over the years and one of the main problems patients
have in respect of their health is that their GP or endocrinologist (should they ever get to
see one) does not listen to them properly and will not partake in shared decision making —
something that the present Government is advocating strongly.

Patients do not get very long with their GP — usually 5-8 minutes which is not really long
enough to have a meaningful discussion about their thyroid health.

Patients feel that they need more time with a health professional and turn to private
practice, which usually gives them at least an hour to have a full discussion about their
diagnosis and treatment and come to a joint decision based on this.

Many of our members have visited Dr Skinner having exhausted both the NHS system and
private therapists i.e. reflexology; physiotherapy etc. These patients have then become well
again due to Dr Skinner's diagnosis, care and treatment. Thyroid UK is often told that
patients have been able to return to a “normal” life again including coming off benefits and
going back to work.




I ] are extremely concerned that Dr Skinner will not be allowed to continue
practising and they will not be able to see him again, causing their health to deteriorate.

There are no NICE Guidelines in respect of thyroid disease. There are Thyroid Function
Test Guidelines set in 2007 but it should be noted that a decision was made that patients
need not be treated until their TSH level reached above 10 — the UK reference range is
around 0.5 - 4.5 or 5.0 - whereas in the United States, endocrinologists recommended that
patients are treated if their TSH is above 2.5. Other European countries are following the
US way of thinking with Sweden being the latest country to change their views.

The Guidelines do state that doctors can give a trial of levothyroxine but in many cases
doctors are too worried to try this and therefore this is one reason patients seek out Dr
Skinner.

It should also be noted that there is increasing evidence to show that even when a patient is
within the reference range, there is an increased risk of coronary heart disease; high
cholesterol; kidney disease; pretemm birth and miscarriage; gallstones; infertility; skeletal
muscle alterations and pre-eclampsia — see enclosed research articles.

Some endacrinologists feel that subclmscal hypothyro:dlsm (defined as a TSH above the
nommal range with FT4 and FT3 within the range) should be freated (see enclosed article).
One endocrinologist feels that patients actually need to be slightly outside of the range i.e.
slightly belaw the bottom of the TSH range and slightly above the FT4 range — Dr A Toft (a
former president of both the British Thyroid Association and RCP of Edinburgh) writes in
the BMA book “Understanding Thyroid Disorders®, “The consensus is that enough should
be given to ensure that levels of T4 in the blood are at the upper limit of normal or slightly
elevated and those of TSH at the lower limit of normal, or in some patients undetectable.”
He has also written an article including this information in Pulse Magazine.

Because of all the research that is coming through now, patients are taking more control
and expecting their health providers to listen to them and to try various ways to make their
symptoms go away. Dr Skinner is a doctor who listens to them and has success in treating
his patients.

Thyroid UK would like the GMC to be aware of all of the above when the Panel makes a
decision about the future of Dr Skinner's practice.

Kindly acknowledge receipt of this letter.

Kind regards,

CC I 1l
Mr Ralph Shipway
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Subclinical Hypothyroidism Is Mild Thyroid Failure and

Should be Treated

MICHAEL T. McDERMOTT anp E. CHESTER RIDGWAY
Division of Endocrinology, Metabolism and Diabetes, Umuersuy of Colorado Health Sciences Center,

Denver, Colorado 80262

Subclinical hypothyroidism is defined as an elevated se-
rum TSH level associated with normal total or free T, and T,
values. The overall prevalence has been reported to range
from 4-10% in large general population screening surveys
{1-5) and from 7-26% in studies of the elderly (1-3, 6-11).
Because of the frequency with which this condition is en-
countered, important questions have been raised regarding
its clinical relevance and appropriate management. One of
the myths that surrounds subclinical hypothyroidism is that
the laboratory profile of an elevated serum TSH and normal
free thyroid hormone levels really represents “compensated
hypothyroidism.” The reasoning behind this idea is that,
since the circulating levels of thyroid hormones are within
the normal range with only the serum TSH being elevated,
the affected subject is really euthyroid because the increased
TSH is stimulating and driving the thyroid gland to produce
normal thyroid hormone levels. Certainly, elevated serum
TSH levels do stimulate even a diseased thyroid gland to
produce and release more thyroid hormone. However, as
long as the serum TSH level remains elevated, the thyroid
hormone levels are not truly normal for that individual. The
clearance kinetics of thyroid hormones and TSH from the
circulation actually make such a conclusion inescapable. Be-
cause the half-tife of T, is 7 d and that of Ty is 1 d, the serum
TSH, which has a half-life of less than 1 h, would certainty
be expected to return to normal if thyroid hormone levels
were, indeed, normal for that individual. An elevated TSH
in an individual patient, thus, means that the circulating
thyroid hormone concentrations are insufficient, with a few
rare exceptions (TSH-secreting tumors, thyreid hormone re-
sistance syndromes). We, indeed, believe that subclinical
hypothyroidism represents mild thyroid failure and is a clin-
ically important disorder that has adverse clinical conse-
quences and that should be treated in most, if not all, cases.
We will support this position by reviewing the reported
objective data regarding its natural history, its clinical man-
ifestations, and the benefits of treatment.

Natural history
Mild thyroid failure represents an early stage of thyroid
disease that will commonly progress to overt hypothyroid-

Abbreviations: ATA, American Thyrcid Association; PCP, primary
care provider; RCT, randomized controlled trial.

ism. Progression has, in fact, been reported to occur in ap-
proximately 3-18% of affected patients per year (10-17). One
study evaluated the natural history of mild thyroid failure in
154 fernale patients over a 10-yr peried; 57% of patients
continued to have mild thyroid faiture, 34% of patients pro-
gressed toovert hypothyroidism, and 9% of patients reverted
to a normal TSH level. How many of the 9% had a transient
form of thyroiditis such as silent, subacute, or postpartum
thyroiditis is undlear (17). The strongest predictors of pro-
gression are the presence of antithyroid antibodies, serum
TSH values greater than 20 ;U /ml, a history of radioiodine
ablation for Graves’ disease, a history of external radiation
therapy for nonthyroid malignancies, and chronic lithium
treatment (10-16).

Clinical manifestations

Symptoms. Mild thyroid failure is often asymptomatic; how-
ever, nearly 30% of patients with this condition may have
symptoms that are suggestive of thyroid hormone deficiency
{2, 18). The Colorado Thyroid Disease Prevalence Study (2)
measured serum TSH levels and conducted symptom sur-
veys in over 25,000 state residents. Elevated serum TSH
valizes were found in 9.5% of all subjects and in 8.9% of those
who were not already on thyroid hormone therapy {Fig. 1%
75% of these individuals had serum TSH levels in the 5-10
pU/mi range. In response to a validated survey regarding
symptoms of thyroid hormone deficiency, the 2,336 subjects
who were identified as having mild thyroid failure signifi-
cantly more often reported having dry skin (28%: P < 0.001},
poor memory (24%: P < 0.001), slow thinking (22%; P <
0.001), muscle weakness (22%; P < 0.001), fatigue (18%; P <
0.01), muscle cramps (17%; P < 0.001}, cold intolerance {15%;
P < 0.001), puffy eyes (12%; P < 0.05), constipation (8%; P <
0.05), and hoarseness (7%; P < 0.05) than did euthyroid
subjects. It is impartant to note that, whereas euthyroid sub-
jects experienced a mean of 12.1% of all listed symptoms,
overtly hypothyroid subjects had 16.6% of these symptoms
(P < 0.05 vs. euthyroid group), and subjects with mild thy-
roid failure reported an intermediate 13.7% of the symptoms
(P < 0.05 ps. euthyroid group) (Fig,. 2). This suggests a “dos-
age effect” between levels of thyroid hormones and symp-
toms. Consistent with these findings, a Swiss study involving
332 women with hypothyroidism reported that 24% of the 93
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THE COLORADO STUDY
PREVALENCE OF HIGH TSH LEVELS
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FiG. 1. The Coloredo Thyroid Disease Prevalence Study (2). Shown
are the age- and gender-specific prevalenees of high serum TSH levels
found during the screening of 25,862 Colorado state residents in 1995,
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Fic. 2. The Colorade Thyroid Disease Prevalence Study (2). Partic-
ipants were given a validated survey containing questions regarding
symptoms of thyroid hormone deficiency. Of all the symptoms listed,
cuthyroid subjects (n = 22,842) reported having 12.1%, mild thyroid
failure patients (n = 2,336) had 13.7%, and overtly hypothyreid pa-
tients (114) had 16.6%. Compared with the euthyroid subjects, total
symptoms reported were significantly higher for both the mild thyroid
failure patients (P < 0.05) and those with overt hypathyroidism
{P < 0.05).

subjects with mild thyroid failure exhibited typical symp-
toms of hypothyroidism (18). These studies also emphasize
the difficulty in making the diagnosis of primary hypothy-
reidism using clinical symptoms alone; euthyroid subjects
and patients with mild or overt hypothyroidism all had
similar constellations of symptoms, Despite statistical sig-
nificance in large groups, it can be difficult in an individual
patient to distinguish a euthyroid subject from one with
either mild or overt thyroid disease.

Neurobehavioral abnormalities and neuromuscular function.
Other cross-sectional studies have demonstrated evidence of
specific neurobehavioral and neuromuscular dysfunction in
mild thyroid failure patients (19-31). Depression (19-23),
memory loss (2, 19, 24), cognitive impairment (25) and a
variety of neuromuscular complaints (26, 27) have all been
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reported to occur more frequently in patients with this con-
dition. Objective peripheral nerve dysfunction, manifested
by decreased conduction amplitude in peripheral nerves
(28), and an abnormal stapedial reflex (29) have been dem-
onstrated in these patients. Skeletal muscle abnormalities,
including elevated serum creatine phosphokinase levels (30),
increased circulating lactate levels during exercise (26), and
repetitive discharges on surface electromyography (27), have
also been reported. Finally, there is intriguing evidence that
mild thyroid feilure in pregnant women may result in re-
duced intellectual development of their euthyroid offspring
(31).

Cardige-pulmonary function. Myocardial function has been re-
ported in multiple studies to be subtly impaired in patients
with mild thyroid failure (32-41). Identified functional ab-
notmalities indude impaired myocardial contractility (32-
40) and diastolic dysfunction {39-41), at rest {32, 34, 37,
39-41) or with exercise (35-39). Myocardial texture has also
been shown to be abnormal by videodensitometric analysis
{40). In one comprehensive study of exercise capacity (38),
patients with mild thyroid failure were shown to have sig-
nificant impairment of exercise-related stroke volume, car-
diac index, and maximal aortic flow velocity. Pulmonary
testing in these same patients revealed decreased vital ca-
pacity, reduced anaerobic thresholds, and decreased oxygen
uptake at the anaerobic threshold (38). These data clearly
demonstrate that cardiovascular function in mild thyroid
failure is slightly impaired and not identical to that in the
euthyroid state. The important question is whether these
differences result in clinically significant impairment of per-
formance in affected patients.

Cardiovascular risk factor. Mild thyroid failure has been ex-
tensively evaluated as a cardiovascular risk factor. The con-
dition has been shown to be associated with increased serum
levels of total cholesterol (Fig. 3) and low-density lipoprotein
(LDL) chotesterol in most but not all studies (2, 38,42, 43) and
with reduced high-density lipoprotein cholesterol in some
studies (38). Some reports have suggested that even high
normal serum TSH values may adversely affect serum lipid
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FiG, 3. The Colorado Thyroid Disease Prevalence Study (2), Shown
are the mean serum total cholestercl levels in the 22,842 euthyvoid
subjects (216 mg/dD), the 2,336 mild thyrvid failure subjects (224
mg/dl), and the 114 subjects with overt hypothyroidism (251 mg/dl);
bath thyreid disease groups had statistically higher total cholesterol
levels and LDL cholesterol levels {data not shown) than did the eu-
thyroid contrels (P < 0.001).
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and lipoprotein levels (44—46). It has been estimated that an
increase in the serum TSH level of 1 uU/mlis associated with
a rise in the serum total cholesterol concentration of 0.09
mmol/liter (3.5 mg/dl} in women and 0.16 mmol/liter (6.2
mg/dl) in men (45). The relationship between TSH and LDL
cholesterol seems to be most significant in individuals who
have underlying insulin resistance (46). One recent study
reported that patients with mild thyroid failure, and even
subjects with high normal serum TSH values, have evidence
of endothelial dysfunction, manifested by impaired flow-
mediated, endothelial-dependent vasodilatation {47). An as-
sociation between mild thyroid failure and peripheral vas-
cular disease was suggested by an older case-control study
involving elderly women (48). A 20-yr follow-up study of the
original Whickham Survey found no assodiation between
initial hypothyroidism, raised serum TSH levels, or antithy-
roid antibodies and the development af coranary artery dis-
ease (49). In contrast, a more recent report from the Rotter-
dam Study (9) concluded that patients with mild thyroid
failure have a significantly increased prevalence of aortic
atherosclerosis and myocardial infarctions. After adjustment
for multiple known coronary artery disease risk factors, the

Subclinical Hypothyroidism and Myocardial lafarction
Aftributable Risk in SCH vs All Women
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Fic. 4. The Rotterdam Study (3). Analysis of the relationship be-
tween subclinical hypothyroidism (SCH) and myocardial infarctions
in this study revealed an atiributable risk of 0% (SCH contributed
to 60% of the myocardial infarctions in the 124 women who had SCH)
and a population attributable risk of 14% (SCH was involved in 14%
of all myocardial infarctions in the entire proup of 1149 women). These
risks were aimilar to those mssociated with the major recognized
cardiovascular risk factora—hypercholesterolemia, hypertension
(BP), amoking, and diabetes mellitus.

Risk in Papuiation
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authors found mild thyroid failure to be an independent and
equivalently important risk factor for myocardial infarctions
(Fig. 4). _

Benefits of treatment

Having defined the scope, natural history, clinical fea-
tures, and potential morbidity of mild thyroid failure, one
must next ask whether treatment of the condition has de-
monstrable benefits. A number of studies have addressed
this issue.

Symptoms. There have been three randomized controlled tri-
als (RCT) examining the effects of L-thyroxine treatment on
al symptoms in subjects with mild thyroid failure (Ta-
ble 1). Two of these RCTs (33, 34) reported that mild thyroid
failure subjects who were treated with 1-thyroxine had sig-
nificantly greater improvement in general hypothyroid
symptom scores than did subjects who were treated with
placebe {Fig. 5). A third RCT (50) showed no symptomatic
treatment benefit; in this study, however, the mean serum
TSH level on 1-thyroxine treatment was 4.6 pU/ml, which
was at the high end of the normal range. One uncontrolled
study also reported a reduction of general somatic com-
plaints after L-thyroxine treatment was instituted (19).

Neurobehavioral abmormalities and neuromuscular function.
Memory has been shown to improve significantly in one RCT
(50} and in two uncontrolled studies in which mild thyroid

25 Placebo L-T4
2
15 1
14
28 lg{::lom
o
05 4
-1 1
-1.8

F1G. 5. A RCT of L-thyroxine (L-T4) therapy in subjects with mild
thyroid failure (33). Subjects (n = 33) were randomly assigned ta
received L-thyroxine therapy or placebo for a period of 1 yr. L-
thyroxine-treated subjects had a significant improverent in their mean
symptom scare campared with the placebo-treated group (P < 0.05).

TABLE 1. Randomized cantrolied trials investigating the effects of r-thyroxine treatment on general symptoms in patients with mild

thyroid failure
. TSH {(uUsml)
Author (Rel) n Design P— on L " Resulta

Cooper (33} 33 Randomized, double-blind, 108 26 Symptom score improvement in L-thyroxine
placebn-controlled (1 yr) group (P < 0.05)

Nystrom (34) 17  Randomized, double-blind, 7.7 19 Symptom score improvernent in L-thyraxine
placebo-controlled cross- group (P < 0.01)
over (8 months)

Jaeschke (60) 32 Randomized, double.blind, 123 46 Symptom score not improved in L-thyroxine
placebo-controlled (11 group (P = ns); memory improved (P <
montha) 0.01)

ng, Not statistically significant.
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failure patients were given iL-thyroxine therapy (19, 24).
Other reported benefits from uncontrolled interventional
studies indude reduction in neuromuscular complaints (19,
27) and normalization of nitially abnormal electromyograms
(7).

Cardiac-pulmenary function. Studies that have examined the
effects of 1-thyroxine treatment on cardiac function, includ-
ing one RCT (40), have reported modest but relatively con-
sistent beneficial results (Table 2). Observed responses to
treatinent have included enhanced cardiac contractility (32—
41), improvement of diastolic function (40, 41), and normal-
ization of videodensitometric myocardial texture (40). In-
creases in pulmonary vital capacity, the anaerobic threshold
and oxygen uptake at the anaerobic threshold have also been
demonstrated (38).

Cardiovascular risk factor. The reported lipid and lipoprotein
responses to treatment of mild thyroid failure with thyroid
hormone have been somewhat inconsistent (38). A retro-
spective evaluation suggested that thyroid hormane replace-
ment had very little lipid-lowering effect in patients whose
initial TSH values were less than 10 ¢£U/ml (51). However,
twa quantitative literature reviews (42, 43) of the prospective
studies examining this issue have concluded that 1-thyroxine
treatment of patients with mild thyroid failure lowers serum
total cholesterol by approximately 0.2—-0.4 mmol/liter (7.9-
15.8 mg/dl) and LDL cholesterol by about 0.26 mmol/liter
(10 mg/dl). The observed cholesterol reductions were
greater in patients with inadequately treated overt hypothy-
roidism (0.44 mmol/liter; 17.4 mg/dl) than in those with
untreated spontaneous mild thyroid failure (0.14 mmol/liter;
55 mg/dl) and were also greater in patients with higher
initial cholesterol levels {43). There have been no reported
beneficial effects on high-density lipoprotein cholesterol or
triglycerides (42, 43}. One intriguing, but uncontrolled, ret-
rospective analysis (52) showed progression of coronary ath-
erosclerosis in subjects on L-thyroxine therapy with elevated
serum TSH levels compared with those with normal TSH
levels (P < 0.02).

Treatment goals. Firm data-based guidelines for treatment
goals have not yet been established, The distribution of se-
rum TSH values in the normal population is skewed, with the
majority of individuals having TSH values at the lower end
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of the normal range (53). Recent studies have reported that
“high normai” TSH values may be associated with modest
increases in serum cholesterol levels {44—46) and that serum
cholesterol levels improve when TSH values are reduced
from the high end to the low end of the normal range with
L-thyroxine supplementation (44). Furthermore, individuals
with high normal serum TSH levels may have endothelial
dysfunction (47). Thus, although not based on prospective
outcomes data, these findings would suggest to us that the
optimal goal TSH range for r-thyroxine-treated patients is
05-2.0 pU/ml.

Cost-effectiveness and consensus opinion. Additional support
for a decision to treat comes from a recent analysis, which
concluded that screening for and treating mild thyroid fail-
ure in all adults greater than 35 yr old is as cost-effective as
many other screening procedures used in the United Stztes
today (54). Finally, we have recently conducted 2 survey
seeking, opinions from both primary care providers (PCPs})
and members of the American Thyroid Association (ATA)
regarding the management of hypothyroidism (35). When
presented the case of a 26-yr-old woman with minimally
symptomatic mild thyroid failure, the majority of respon-
dents (70% of PCPs and 65% of ATA members}indicated that
they would treat the patient if antithyroid antibodies were
negative, whereas 95% of ATA members recommended
treatrnent if antibodies were positive. Responses were sim-
ilar when the case was a 71-yr-old woman with minimally
symptomatic mild thyroid failure; the majority (64% of PCPs
and 61% of ATA members) chose to treat if antithyroid an-
tibodies were negative, and 92% of ATA members recom-
mended treatment if antibodies were positive.

Summary
We believe that mild thyroid failure is a common disorder
that frequently progresses to overthypothyroidism. The con-
dition may clearly be associated with somatic symptoms,
depression, memory and cognitive impairment, subtle neu-
romuscular abnormalities, subtle systolic and diastolic car-
diac dysfunction, raised serum levels of total and LDL cho-
lesterol, and an increased risk for the development of
atherosclercsis. There is documented evidence that many, if
. not most, of these adverse effects are improved or corrected

TABLE 2. Studies that have investignied the effects of L-thyroxine on cardiac function in patients with mild thyroid failure

et n TSH (uUfml) i Untreated L-thyroxine 'l'hempy' e
Pre-L-thyroxine On L-thyroxine Reat Exercise Rest Exerdise

Ridgway {(32) 20 28 19 1MC 1MC 1
Coaper (33) 3 10.8 26 Normal tMC* 1
Nystrom (34) 17 7.7 19 1 MC tMC 1
Bell (35) 18 17.9 32 Normal 1 MC tMC 2
Forfar (36) 10 18.2 35 Normal I MC tMC 2
Fuldes (37) 17 10.3 lMC IMc tMC 1,2
Kahaly (38) 20 112 Normal IMC IMC 1,3
Arem (39) 8 14.8 3.0 | DF IMC TMC 13
Monzani (40} 20 5.4 12 I MC, DF 1 MC, DF 1,34
Biondi (41) 10 8.6 1.7 |DF 1 MC, DF 3

MC, Myocardial contractility; DF, diastolic function.

= 1, Systolic time intervals; 2, ventriculography; 3, Doppler echocardiography; 4, videodensitometry.

® In 5 subjects with initially impaired MC.
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when r-thyroxine replacement is instituted. Furthermore,
treatment of mild thyroid failure has been reported to be
cost-effective. Early treatment may even be justified in
asymptomatic individuals to prevent the symptems of more
severe thyroid hormone deficiency that eventually develop
as the thyroid gland progressively fails; this is particularly
true of antithyroid antibody-positive patients, who have the
highest risk of disease progression. For these reasons, we
recommend L-thyroxine treatment for the majarity of pa-
tients with mild thyroid failure, particularly those who have
symptoms, other cardiovascular risk factors, goiters, or pos-
itive antithyroid antibodies, and in those who are pregnant.
However, despite these positive indications that treatment
with thyroid hormone carries 2 benefit, there are many un-
answered questions. There are few prospective, randomized
placebo-controlled studies that have been performed, a
shame when compared with other common disorders such
as hypercholesterolemia and esteoporosis. The potential con-
sequences of untreated mild thyroid failure on atheroscle-
rosis in adults and on intellectual potential in infants born to
mothers with mild thyroid failure begs for definitive answers
about the therapeutic benefits of thyroid hormone replace-
ment. It is no longer scientifically or morally justifiable to
argue whether mild thyroid failure is “something” or “noth-
ing.” What is clearly needed now are clean, randomized,
prospective, and adequately powered trials to provide un-
equivocal answers to the lingering but critical questions re-
garding the effects of mild thyroid failure and its treatment
on important end points such as intellectual function, is-
chemic heart disease, and quality of life.

Received April 19, 2001, Accepted June 26, 2001,

Address all cormespondence and ests for reprints to: Michael
T. McDermott, M.I)., Division of ocrinology, Metabolismn and
Diabetes, University of Colorado Health Sciences Center, 4200 East
Ninth Avenue, Box B-151, Denver, Colorado 80262, E-mail:
michael. medermott@uchscedu.

References
8 TubrrdngMG.Ev«edDC.Hlﬂﬂ.!tlleTh!rpemunnﬂhymd
ma y: The Whickham sorvey. Clin Endocrinel (Oal) 7:

481-491

2. Canaris G, Manowitz NR, Mayor G, Ridgway EC 2000 The Colorado thyroid
disease prevalence study. Arch intern Med 160:526-534

3. Hollowell |, Braverman LE, Spencer CA, Stachiing N, Flanders B, Hannon
H Serum TSH, T4, and thyroid antibodics in the United States population:
NHANES M. 72nd Annual Meeting of the American Thyroid Associztion,
Palm Beach, FL, 1999; Abstract 213

4. Guel KW, van Slaisveld IL, Grobbres DE, et al 1993 The importance of thy rosd
microsomal antibodies in the development of elevated serum TSH in middle-

© aged women: associations with serumn lipids. Clin Endocrine! (Ohd) 39:275-280

5. Rivolta G, Cerutti K, Colombo R, Miano G, Dionisio P, Grossi E 1999
Prevalence of subdinics) hypothyroidism in a population living in the Milan
metropolitan area. § Endocrinel, Invest 22693697

& Bagchi N, Brown TR, Parish RF 1990 Thyroid dyshmction in adults over age
55 years. A study in an wban U.S. community. Arch Intern Med 150:785-787

7. Sawin CT, Chopra D, Azizi F, Mannix JE, Bacharach 1979 The aging thyroid.

Ievereased provalence of elevned setum thyrotropin levels in the elderly.

JAMA. 242:247-250

B. Lindeman RD, Schade DS, LaRue A, ¢t al. 1999 Subclinical hypothyroidism
in a biethnic, urban commumity. ] Am Geriatr Soc 47:203-70%

9. Hak AE Pols HAF, Visser T), Drexhage HA, Hofman A, Witteman JOM 2000
Subclinical hypothyraidism is an independent risk factor for atherosclerosis
and myocardial infarction in elderly women: The Rotterdam study. Ann Intern
Med 132:270-278

10. Ragenthal M], Hunt WC, Garry PJ, Goodwin JS 1987 Thyroid fulure in the
elderly: microsomal antibodies as discriminant for therapy. JAMA 258:209-213
11. Parte ]V. Franklyn JA, Crosa KW, Jones SC, Sheppard MC 1991 Prevalence

12
13,
14

15,

16.

17.

18

19.

20.

21

3.

32

.
34,

35.

36,

37.

38
39

40.

4.

¥ Clin Endocrinel Metab, Octaber 2001, 86(10):4535-4590 4589

and follow-up of abnormal thyrotrophin (TSH) concentratians in the elderly
in the United Kingdem. Clin Endocrinal (Oxi) 3477-83

Bastenie PA, Bonnyns M, Vanhaelst L 1985 Natural history of primary myx-
edema. Am | Med 79:91-100

Kabadi UM 1993 Subclinical hypothyroldison. MNatural course of the syrvdrome
during a prolonged follow-up study. Arch Intern Med 153:957-561
Tenbridge WMG, Brewis M, French JM, et al. 1981 Natural history of au-
toimmune thyroiditis. Br Mcd J 282:358 262

Vanderp MPLT bridge WMG, French JM, et al. 1995 The incidence of
thyroid di s in the ity: a twenity-year follow-up of the Whickham
Sarvey. Clin Endocrinol 43:55-68

Wang C. Crapo LM 1957 The epidemiology of thyreid disease and implications
for screening. Endocring! Metab Clin North Am 26:189-218

Huober G, Mm'aduC,GnglielmdﬁM.HnbﬂP, Staud JJ Predictors of overt
hypathyraidism and natural course: a lang-term foliow-up study in impending
thyroid faflure. 715t Anmual Meeting of the American Thyroid Association,
Portland, OR, 1998; Absmraa 109
Zu.!r-ukilLMull:rB,Equ.MhnuAR.snuB]jl”?Esﬂmﬁmofm
hypothyroidism by a new clinical soore: eval of patents with

grades of hypothyroidism and controts. | Clin Endoerinol Metab 82:771-776
Monzani F, Del Goerra P, Cataccia N, Pruneti CA, Pucd E, Lulsi M, et af. 1993
Subclinical hypothyraidism: meurohehaviare) features and beneficial effect of
L-thyroxine treatment. Clin Invest 71:367-371

TamLRndln]P,Sd\wtdl’ Werthei [ hand-B d T 1987
Preval -olﬂ'l]m'nd" ders in psychogeriatric inpatients. A possible re-
L hi idisen with f depression but not d ia. ] Am

pofh:
Geriatr Snc 355%-531
]affe l'r Levitt A] 1992Ma|ord=prmon and subclinical (grade 2) hypo-
Paych 17:215-221

Hm}r]].S&mManG&Mwidil,MmyCEngejrA] 1993

yraidism: A modifiable risk for depression? Am |
Psych:my 150-.5m—510
Manciet G, Dartiguey [F.Deumpl&.elal-l%ﬁﬂ\el’AQUTDmymd
carrelates of subcinical hypothyroidism in elderly community residents in the
southwest of France. Age Aging 24:235-241
Baldini [M, Vita A, Maura MC, & al. 1997 Psychological and cognitive fes-
tures in subclinical hypothyroidism. Prog Neurophychapharmace) Biol Psy-
chiatry 21925935

.Gul;ﬂiMHumzkmLA.thzxgEC.BelleS DeKukySTl‘HﬁAslo-

clatiom between o : a oot y-based siudy. Biol
Psychiatry 40:714-725

Moneanj F, Caraccln N, Sicilians G, Manca L, Marri L, Ferranninl E 1997
Clinica) and biochemical features of muscle dysfunction in subclinical hypo-
lhy'rmdum j Clin Endocrinal Metab 82:3315-3318

Momzani F, Carzceio N, Del Guerra P, Casolaro A, Ferrannini E 1999 Neu-
romuscular symptoms and dysfunction in subclinical hypothytold pathents:
beneficlal effect of L-T4 replacement therapy. Clin Endocrino 51:237-242
Misiunzs A, Ravera HN, Faraj G, Faure E 1995 Peripheral nevropathy in
subclinical hypothyroidism. Thyroid 5:283-285

. Goully DG, Teimpiris N, Delaroudis §, e al. 1998 Stapedial reflex: A bio-

logical index found to be atmormal in clinical and subctinical hypathyroidism.
Thymid 8:583-587
Beyer IW, Karmali B, DeMeester-Mirkine N, Cogan E, Fuys M] 1998 Serum
creatine kinase levels in overt and subclinical hypathyraidism. Thysoid
8:1029-1031
Haddow JE, Palomaki GE. Allan W, ot al. 1999 Materna? thyraid deficercy

duting | and neuropsychological development of the
child. N Engl ] Med 341:549-555
Ridgway EC, Coaper DS, Walker H, Rodbard D, Malnol ¥ 1581 Pcnphtrll
rﬁpmscstnﬂ\yrmd hmebem and fter L-th therapy in

ical b idism. ] Clin Endacrinel Metab 5312381242
Cmper Ds, Ha!pun R, Wood LG, Levin AA, Ridgway EC 1964 L-thyroxine
therapy in subclinical hypothyroidism. Ann Intern Med 107:18-24
Nystrem E, Caidahl K, Fager G, Wikketso C, led.bcrg? A, Lindstedt G 1968
A double-blind cross-over 12-month atudy of L-thyroxine of
with 'subclinical’ hypothyroidiszm. Clin Endocrinol 29:63-76
Bell GM, Todd WT, Forfar JC, «t al, 1985 End-crgan responses to
therapy in subdinical hypothyraidism. Clin Endocrino] {Oxf) 22:83-8%
Farfar JC, Wathen CG, Tadd WT, et al. 1965 Left ventricular performance in
subclinical hypothyroidism. Q) Med 57:857-865
Foldu]. [stvanfy M, Halmagyl M, Varadi A, Gan A, Partos O 1987 H:
and the heart. Examination of left ventricular function in subelin-

ial hypothyroidism. Acta Med Hung 44:337-347
Kahaly G) 2000 Cardipvascular and atherogenic aspects of subclinical hypo-
thyroidism. Thyroid 10:665-679
Arem R, Rokey R, Kiefe C, Escalante DA, Rodriquez A 1996 Cardiac systolic
and diastolic function at rest and exercise in subclinical hypothyroidism: Effect
of thyroid hormene therapy, Thyrold 6:357-402
Monzani F, D Bello V, Caraccio N, et al. 2001 Effect of levothyroxine on
cardiac Function and stzucture in subclinical hypothyroidism: a double blind,
placebo-controlled study. J Clin Endoarinol Metab B6:1110-1115
Biondi B, Fazio S, Palmieri EA, et 2l. 1999 Left ventricular diastalic dyxfunc-

216




4590 J Clin Endocrinol Metab, October 2001, 88{10).4585-4530

ticn in patients with subclinical hypothyroidism. J Clin Endocrinol Metak
B4:2064-2067

42. Tanis BC, Westendorp RGJ, Smeht AHM 1996 Effect of thyroid substitution
om hyp a in with subclinical hypothyroidism: a re-
analysts of ntervention studies. Clin Endocrinol 44:643-649

43. Danese MD, Ladenson PW, Meinert CL, Powe NR 2000 Effect of thyroxine
therapy on serum Lipeproteins in path with mild thyrgid failure: 2 Guan-
ttative roview of the literatore. | Clin Endoaine] Metab B5:2993-3001

4. Michilopoalen G, Alevizald M, Piperingos G, et al. 1998 High senuom cho-
lesterol levels in persans with *high normal’ TSH levels: should one extend the
definition of subdinical hy idisen. Eur | Endocrinel 128:141-145

45. Bindels AJ, Westendorp RG, Frolich M, Seidell JC, Blokstra A, Smelt AH
1999 The prevalence of subclinical hypothyroidism at different total plasma
chol ol levels in middle aged men and women: 2 need for case-finding?
Qin Endocrinol 50217-220

46. Bakkes STL, Ter Mlitm]C. I‘orp-Smidm C.Sheh]l’] ile!m R],Gms ROB
2001 The relati
lesteral umodlﬁzdby insulin mvﬁymlml&lyeu&lymdsubpcts.lam
Endocrinol Metab 86:1206-1211

47. Lekakis ], Plpaﬂﬂd\anl C, Alz\nuh M. Hp!nngu G, Mln:feln P 1997
Flow-| medmbed. P ired in subjects

with hy yputh idi a.nd l'ugh-mma.l serum
ﬂ\ymtmpm (TSH) values. Thyrmd TA11-414

McDermott and Ridgway » Clinical Perspective

48. Powell ], Zadeh JA, Carter G, Greenhalgh RM, Fowler PB 1987 Raised senam
thyrotraphin in women with peripheral arterial disease. Br ] Surg 74:1139-1141

0. deerpnmphﬂ’ TtmbmipWM. Flﬂu:h M, ct al. 1956 The development
of ischemic eart di in thyroid di na2-year
follow-up study of an English community. Thyroid 6:155-160

50. Jaeschke R, Guyatt G, Gerstein H, et al 1996 Does treatment with L-thyroxine
influence health status in middle-aged and older adults with subclinical hy-

? | Gen Intern Med 11744749

51 Diekman T, Lansberg P, Kastelein J], Wiersinga WM 1995 Prevalence and
correction of hypothyreidism in a large cohort of patients referved for dys-
lipidemia. Arch Intern Med 155:1490-1495

52 PerkM.O’anl B) lmﬂudi:dofthymd}mmmmlpym

y artery d progression. Can | Cardiol 1%273-276

53. Sl'nr.hgt] 2000 Sﬂll-m thyrotropin and thyroid hormone measurements and
asyessment of thyroid hormane transport. In: Braverman LE, Utiger RD, eds.
Werner and Ingbar’s the thyroid, ed 8. Philadeiphia: Lippencott Williams and
Wilkins; 376-392

54, Danese MD,PmnNR.Slwi.uCl‘, Ladensen FW 1996 Screening for mild
thyroid failure 2t the peri haalth mnation, JAMA 276:285-292

55 McDermots MT, Haug:n BR, Lezotte DC, Seggelke S, Ridgway EC 2001
Mmmzpmwmgwmwm physicians and thyroid specialists
in the care of hypothyroid patients. Thyroid 11757764

217




Subclinical Hypothyroidism Is an Independent Risk Factor for

Atherosclerosis and Myocardial Infarction in Elderly Women:

The Rotterdam Study

A. Elisabeth Hak, MD, MSc; Huibert A.P. Pols, MDD}, PhD; Theo J. Visser, MD, PhD; ,
Hemmo A. Drezhage, MD, PhD; Albert Hofinan, MD, PhD; and Jacqueline C.M. Witteman, PhD

Background: Overt hypothyroidism has been found 1o
be associated with cardiovascular disease. Whether sub-
clinical hypothyroidism and thyroid auteimrmunity are also
risk factors for cardiovascular disease is controversial.

Ohjective: To investigate whether subdinical hypo-
thyroidism and thyreld autoimmunity are associated with
aortic atherosclerosis and myocardial infarction in post-
menopausal women.

Deslgn: Population-based cross-sectional study.
Setting: A district of Rotterdam, the Netherlands.

Participants: Random sample of 1143 women {mean age
* 5D, 69.0 + 7.5 years) participating in the Rotterdam
Study.

Measurements: Data on thyraid status, aortic athero-
sclerosis, and history of myocardial infarction were cb-
tained at baseline. Subdlinical hypothyroidism was defined
as an elevated thyroid-stimulating hormone level (>4.0
mUA) and a normal serum free thyroxine level {11 to 25
pmoli [0.9 to 1.9 ng/dL)). In tests for antibodies to thyroid
peroxidase, a serum level greater than 10 {W/mL was con-
sidered a positive result.

Results: Subclinical hypothyroidism was present in
10.8% of participants and was associated with a greater
age-adjusted prevalence of aortic atherosclerosis (odds
ratio, 1.7 [95% (1. 1.1 to 2.6]) and myocardial infarction
{odds ratio, 2.3 [Cl, 1.3 to 4.0]}. Additional adjustment for
bady mass index, total and high-density lipoprotein cho-
lesterol level, bload pressure, and smoking status, as well
as exclusion of women who took g-blockers, did not affect
these estimates. Associations were slightly stronger in
women who had subcdlinical hypothyroidism and antibod-
ies to thyroid peroxidase {odds ratio for aoriic atheroscle-
rosis, 1.9 {CI, 1.1 to 3.6}; odds ratio for myocardial infarc-
tion, 3.1 [C], 1.5 to 6.3]). N association was found between
thyroid autcimmunity itseif and cardiovascular disease,
The population attributable risk percentage for subdinical
hypothyroidism associated with myocardial infarction was
within the range of that for known major risk factors for
cardiovascular disease.

Condusion: Subdinical hypothyroidism is a strong indi-
cator of risk for atherosclerosis and myocardial infarction
in elderly women.

Ann Intem Med. 2000;132:270-278.

For author affiliatioas, current addresses, and contributions, see
end of text.

vert hypothyroidism, with its accompanying

hypercholesterolemia and hypertension, has
been found to be associated with cardiovascular dis-
ease (1-3). Subclinical hypothyroidism, defined as
an asymptomatic state characterized by normal se-
rum concentrations of free thyroxine and elevated
serum concentrations of thyroid-stimulating hor-
mone (TSH) (4), is highly prevalent in elderly
women (3, 6). Whether subclinical hypothyroidism
is related to risk for cardiovascular disease is contro-
versial. Case—control and cross-sectional studies on
the association between subclinical hypothyroidism
and cardiovascular discase have been dome (7-11).
Results from these studies are not consistent, but
many of the studies were small. The same contro-
versy surrounds thyroid autoimmunity. In the late
1960s and early 1970s, autopsy studies (12, 13) and
studies in hospital inpatients (12, 14) suggested that
asymptomatic autoimmune thyroiditis was an impor-
tant risk factor for coronary heart disease. These
findings, however, were not confirmed by other
studies (7, 8, 11, 15). ’

In our population-based study, we examined
whether subclinical hypothyroidism and thyroid auto-
immunity are associated with aortic atherosclerosis
and myocardial infarction in elderly women. We
conducted our study in a random sample of 1149
postmenopausal women who were participating in
the Rotterdam Study.

Methods

The Rotterdam Study

The Rotterdam Study is a population-based co-
hort study designed to assess the occwrrence and
clarify the determinants of chronic diseases in an
aging population (16). The cohort includes 3105
men and 4878 women at least 55 years of age (78%
of the eligible population) living in a defined district
in Rotterdam, the Netherlands. Baseline data were
collected from August 1990 to July 1993. During a
home interview, a trained research assistant gath-
ered information on current and past health, med-
ication, lifestyle, and risk factors for chronic dis-
eases. Participants were subsequently invited to visit
a research center for clinical examination. The study
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was approved by the medical ethics committee of
Erasmus University Medical School, Rotterdam, the
Netherlands.

Clinical Examination and Laboratory Methods

Height and weight were mecasured while each
participant was wearing indoor clothing without
shoes. Body mass index was computed as weight
divided by height squared. A trained rescarch assis-
tant measured sitting systolic and diastolic blood
pressure with a random-zero sphypmomanometer
after 5 minutes of rest, and a standard 12-lead
electrocardiogram was obtained {ACTA electrocar-
diogram recorder, Esoate, Florence, ltaly).

Venipuncture was performed, and nonfasting se-
rum samples were collected. The samples were im-
mediately put on ice and were processed within 30
minutes, after which they were kept frozen at
~20°C. We used an automated enzymatic proce-
dure to determine serum total cholesterol level (17).
High-density lipoprotein (HDL) cholesterol levels
were measured in a similar manner after precipita-
tion of the non-HDL cholesterol fraction. Total pro-
tein level was measured by using the binret method,
albumin level was measured by using the bromocresal-
greet method, and creatinine concentration was
measured by using an enzymatic colorimetric
method. (All products were manufactured by
Boehringer Mannheim, Mannheim, Germany, cur-
rently Roche Diagnostics, Basel, Switzerland.) We
assayed levels of TSH by using TSH Lumitest (Hen-
ning, Beilin, Germany, currently Brahms, Berlin,
Germany) (18). When TSH concentrations were ab-
normal (>4.0 mU/L or <04 mU/L), serum free
thyroxine levels were measured with an in vitro
immunodiagnostic reagent (Ortho-Clinical Diagnos-
tics, Amersham, England, United Kingdom}; values
berween 11 and 25 pmol/L (0.9 and 1.9 ng/dL) were
considered normal. Serum antibodies to thyroid per-
oxidase were assessed by using enzyme-linked im-
munosorbent assay {Milenia, DPC, Los Angeles,
California); test results were considered positive if
ievels were greater than 10 1U/mL.

Thyroid Definitions

Subclinical hypothyroidism was defined as a TSH
level greater than 4.0 mU/L in the presence of a
normal free thyroxine level (11 to 25 pmol/L [0.9 to
1.9 ng/dL]). Clinical hypothyroidism was defined as
a TSH level greater than 4.0 mU/L and a decreased
free thyroxine level (<11 pmol/L. [<0.9 ng/dL]) (4).
Euthyroidism was defined as a2 normal TSH fevel
(0.4 o 4.0 mU/L).

Aortic Atherosclerosis

Aortic atherosclerosis was assessed on a lateral
radiographic film of the lumbar spine, which was

obtained from a fixed distance while the participants
were seated. A researcher who was unaware of the
participants’ thyroid status diagnosed atherosclerosis
off-line by detecting calcified deposits in the abdom-
inal aorta, as described elsewhere (19, 20). Calcift-
cation was considered present when linear densities
were found in an area parallel and anterior to the
lumbar spine (L1 to L4). We classified aortic ath-
erosclerosis as mild, moderate, or severe, according
to the length of the involved area (=<1 cm, 2 to 5
cm, and >5 cm, respectively). Because of a rela-
tively small number of participants in the categories
of aortic atherosclerosis, we combined severity
grades int0 two categories—*present” or “absent”—
for analysis.

The validity of radiographic assessment of aortic
atherosclerosis has been swudied by comparing re-
sults of this method with data obtained at autopsy.
Radiographic assessnent was shown to be highly
specific, and in most cases visible calcification rep-
resented advanced intima atherosclerosis (21). A
comparisonl study involving computed tomography
was performed at our department. In 56 unselected
elderly persons, aortic calcifications were indepen-
dently assessed by radiography and computed to-
mography. Calcifications were detected on abdomi-
nal radiography in 32 persons. In all but 1 persen,
these calcifications were shown to be located in the
aorta on the corresponding computed tomography
images (20).

Aortic calcification is known to be associated
with risk factors for cardiovascular disease (19, 20)
and with atherosclerosis a1 other sites (22) and pre-
dicts cardiovascylar morbidity and mortality (23,
24). When aortic calcification (as detected by radi-
ography) was compared with coronary artery cal-
cium (as detected by electron-beam computed to-
mography) in 457 participants in the Rotterdam
Study, aortic calcification was present in 3.9% of
participants in the lowest tertile of coronary artery
calcium, in 13.7% of those in the middle tertile of
coronary artery calcium, and in 31.5% of those in
the highest tertile of coronary artery calcivm
(P <0.001 for trend, adjusted for age and sex).
These results indicate that aortic calcification is
strongly related to coronary calcification.

Myocardial Infarction at Baseline

The presence of myocardial infarction was as-
sessed by self-report and by analysis of the standard
12.lead electrocardiograms, which were stored digi-
taily and were analyzed by using the Modular Elec-
trocardiogram Analysis System (MEANS) (25, 26).
For participants who reported myocardial infarction
but had no electrocardiographic evidence of it, we
collected additional information from their general
practitioners or cardiologists. Myocardial infarction
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1149 women evaluaied for
assessment of thyroid function

94 women excluded

(13 with cBnical hypothyroidism,

73 with subclinical or clinical yperthyroidism,
and/or 10 e2king thyroid medication)

1055 women had subclinical
hypothyroidism or were euthyroid

I

50 women excluded

|—p {radiographs on aortic
atherosclerosis missing)

30 women excluded
{r0 proper cvaluation
% of radiographs on
aomiic aherosciernsis)

2 3

|
[

19 women
6! women excluded excluded
—» (information oo myocardial — (follow-up
infarction at baseline missing) information
issing)

975 women Em:llﬂed_iﬂ _
analysis of zomtic atherosclerosis at baseline

994 women included in
analysis of myocardial infarction ar baseline|

1036 women inctuded in
analysis of incident myocardial infarction

Figure. Sclection of samphe for analysls, 1 = selection of women for analysis of aortic atherosclerosis at basefine; 2 = selection of women for analysis
of history of myocardial infanction a1 baseline; 3 = selection of women for analysis of incident myocardial infarction.

was confirned if the¢ information in the medical
records met standard diagnostic criteria. An experi-
enced cardiologist reviewed the electrocardiograms
of participants who had not reported myocardial
infarction but had electrocardiographic evidence of
it. In thesc participants, absence of symptoins was
confirmed by medical records review. When the car-
diologist confirmed myocardial infarction (silent
myocardial ‘infarction), it was considered present.
We combined both fypes of myocardial infarction
into one variable for analysis. No information on
the thyroid status of participants was available at
assessment for myocardial infarction.

Follow-up Procedures

We collected dara on incident myocardial infarc-
tion from baseline (1990 to 1993) untit 1 April 1996.
Fatal and nonfatal events were reported by general
practitioners in the research area (in which 85% of
the study cohort resides) who cooperate with the
Rotterdam Study and provide information through
a computerized system. Research physicians verified
all information by checking participants’ medical
records at the peneral practitioners’ offices. In ad-
dition, we obtained letters from medical specialisis
and discharge reports for hospitalized patients. Two

research physicians coded events independently ac-
cording to the international Classification of Dis-
eases, 10th Revision (27). If the two physicians dis-
agreed, they reached consensus in a separate
session. Subsequently, a medical expert in the field
reviewed all events coded by the research physicians
and verified that all coding rules had been applied
correctly. When discrepancies were found between
the coding of the medical expert and that of the
research physicians, the expert’s judgment was con-
sidered final. Myocardial infarction was defined as a
nonfatal or fatal myocardial infarction (ICD-10
codes 121-123). When we compared our results with
data registered by the nationwide morbidity registry
of hospitals, we found that 98% of all incident
myoccardial infarctions that occurred in Rotterdam
Study participants before 1 April 1996 had been
detected by our follow-up data collection system.

Selection of the Sample for Analysis

The selection of the sample for analysis is shown
in the Figure. We determined thyroid status in a
random sample of 1149 women after excluding
those who took amiodarone, which may nonsystem-
atically alter TSH levels (28). To obtain a reference
category that included only euthyroid women (those
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Tadde 1. Baseline Characteristics of the Study Sample

Variable Euthyroid Women ‘Wornen with Subciinical Hypothyroidisn
{n = 931)* (n=124)r

Mean age + 5D, ¥ 689 7.4 69.0 =79

Mean body mass index = 50, kg/m? 267 =44 271 =138

Mean systolic blood pressure + SD, mm Hg 1= 13722

Mean diastofic bload pressure + SD, mm BN 73=n

Mean total cholesterol level = SD, MH(QM
Mean high-density lipoprotein cholesterol level > 5D, mmollL. (mg/dl)
Mean total protein level * SD, gt
Mean athumin level = 50, g/t
Mean creatinine concentration * SD, pmadt (mgfdl)
Smaking status, % {n)
Never
Past
Current

7.0=1.207 * 48 6.7 = 1.0(259 + 39

1.5 =04(58 x 15) 1.4 £04({54 154

71049 N7 AT,

27=24 430x25

776 £ 12.9(09 =0.2) 77.4 £ 147 (0.9 £ 0.2)
50 (46€) S1{63)
29(272) 30{37)
19 {(17€) 19(23}

* For some
{n = 1). and smoking habits {n = 17).

euthyroid women, data were mmissing on body mas index {n = 7), blood pressume a0 HDL cholestessd kel (7 = 4), altusmin level (n = 2), creatining concentration

1 Data on body mass index, blood pressure, and smoking habits were each missing for 1 woman.

+ F < 0.05, adpsted for age,
§P = 0.07, adpsted for age.

whose TSH levels were within the normal range),
we excluded women with clinical hypothyroidism
{n = 13); those with a decreased TSH level (<0.4 m
U/L), which indicated clinical hyperthyroidism (free
thyroxine level > 25 pmolL. [>1.9 ng/dL]) or sub-
clinical hyperthyroidism (free thyroxine level, 11 to
25 pmol/L. [0.9 to 1.9 ng/dL.]} (n = 73); and/or those
taking thyroid medication (L-thyroxine or thyrostatic
medication [propylihiouracil, carbimazole, or thi-
amazole]) (» = 10).

Of the 1055 women remaining, we excluded
those for whom data were missing (n = 50) or im-
proper {n = 30); therefore, 975 were included in
our analysis of aortic atherosclerosis (Figure, selec-
tion I1). Data on myocardial infarction at baseline
were available for 994 women (Figure, selection 2).
At the time of analysis, 19 women had not been
completely followed because of linking problems be-
tween their general practitioners’ medical records
and our computerized registration system. There-
fore, until 1 April 1996, completed follow-up for
analysis of incident myocardial infarction was avail-
able for 1036 women, covering an average period
(=SD) of 4.6 + 0.7 years (Figure, selection 3).
Statistical Analysis

We used linear regression analysis to compare
the age-adjusted continucus baseline characteristics
of euthyroid women and women with subclinical
hypothyroidism. The chi-square test was used to
compare propartions of women who smoked in both
groups and to compare proportions of women who
had subclinical hypothyroidism and antibodies to thy-
roid peroxidase according to vascular disease status.

Multivariate logistic regression analysis was used
to evaluate the association of aortic atherosclerosis
and myocardial infarction as assessed at baseline
(history of myocardial infarction) with subclinical
hypothyroidism. For women with subclinical hypo-

thyroidism, we computed the risk for incident myo-
cardial infarction (both fatal and nonfatal) during
follow-up by using Cox proportional hazards regres-
sion analysis. In this analysis, we excluded women
with a history of myocardial infarction (n = 79). We
adjusted all analyses for age by entering age as a
continuous variable in the regression model; we
subsequently adjusted analyses for body mass index,
cholesterol and HDL. cholesterol level, systolic and
diastolic blood pressure, and smoking status {never,
past, or current). To ensure that comparisons be-
tween models were valid, the age-adjusted models
included the number of participants for whom in-
formation was available on all of the covariates for
which the multivariate model was adjusted.

We performed additional analyses after excluding
women wha took f-blockers (alprenclol, oxprenolol,
pindolol, propranolol, timoiol, and sotalol} (n = 37)
because these drugs may influence TSH levels (29).
In addition, we used logistic regression analysis to
compare the associations of aortic atherosclerosis
and history of myocardial infarction with subclinical
hypothyroidism in women who had subclinical hy-
pothyroidism and antibodies to thyroid peroxidase
relative to those in euthyroid women who did not
have antibodies to thyroid peroxidase. We also used
logistic regression analysis to compare the frequency
of aortic atherosclerosis and history of myocardial
infarction in women with antibodies to thyroid per-
oxidase and women without antibodies to thyroid
peroxidase, independent of thyroid status.

The attributable risk percentage, or etiologic
fraction, and the population attributable risk per-
centage for subclinical hypothyroidism associated
with incident myocardial infarction were calculated
(30). For purposes of comparison, we calculated the
attributable risk percentage and the population at-
tributable risk perceatage for the four major, classic
risk factors for cardiovascular disease— hypercholes-
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terolemia {total cholesterol level =80 mmol/L
(=309 mg/dL]), hypertension (systolic blood pres-
sure = 160 mm Hg andfor diastolic blood pres-
sure = 95 mm Hg, and/or antihypertensive medica-
tion use), smoking status {(current and past
compared with never), and diabetes mellitus (use of
antidiabetic medication or a random postload glucose
level >11.1 mmoVL [200 mg/dL]}—associated with
incident myocardial infarction in all female partici-
pants of the Rotterdam Study {r = 4878).

All measures of association are presented with
95% Cls. A P value less than 0.05 was considered
statistically significant. We used SPSS 8.0 for Win-
dows (SPSS, Inc., Chicago, Illinois) for all analyses.

Results

Before exclusion of clinically hypothyroid women,
women with a decreased TSH level, and women
using thyroid medication, the prevalence of subclin-
ical hypothyroidism in the study sample was 10.8%.
The baseline characteristics of the study sample are
shown in Table 1. Women with subclinical hypothy-
roidism did not differ from euthyroid women with
regard to age, body mass index, blood pressure,
total protein level, albumin level, creatinine concen-
tration, or smoking status but had significantly lower
levels of total cholesterol and borderline signifi-
cantly lower levels of HDL cholesterol in age-ad-
justed comparisons.

Tahle 2 shows the characteristics of participants
according to vascular discase status. Fifty-three per-
cent of participants (n = 560) had aortic atheroscle-
rosis at baseline, and 7.5% (n = 79) had a history of
myocardial infarction. Subclinical hypothyroidism
was present in 11.8% of women in our sample for
analysis. Women who had aortic atherosclerosis and
a history of myocardial infarction had a higher prev-
alence of subclinical hypothyroidism and subclinical
hypothyroidism accompanied by antibodies to thy-
roid peroxidase than those who did not have these
discases. The prevalence of thyroid autoimmunity
independent of thyroid status itself did not differ

significantly among the specific subgroups. Among
women with subclinical hypothyroidism, concentra-
tions of TSH were higher in those with antibodies
to thyroid peroxidase than in those without such
antibodies (age-adjusted geometric means, 6.6
mU/L [CI, 6.1 to 7.1 mU/L] and 5.4 mU/L [CI, 50
to 5.8 mU/L), respectively; P = 0.001). Independent
of thyroid status, TSH levels were also higher in
women who had antibodies to thyroid peroxidase
than in those who did not (geometric means, 2.4
mU/L [CL, 22 to 2.6 mU/L] and 1.6 mU/L [C1, 1.5
to 1.7 mU/L}, respectively; P < 0.001).

Subclinical hypothyroidism was associated with a
greater prevalence of aortic atherosclerosis The
odds ratio for aortic atherosclerosis (1.7 [CI, 1.1 to
2.6]) was increased in women with subclinical hypo-
thyroidism (TFable 3). Women with subclinical hypo-
thyroidism also had a greater prevalence of myocar-
dial infarction than euthyroid women (odds ratio,
23 [CI, 13 to. 4.0}) (Table 3). Additional adjust-
ment for body mass index, total cholesterol and
HDL cholcsterol levels, systolic and diastolic blood
pressure, and smoking status did not affect these
associations, nor did exclusion of participants who .
used B-blockers (data not shown). During an aver-
age follow-up of 4.6 years, 16 women had a first
incident myocardial infarction. When we used a Cox
proportional hazards regression analysis in women
with subclinical hypothyroidism, a statisticallty non-
significant adjusted relative risk of 2.5 (CI, 0.7 to
9.1) was observed for myocardial infarction.

Women with subclinical hypothyroidism and anti-
bodies to thyroid peroxidase had a greater prev-
alence of aortic atherosclerosis than euthyroid women
without antibodies to thyroid peroxidase (odds ratio,
1.9 [CI, 1.1 to 3.6])) (Table 3). The presence of
antibodies to thyroid peroxidase increased the odds
ratio for a history of myocardial infarction to 3.1
(CI, 1.5 to 6.3) in women who had subclinical hy-
pothyroidism compared with euthyroid women who
did not have antibodies to thyroid peroxidase (Table
3). Because only one woman with subclinical hypo-
thyroidism and antibodies to thyroid peroxidase had
myocardial infarction during follow-up, we were not

Table 2. Characteristics of Women according to Vascular Disease Status

Characteristic All Women Women with Aortic Women with a History of
{n = 1055} Atherosderosis Myocardial infarction
. {n = 560) (=179

Mean age = 50, y 689275 . jor =74 Nn.1+639
Median thyroid-stimulating hormone level (25th, 75th percentile), miL 1.7(1.1, 2.9 1.7(1.1, 2.8} 2.0(1.2,3.4)
Waomen with subdinical hypothyroidism, % (n) 11.8{124) 13.9(78)* 507
Women with subdinical hypothyroidism and antibodies. 1o tyroid

peroxidase, % (n} 5.8(61) FAXC 13,901
Wormen with antibadies to ihyroid percxidase, % (n) 21.6(228) 21.4{120) 266{27)
* £ < £.05 compared with women without the specific vasaular drssass siatus (chi-square test).
17 < 0.01 compared with women without the specific vastular disease staius (Chi-sauare test).
274 15 February 2000 « Annals of Internal Medicine + Volume 132 - Number 4



Table 3. Odds Ratios for Aortic Atherosclerosis and Myocardial infarction®

Variable Condition Condition Qdds Ratio Odds Ratio
Present Absent {95% COt (95% Ci+
n
Aprtic atherosclerosis
Women with subclinical hypothyroldism 77 37 1.701.0-2.9) 1.9{1.2-3.9)
Euthyroid women 474 375 1§ 1
Women with subctnfcal hypothyroidism and antibodies to thyroid peroxidase 39 16 1.9{1.1-1.6) 22{1.1-43)
Futhymid women without antibodies to thyroid percxidase 398 3m 1% 1§
Myocardial infarction .
Women with subcdinical hypothyroidism 17 99 2.3(1.3-4.0) 2.3(1.3-42}
Euthyroid women 61 BO6 1§ 1§
Women with subciinical hypothyroidism and antibadies 1o thyroid peroddase 1 45 3.1(1.5-6.3) 35(1.7-1.4)
Euthyroid wormen without antibodies to thyroid petoaidase s2 660 1% 18

* The number of women Mmay not be exactly the same at in Table 2 because data On SOME COVATIAIES were Missing.

t Adyied for present age.

4 Adjusted for present age, body mats index, cholestero! levet, high-density ipoprotein cholesterol level, systolic and diastolic bloo pressure, and $moking status (curment, past, of never).

§ Reference risic.

able to compute the corresponding risk for incident
myocardial infarction. No association was found be-
tween the presgoce of antibodies to thyroid perox-
idase and history of myocardial infarction or be-
tween aortic atherosclerosis and history of myocardial
infarction when thyroid status was not altered (data
not shown).

From our data, we calculated an attributable risk
percentage of 60 and a population awributable risk
percentage of 14 for subclinical hypothyroidism as-
sociated with myocardial infarction (Table 4). If
subclinical hypothyroidism is assumed to be causally
related to myocardial infarction, our findings sug-
gest that it contributed to 60% of cases of myocar-
dial infarction among women affected by subclinical
hypothyroidism and chat it was involved in the
pathogenesis of 14% cof all myocardial infarctions in
the study sample. For purposes of comparison, the
atiributable risk percentages and the population
attributable risk percentages for hypercholesterol-
emia, hypertension, smoking, and diabetes associ-
ated with myocardial infarction in all female partic-
ipants in the Rotterdam Study are preseoted in
Table 4,

Discussion

Our results show that subclinical hypothyreidism
is highly prevalent among elderly women and is
associated with a greater frequency of aortic athero-
sclerosis and myocardial infarction. Among women
with subclinical hypothyroidism, these associations
are slightly stronger in those who have antibodies to
thyroid peroxidase. Thyroid autoimmunity itself is
not associated with aortic atherosclerosis or myocar-
dial infarction.

One limitation of our study is the cross-sectional
nature of the design, which necessitates careful in-

terpretation of the results. The relative risk for
myocardial infarction in women with subclinical hy-
pothyroidism in the prospective part of cur study
was similar to the point estimate in the cross-sec-
tional part of our study. However, the CI was wide
and included 1.0. Furthermore, we must consider
the fact that clevated TSH levels may be caused by
nonthyroidal illness (31, 32). However, we excluded
women with a low free thyroxine level and observed
that women with subclinical hypothyroidism did not
differ from euthyroid women in levels of to1al pro-
tein, albumin, and creatinine. Therefore, it is highly
uniikely that nonthyroidal illness affected the valid-
ity of our results. Serum samples were obtained only
from women who visited the research center, We
assume that the nonresponse for the visit to the
rescarch center will not depend on subclinical hy-
pothyroidism differently among persons with or
without the presence of cardiovascular disease,
making selection bias unlikely. Furthermore,
follow-up information was not available for all study
participants as a result of logistic reasons. Because
we have no reason to assume that the relation be-
tween subclinical hypothyroidism and myocardial in-
farction in women with complete follow-up data
differs from this association in those without follow-
up data, we do not believe that this lack of infor-
mation influenced the validity of our results.
Approximately 11% of women in our sample had
a TSH level greater than 4 mU/L. This prevalence
closely resembles that reported in women in the
Wickham survey (5), the Framingham Study (6),
and a study in community-dwelling elderly persons
(33). Among all women in our sample for analysis,
13 (1.1%) had unrecognized overt thyroid failure
characierized by an elevated TSH level (>4.0
mU/L) and an abnormal free thyroxine level (<1t
pmol/L [0.9 ngfdL]), which is in agreement with
reports of prevalence found during screening (4).
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These data suggest that our sample is representative
of the general population.

Several studies on the association between coro-
nary heart disease and subclinical hypothyroidism
have been done. Our results agree with those of
previous case-control studies that also showed an
association between subclinical hypothyroidism and
coronary heart disease in elderly women (9, 10).
However, a Finnish study that presented results of
men and women together provided no evidence that
latent thyroid failure is associated with coronary
heart discase (7). Female paticnis with coronary
heart disecase were shown to have significantly lower
serum levels of TSH than coatrols; however, sub-
clinical hypothyroidism did not seem 10 be related
to the presence of coronary heart disease (11). In
the Wickham survey, no cross-sectional association
with ischemic heart disease was observed, but a
weak association between minor clectrecardio-
graphic changes and minor degrees of hypothyroid-
ism was found in women (8).

Data on atherosclerosis and subclinical hypothy-
roidism are scarce. A case-control study in elderly
women suggested an association between subclinical
hypothyroidism and peripheral arterial disease (34).
We are the first to describe an association between
subclinical hypothyroidism and atherosclerosis as
assessed by 2 noninvasive measurement in a general
population sample. Aostic atherosclerosis was diag-
nosed by radiographic detection of calcified deposits
in the abdominal aorta, which has been shown to be
a highly specific technique for the measurement of
aortic intima atherosclerosis (21). False-negative
misclassification may have occurred in our study,
but it was probably independent of thyroid status
and therefore may have affected our results only by
causing us to underestimate the association. Be-
cause we found that subclinical hypothyroidism was
associated with both atherosclerosis and myocardial
infarction, our data may indicate that atherosclero-
sis is involved in the mechanism by which subclinical
hypothyroidism and myocardial infarction are asso-
ciated.

Several mechanisms that may be involved with
the assaciation of subclinical hypothyroidism with
atherosclerosis and myocardial infarction can be
considered. A common cause of thyroid failure in
elderly women is autoimmune thyroiditis (6, 35). It
has been suggested that pathologic immune reactiv-
ity (for example, immune complex-mediated vascu-
lar damage) may be important in the association of
autoimmune thyroiditis with coronary heart disease
(36). However, the literature on this association is
controversial. Some studies have described an asso-
ciation between thyroid autoimmunity and coronary
heart disease (9, 10, 12, 14, 37), and other studies
have not (7, 8, 11, 15). Different uses of various

Tahle 4. Attributable Risk Percentages and Population
Attributable Risk Percentages for Subclinical
Hypothyroidism and Classic Risk Factors for
Cardiovascular Disease Assodlated with Incident
Myocardial Infarction in Women in the

Rotterdam Study
Risk Factor Age-Adasted  Attnibutable Population
Refative Risk* Risk Astributable Risk
%
Subdmical hypothyroidism 25 60 14
Hypercholesterolemnia 24 58 13
Hypertension 1.6 kL] 14
Smoking 2.0M.2¢ 5017+ 15
Dizbetes melffins 2.4 SB 14

'Detmnhndbyusngcu:pmpumdhau:dsmgrmmam
m—d;::ﬂmﬂzdmw&mkmmhmmlmm
never ers,

+ Age-adjusted refative rsk and attibutable risk percentage for past compared wath
never smokers.

generations of antibody assays and different defini-
tions of thyroid autoimmunity may have played a
role in these discrepant findings. We found no as-
sociation between the presence of antibodies to thy-
roid peroxidase itself and aortic atherosclerosis or
myocardial infarction, which weakens the notion
that a pathologic immune reactivity is important.

We found that associations between subclinical hy-

pothyroidism and aortic atherosclerosis or myocar-
dial infarction were slightly stronger when subclini-
ca! hypothyroidism was accompanied by antibodies
to thyroid peroxidase. This suggests that subclinical
hypothyroidism, which is thought to be more severe
and lasting in the presence of thyroid antibodies,
contributes to the pathogenesis of cardiovascular
disease.

Some authors found a disturbance in the athero-
genic hpid metabolism in patients with subclinical
hypothyroidism (38-42), whereas other studies did
not (43-45). Although in our study the total cho-
lesterol level was higher in women with overt hypo-
thyroidism than in euthyroid women (data not
shown), we did not find that total cholesterol level
was higher in women with subclinical hypothyroid-
ism than in euthyroid women. High-density lipopro-
tein and total cholesterol levels provided no patho-
physiologic explanation for the association of
subclinical hypothyroidism with aortic atherosclero-
sis and myocardial infarction. Other lipids—such
as low-density lipoprotein cholesterol level, en-
hanced low-density lipoprotein oxidation (46), tri-
glyceride level, and lipoprotein(a) level (42)—may
be responsible for the association between subelin-
ical hypothyroidism and cardiovascular disease, but
we did not measure these factors.

Other mechanisms that may be involved in the
association between subclinical hypothyroidism and
cardiovascular disease can be derived from experi-
mental data. In vitro, thyreid hormones inhibit
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collagen-induced platelet aggrepation (47, 48) and
directly relax smooth muscle (49). These effects may
be important if thyroid hormones have the same
effects in adult humans, although in subclinical hypo-
thyroidism, by definition, ievels of thyroid hormones
are oot decreased. Hypothyroidism is accompanied
by a hypercoagulable state (50), increased blood
viscosity (51), and a greater plasma concentration of
total homocysteine (52); if these factors are also
seen in subclinical hypothyroidism, they may account
for atherosclerotic and ischemic disorders.

In conclusion, we found that subclinical hypothy-
roidism is highly prevalent in elderly women and is
strongly and independently associated with aortic
atherosclerosis and myocardial infarction. The pop-
ulation attributeble risk percentage for subclinical
hypothyroidism associated with myocardial infarc-
tion was within the range of that for known major
risk factors for cardiovascular disease. Additional
research should be done to determine whether this
association can be confirmed in a prospective study.
If not, subsequent studies may focus on the effec-
tiveness of possible therapies for subclinical hypo-
thyroidism in elderly women and the desirability of
screening such women for this disorder,
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Subctinical hypothyroidism in infertile women: the Impartance of continuous
monitoring and the role of the thyrstropin-releasing hormone stimulation test.

Eldar-Geva T. Shoham M, Riister A, Margalioth EJ. Livoe K. Meirow D.

Department of Endocrinelogy and Metabolism, Department of Obstetrics & Gynecology, Shaare-
Zedek Medicat Center, Ben Gurion University of the Negev, Jerusalem, Israel,
gevat@eomec.org.i

The aim of cur study was to assess the prevalence of subclinical hypothyroldism
{SH) after administering a thyrotrapin-releasing hormone (TRH) stimulation test
among women with normal serum thyroid-stimulating hormone (TSH) levels and
various causes of infertility. Eighty-seven infertile women (39 with ovulation
disorders and 48 with other causes of infertility) had a TRH stimulation test on day 3
- 7 of their cycle. Exaggerated TSH response (>30 miU/i at 20, 40 or 60 min)
following intravenous Injection of 400 microg TRH was defined as SH. The TRH test
was performed 2 - 4 months after the first visit to the clinic. We found that the
prevalence of SH was significantly higher among women with ovulation disorders
{20.5%) than among women with normal ovulation {8.3%). In addition, we found
that atthough basal TSH levels were normal at recruitrnent, 2 - 4 months later these
levels were abnormally high in 8% of the women. All these women had &n abnormal
TRH test. We recommend performing TRH stimulation testing in women suffering
from avulation disorders who have normal basal TSH levels, followed by repeat
assessments of thyroid function to epable treatment with thyroxine in cases with
abnormal results,
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ABSTRACT

Although subclinical hypothyreidism is frequently diagnosed, the
decision to ipstitute a substitutive therapy with L-T, remains con-
troversial. Because the cardiovascular system is considered 2 main
target for the action of thyroid hormone, we investigated whether
subelinical hypeothyreidism induces cardiovascular abnormalities.

Twenty-six patients (mean age, 38 = 12 yr) were evaluated by
Doppler-echocardiography, whereas a subgroup of 10 patients, ran-
domly selected, were reevaluated after 6 months of L-T, substitutive
therapy (mean dose, 68 ug daily). Thirty subjects (matched for oge,
sex, and body surface area) served as controls.

Mean plasma TSH was significantly higher in patients (P < 0.001),
whereas mean serum free T, and free T, concentrations, although n
the normal range, were significantly lower (P < 0,001 and P < 0.005,
respectively). Blood pressure and heart rate did not differ from control
values. Echocardiogram examination showed no sbnarmalities of the
left ventricular morphology and a slight, but not significant, reduction
in the systolic function in the patient group. In contrast, Doppler-
derived indices of diastalic functien showed significant pralongation

of the isovolumic relaxation time (94 * 13 vs, 84 % 8 msec; P < 0.001),
increased A wave (55 = 13 vs. 48 + 9 cr/sec; P < 0.05), and reduced
early diastolic mitral flow velocity/late diastolic mitral flow velocity
ratio{1.4 = 0.3 vs. 1.7 * 0.3; P < 0.001). In the subgroup of 10 patients,
thyroid hormone profile was normalized by 6 months of L-T, substi-
tutive therapy, whereas no changes were observed in the left ven-
tricular morphology. Systolic function was sigmificantly enhanced, as
compared with pretreatment values (P < 0.01) but did not differ from
control values. Alse, systemit vascular resistance waa significantly
decreased by LT, replacement therapy. Assesament of diastolic func-
tion showed significant shortening of isavolumic relaxation time (77 =
15 ps. 91 = 8; P < 0.05), reduction of Awave(51 = 13vs. 60 = 12; P <
0.01), and increase of early diastolic mitral flow velocity/late diastolic
mitral flow velocity ratio (1.7 * 0.4 ps. 1.3 * 0.3; P < 0.001). These
indices, however, were camparable with those of control subjects,
These findings indicate that subclinical hypothyroidism affects
diastolic function and that this abnormality may be reversed by L-T,
substitutive therapy. (J Clin Endocrinel Metal 84: 20642067, 1899)

UBCLINICAL hypothyroidism (SHypo) is characterized

by variably increased serum TSH concentration with

apparently normal serum free T, (F-T,) and free T; (F-T,)
levels. It occurs in 10-15% of the general population (1).

The clinical presentation of SHypo is nonspecific, and the
symptoms are usually subtle, as compared with those of
overt hypothyroidism, probably in refation to the intensity
and the duration of thyroid hormane deficiency and the age
of the patients.

The decision to treat the patients affected by SHypo with
substitutive L-T, therapy remains controversial (1-3) and
mainly dependent on the physician’s attitude (to consider the
disease as a mild form of tissue hypothyroidism or as a
compensate state, in which the increase of TSH is required to
maintain normal circulating thyroid hormone concentra-
tions). Indeed, reports on the efficacy of replacement therapy
with levethyroxine (L-T,) on the lipid abnormalities in the
patients with SHypo have shown conflicting results (4-10).
However, although it is difficult to establish a cutoff for TSH
values that clearly indicates the need to institute a substitu-
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tive therapy with t-T,, the treatment is generally recom-
mended in the presence of a serum TSH level of 10 mU/L or
more (2, 11, 12). When the TSH level is less than 10 mU/L,
the treatment may be indicated in relation to the presence of
goiter or antithyroid antibodies to prevent the onset of overt
hypothyroidism more than to tissue assessment of thyroid
hormone deficiency (1).

Considering the high prevalence of SHypo and the well-
established cardiac consequences of altered thyroid status, in
the present study, we investigated whether SHypo causes car-
diovascular abnormalities. To this aim, we assessed cardiac
morphology and function, using noninvasive methods, in pa-
tients with SHypo before and after L-T, substitutive therapy.

Subjects and Methods

* The study was performed by means of Dappler-echocardiography in
26 patients with SHypo and in 30 normal control subjects.

SHypo was diagnosed on the basis of TSH vatues above normal (see
Table 1}, associated with a supranormal response to TRH (ATSH above
30 mU/L), and FT; and FT, in the lower limit of the normal range. Only
the patients with stable TSH and thyroid hormane levels for at least 6
months before the enrollment and with a positive tast for serum anti-
thyrold peroxidase antibodies were included in the study. TSH and
thyroid hormone levels were censidered stable if their vanations were
lower than 20% in three consecutive evaluations performed in the 6
months before study. Patients and normal volunieers had a sedentary
life-style, none of them had a history of cardiovascular disease, and all
were in sinus rhythm.
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TABLE 1. Charecteristics of the study population

Cantrols SHypo patients

{n = 30} {n = 26)
Age (yr) 36+ 11 36 £ 12
Sex (M/F) 624 204
BSA (m?) 1.67 = 0.17 164 + 012
HR (bpm) 71+8 73+9
SBP (mm Hp) 125 £ 12 120 + 10
DBP (mm Hg) T+5 %7
FT, (7.7-23.2 pmol/L} 15326 9430
PFT, (3.9-8.8 pmol/L) 60x12 51zx11*
TSH (0.2-3.0 mU/L} 1.6+09 5.6 = 48"

BSA, body surface area; HR, heart rate; SBP, systalic blood pres-
sure; DBP, diastolic blood pressure.

° P < (.001.

& P = 0.005, vs. contrel subjects.

A subgroup of 10 patients, randomly selected, was reevaluated after

6 months of 1-T, therapy, at substitutive doses ranging from 50-100 ug

daily, with a mean dose of 68 ug. None of the subjects received any

medication during the study, other than t-T, for the subgroup of 10
patlenls reviously described.

Epas gave informed consent before participating in the study.

a.nd the protocel was approved by the Ethies Committee of the Uni-
versity of Naples Federico Il

Assessment of thyroid status

Evaluation of plasina TSH levels was performed by an ultrasensitive
immunoradiometric assay (Bouty, Milan, Italy) with 2 detection limit of
0.05 mU/L. The intra- and interassay variations were 3.1% and 3.8% at
025-30 mU/L. Serum FT, and FT, were measured using the Lisophase
Kits (Bouty). The intra- and interassay variations and sensitivities were
19%, 4.7%, and 0.8 pmol/L for FT,, respectively, and 4.1%, 5.9%, and
1.0 pmol/L for FT,.

Deppler-echocardiography

Complete mono- and two-dimensional, and Doppler-echocardio-
graphic analysis was performed by an ultrasound mechanical system
equipped with a 3.5-MHz transducer (Apogee CX, Interspec, Inc., Am-
bler, PA), as previously described (13, 14). The examinations were per-
formed by the same operator for all participants in the study. The
investigator reading the echoes was blinded as to whether the recordings
he was interpreting were of hypothyroid or normal subjects.

The parameters of systolic and diastolic function, derived by echo-
cardiography and by Doppler examination, were assessed as previously

(14, 15). Stroke volume was obtained using the method of
Teichholz ef al. (16). Cardiac output (CO} was measured as the product
of stroke volume and heart rate. Systemic vascular resistance (SVR) was
calculated as follows: SVR = [(mPAO-mPRA}/CO) X 80, where mPRA
is the mean right atrial pressure, considered equal to zero mm Hg ineach
subject, and mPAQ is the mean aortic pressure, derived by cuff-sphyg-
momanometer, as diastolic blood pressure + 1/3(systolic-diastolic
blood pressure) (17). Furthermore, aortic peak flow velocity and mean
aortic acceleration were obtained by the recording of the aortic flow
velocimetry. In particular, mean aortic 2cceleration was obtained by
dividing the peak flow velocity by the acceleration Gme (18).
Statistical analysis

All data in the text and tables are reported as the mean + so. Com-
parisens among contrel subjects and subdinical hypothyroid patients
were performed by the two-tailed Student’s ¢ test for unpaired data,
whereas comparisons among the subgroup of 10 subclinicai hypothy-
raid patients, before and 6 months after 1-T, treatment. were performed

uging the two-talled Student’s f test for pau‘ed data, A P value less than
0.05 was considered as significant,

Resulis

‘The clinical characteristics of the study population are shown
in Table 1. Patients and normal controls were well matched for
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age, sex, and body surface area. Both heart rate and blood
pressure were comparable in the two groups. As expected, TSH
levels were significantly higher in patients thar in controls. FT;
and FT, levels, although in the normal range, were significantly
lower in the patients than in control subjects.

As summarized in Table 2, no abnormalities were found
in LV morphology and mass in the patients with SHypo.

Table 3 displays Doppler-echocardiographic resting indi-
ces of LV systolic and diastolic function. No dear evidence
of systalic dysfunction was found in the patient group. The
only abnormality was a significant, although mild, decrease
in the mean aortic acceleration.

Doppler-derived indices of left ventricular {LV) diastolic filling
showed dear abnormalities of myocardial relaxation, as indicated
by significant prolengation of the isovolumic relaxation time (Fig.
1) and significant reduction of the early diastolic mitral flow ve-
locity/late diastolic mitral flow velocity (E/A) ratio, mainly ac-
counted for by increased A-wave of mitral flow velocity.

In the subgroup of SHypo patients receiving 1-T, substi-
tutive therapy for six months, TSH was normalized {from
92+ 42t01.7 * 1 mU/L, P < 0.005), whereas FT; and FT
increased (FT3: from 4.5 * 1.2 to 5.6 = 1.4 pmol/L, P < 0.05;
FT4: from 9.3 = 3.4 to 14.4 = 3.8 pmol/L, P < 0.005) and were
no longer different from the values of control subjects.

As summarized in Tables 4 and 5, 1-T, substitutive therapy
did not induce significant changes in LV morphology. In con-

TABLE 2. Echocardiographic parameters to left ventricular
morphology in subclinical hypothyroid patients and in normal
subjects

Controls SHypo patients
(n = 30) (n = 26}
LVEDD (mm) 48+ 3 4154
LVESD {mm) 3052 3054
Diastolic TVST {mm) 92=15 98z 1.7
Diastolic LVPWT (mm) 85=*14 B =11
LVMi (g) 83 = 14 86 + 17

LVEDD, left veniricular end diastolic diameter; LVESD, left ven-
tricle end systolic diameter; IVST, interventricular septum thickness;
LVPWT, left ventricle posterior wall thickness; LVMi, left ventricle
mass corrected for body surface area.

TABLE 3. Doppler-echocardiographic parameters of left
ventricular function in subclinical hypothyreid patients and in
normal subjects

Contrals SHypa patients
(n = 30} (0 = 26)
Systolic function
FS (%) 36 4.0 36 £4.5
mVCF (cirefsee) 13=x01 12+02
Mean acrtic acceleration (mfsec®) 101 = 1.1 93+ 14°
Peak aortic flow velocity (cm/sec) 09=x01 09>02
Cardiac cutpul pL/min 5223 = 959 5300 > 1260
SVR (dynes/sec - em™®) 1460 + 343 1470 = 372
Diastatic function
E {cm/sec) 79=x11 74 £13
A (emfsec) 89 55 = 13*
E/A ratio 1703 14 = 03%
IRT {(msec) 848 94 = 135

FS, fractional shertening; mVCF, mean velocity of circumferential
fiber shortening; IRT, isovolumetric relaxation time; SVR, systemic
vascular resistance.

* P < 0.05, va. control sobjects.

& P < 0.001.
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Fic. 1. Individual values of isovolumetric relaxation time (IRT) in
controls and in patienis with SHypo before (SHypo) and after (SHypo
+ L-T,) L-T, replacement therapy.

TABLE 4. Echocardiographic pargr?el.ers_ofleﬂ ventricular
morphology in subclinical hypathyroid patients before and after
L-T, replacement therapy

SHypo patients (n = 10)

Before therapy Afier therapy
LVEDD (mm) 475+ 4 47z 3
LVESD (mm) D=4 285+ 4
Diastalic IVST (mm) 38 =06 9511
Diastalic LVPWT (mm) 8709 84207
LVMi (@) 8720 g2+11

trast, Doppler indices of diastolic function were normalized by
1-T, therapy, whereas systolic function improved. In particular,
the isovolumic relaxation time shortened significantly to values
comparable with those of normal subjects (Fig. 1}, and the E/A
ratio increased significantly. Fractional shortening, mean ve-
locity of drcumferential fiber shortening, and mean aortic ac-
celeration were all enhanced by L-T, therapy, although they
were still in the normal range. Mareover, CO increasesd slightly,
but not significantly, whereas SYR was reduced by L-T, treat-
ment, although it was not significantly different from the mean
value of the control subjects.

Digcussion

The results of the present study demonstrate that abnor-
mal LV diastolic filling (suggestive of impaired LV relax-
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TABLE 5. Duppler-echocardiographic parameters of left
ventricular function in subclinical hypothyroid patients before and
after L-T, replacement therapy

SHypo patients (n = 10)

Baefrre th After therapy

Systolic function

FS (%) 371=x5 /7

mVCF (circe/sec) 12+02 1.3 =02

Mean aortic acceleration (m/sec”) 93+13 1.1 * 2.3°

Peak aortic flow velocity {cm/sec) 0.9 + 0.2 09 x01

Cardiae Qutput {mL) 5330 + 31840 5B0B = 1758

SVR (dynes/sec - em™5) 1497 + 415 1361 = 383®
Diastolic function

E (cm/sec) 78 =12 B5 = 14"

A (cmm/sec) 60+ 12 5l = 13°

E/A ratio 1303 1.7x04°

IRT {msec) 918 77 £ 15°

® P < 0.01 us. before therapy.

bp < 0.05.

P« 0.001,

ation) is a common finding in patients with SHypo and that
this abnormality may be reversed by a short-term substitu-
tive 1-T, therapy.

Cardiac function has been previously evaluated in patients
with SHypo, by systolic time intervals, with conflicting re-
sults (19-25). Some authors reported prolonged systolic time
intervals in SHypo {19-21), which improved after L-T, ther-
apy, particularly in those patients with more marked basal
abnormalities {(20). In contrast, Tseng ¢t al. found that the
isovolumic contraction time, the preejection period, and the
ratio of preejection period to LV ejection time were normal
in patients with SHypo (25), as assessed by simultaneous
recording of aortic and mitral flow velocities.

Arem et al., using Doppler echocardiography at rest and
during exercise in eight patients with SHypo, found normal
cardiac structure and function, and mild prolongation of the
preejection period during exercise and slightly reduced LV
diastolic dimensions at rest (26). .

Bell et al. showed, by radionudlide ventriculography, that
patients with SHypo have normal ejection fraction at rest, with
a small (but significant) increase in LV ejection fraction during
maximal exercise after L-T, therapy (27). Forfar &t 4l. also re-
ported 2 blunted increase in ejection fraction during exercise,
with 2 clear improvement in this parameter after L-T, replace-
ment therapy (28). Moreover, Foldes ¢t al. found a lower ejection
fraction, both at rest and during physital exercise, in patients
with SHypo, as compared with normal subjects (29).

The discrepant results reported in previous studies of car-
diac involvement in SHypo might be, in part, related to the
different patient selection (age, inclusion of patients with
previous hyperthyroidism, evaluation of patients with acute
or unstable SHypo) and to the different diagnostic criteria
(too-large range of TSH levels).

In the present study, we performed a strict selection of
patients with stable SHypo, excluding patients with con-
founding factors particularly affecting the cardiovascular
system. The impaired diastolic function in this group of
patients suggests that SHypo is a condition of minimal tissue
hypothyroidism rather than a compensated state. If this is the
case, the patients with SHypo should all be considered as
potential candidates for therapy with -T,.
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The idea that SHypo should be treated is also supported
by a recent study from Perk et 2l., who found greater pro-
gression of left coronary angiographic lesions in hypothyroid
patients with TSH levels in the range seen in SHypo, com-
pared with patients whose TSH levels were assiduously
maintained in the normal range (30).

An impairment of diastolic function is a common finding
in many cardiac diseases, and it often precedes and causes
systolic dysfunction {31). It has been documented that 30-
40% of heart failure syndromes are secondary to impaired
diastolic function (31). Therefore, the diastolic dysfunction
observed in the current study could be the prelude to more
serious limitations of cardiac function and physical perfor-
mance. In this regard, our finding may be causally related to
the blunted increase of LV ejection fraction during exercise
observed in patients with SHypo (27, 28).

There is a seeming discrepancy between the results of the
present study and our previous findings in subclinical hy-
perthyroidism (14). Specifically, both subclinical hyperthy-
roidism and hypothyroidism patients show similar diastolic
abnormalities despite opposite hormonal patterns. However,
subclinical hyperthyroidism is associated with mild LV hy-
pertrophy, whose well-known deleterious consequences on
diastolic function (31) may prevail over the enhanced relax-
ation induced by thyroid hormone excess (32). On the other
hand, SHypo may impair directly diastolic function by re-
ducing sarcoplasmatic calcium ATPase activity, with conse-
quent impairment of ventricular diastolic function (33).

Among the indices of systolic function, only mean aortic
acceleration was significantly reduced in the group of patients
with SHypo. Therefore, this index seems to be the most sus-
ceptible to variations in thyroid hormone levels. Furthermore,
in the groups of patients with SHypo treated with replacement
L-T, therapy, SVR was significantly reduced, which confirms a
direct vasodilatory effect of thyroid hormone (34).

Dappler-echocardiography represents a simple and reli-
able method for the evaluation of morphology and function
in patients with SHypo. An additional advantage is its easy
repeatability and, therefore, it could be used to serially eval-
uate the adequacy and efficacy of 1-T, dose. To support this
concept, in the subgroup of patients treated with substitutive
doses of L-T,, the echo-Doppler evaluation performed after
6 months demonstrated an improvement of cardiac function.

In conclusion, the resulls of this study show that diastolic
function is irmpaired in patients with stable SHypo. This ab-
normality is reversible after 6 months of substitutive L-T, ther-
apy. Doppler-echocardiography may be considered a reliable
method for a cross-sectional and longitudinal assessment of left
ventricular diastolic function in patients with SHypo.
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interventions for clinical and subclinical hypothyroidism in pregnancy.

Reid $M, Middleton P, Cossich MC, Crowther CA,
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Adelaide, Women's and Children's Hospital, 72 King Wiliam Road, Adelaide, South Austrafia, Australia, 5006,

Abstract

BACKGROUND: Over the last decade there has been enhanced awareness of the appreciable morbidity of thyroid
dysfunction, particutarly thyroid deficiency. Since treating clinical and subdiinical hypothyroidism may reduce adverse
cbstetic outcomes, it is crucial to identify which interventions are safe and effective.

OBJECTIVES: To identify interventions used in the management of hypothyroidism and subdinical hypothyroidism in
pregnancy and to ascertain the impact of these interventions on important matema, fetal, neonatal and chikihood
outcomes.

SEARCH STRATEGY: We searched the Cochrane Pregnancy and Childbirth Group's Trials Regtster {November 2009).

SELECTION CRITERIA: Randomised controlled trials (RCTs) that compared a pharmacological intervention for
hypothyroidism and subdlinical hypathyroidism in pregnancy with another intervention ar placebo.

DATA COLLECTION AND ANALYSIS: Two review authors assessad irial eligibility and quality and extracted the data.

MAIN RESULTS: We inchuded three RCTs of moderate risk of bias involving 314 women. In one trial of 115 women,
levathyroxine therapy to treat pregnant euthyroid women with thyroid peroxidase antibodies was not shown to reduce pre-
eclampsia significantly (risk ratio (RR) 0.61; 95% confidence interval (C1) 0.11 to 3.48) but did significantly reduce preterm
birth by 72% (RR 0.28; 95% C10.10 to 0.80). One triat of 30 hypothyroid women compared levothyroxine doses, but only
reported biochemical outcomes. A trial of 169 women compared the race element selenomethionine (selenium) with
placebo and no significant differences were seen for either pre-eclampsia (RR 1.44; 95% CI 0.25 to 8.38) or preterm birth
(RR 0.95; 95% C1 0.20 to 4.61). None of the three trials repored on childhood neurodevelopmental defay. There was a non
-significant trend towards fewer miscarriages with levothyroxing, and selenium showed some favourabla impact on
postpartum thyrold function and decreased incidence of moderate to advanced postpartum thyroiditis.

AUTHORS' CONCLUSIONS: Levolhyroxine treatment of clinical typothyroidism in pregnancy is aifeady standard praclice
given the documented benefits from earier non-randomised studies. Whether levothyroxine should be utilised in
autcimmune and subcinicat hypothyroidism remains to be seen, but it may prove worthwhile, given a possible reduction in
preterm birth and miscarmiage. Selenomethionine as an intenvention in women with thyroid auloantibodies is promising,
particulary in reducing postpartum thyroiditis. There is a probable low incidence of adverse outcomes from levothyroxine
and selenomethionine. High-quality evidence i3 lacking and large-scale randomised trials are urgently needed in this area.
Until evidence for or against universal screening becomes available, targeted thyroid funclion testing in pregnancy should
be implemented in women at risk of thyroid disease and levothyroxine utilised in hypothyroid women.

PMID:20614463[PubMed - indexed for MEDLINE]
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TSH-Controlled L-Thyroxine Therapy Reduces
Cholesterol Levels and Clinical Symptoms in
Subclinical Hypothyroidism: A Double Blind,
Placebo-Controlled Trial (Basel Thyroid Study)
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Department of Central Laboratories (P.H.), University Hospital Basel, CH-4031 Basel, Switzerland

This study evaluated the effect of physiological, TSH-guided,
L-thyroxine treatment on serum lipids and clinical symptoms
in patients with subclinical hypothyroidism. Sixty-six women
with proven subclinien] hypathyroidism (TSH, 11.7 = 0.8 miU/
liter) were randomly assigned to receive L-thyroxine or pla-
ceba for 48 wih. Individual L-thyroxine replacement (mean
dese, 855 ® 4.3 pg/d) was performed hased on blinded TSH
monitoring, resulting in euthyroid TSH levels (3.1 = 0.3 mIU/
liter). Lipid concentrations and clinical scores were measured
before and after treatment. Sixty-three of 68 patients com-
pleted the gtudy, In the L-thyroxine group (n = 81) tatal cho-
lesterol and low density lipoprotein cholesteral were gignifi-
cantly reduced [—0.24 mmolfiter, 3.8% (P = 0.015) and —0.33
mmoliiter, 8.2% (P = 0.004), respectivelyl. Low deusity k-

. poprotein cholesiero! decrease was more pronounced in pa-

tients with TSH levels greater than 12 m[Ulliter or elevated

low density lipoprotein cholesterol levels at baseline. A sig-
nificant decrease in apolipoprotein B-10¢ concentraticns was
observed (P = 0.037), whereas high dengity lipoprotein cho-
lesterol, triglycerides, apolipoprotein Al, and hpopmtem(a)
lovels renuunzd unc = 'I\vt; clinical sen!:l-
symptoms and signs hypothyroidiem (Billewicz and
Zulewski scores) improved significantly (P = 0.02).

This ia the first double blind study to show that physioclog-
ical L-thyroxine repl t in patients with subclinical
hypothyroidism has a beneficial effect on low density lipo-
protein cholesterol levels and clinical symptoms of hypo-
thyroidiem. An impartant risk reduction of cardiovascular
mortality of 9-31% can be estimated from the observed im-
provement in low density lipoprotein cholesterol. (f Clin
Endocrinol Metad 88: 4860 -4888, 2001)

UBCLINICAL HYPOTHYROIDISM (SCH) has been de-
tected with increasing frequency in recent years and is
causing major controversies conceming management and
treatment. This syndrome is characterized by the finding of
elevated TSH levels in the presence of normal circulating
thyroid hormones, T,, and T; (1-3). In a classical epidemi-
ological study the prevalence of SCH was 7.5% in women
and 2.8% in men {(4). The highest prevalence (up to 16%) was
found in elderly women over 60 yr of age (5). It is to be
expected that an increasing number of patients with SCH will
be detected by the widespread use of TSH measurements, as
TSH screening has been shown to be cost-effective (6).
Patients with SCH may present with variable dlinical man-
ifestations, showing signs and symptoms of hypothyroidism.
SCH has been linked with abnormalities of lipid metabolism
[increased serum total cholesterol and low density lipopro-
tein cholesterol (LDL-C)) {3) associated with increased risk
for coronary heart disease, and depression (7, 8). In addition,
several karget tissues were shown to be affected [e.g. ankle
reflex time (9, 10), systolic ime intervals (11-16), and PRL
levels (10, 13)).
Short-term intervention trials showed a lipid-lowering ef-
fect of L-thyroxine in patients with SCH (17-23), which, how-

Abbreviations: HDL-C, High density lipoprotein cholesteral; LDL-C,
iow density lipoprotein cholestercl. SCH, subclinical hypothyroidism.

ever, could not be confirmed in placebo-controtled, double
blind studies in rather small groups of patients (13, 14, 24). To
evaluate the therapeutic effect of physiological L-thyroxine
doses, we initiated a prospective, dguble blind, placebo- and
TSH-controlled study in a larger group of patients with SCH.
The aim was to investigate the clinical and lipid-lowering
effects of physiological L-thyroxine replacement in patients
with confirmed subclinical hypothyroidism.

Materials and Methods
Study population

Between September 1993 and May 1997, 66 women with SCH were
enrolled in this prospective study. All patients were examined and

followed-up in the Thyroid Research Unit of the Division of Endocri-
nology,
zerland).

artment of Medicine, University Hospital Basel (Basel, Swit-
inclusion criteria were 2s follows: 18-75 yr old, TSH level
mere than 5.0 mIU/liter on 2 consecutive blood tests, exagperated TSH
response of more than 35 miU/liter after oral TRH stimulation, free T,
concentration within the stormal range, and good general health as
assessed by a full medical and endocrine work-up. The exclusion criteria
were as follows: coronary heart disease, pituitary /hypothalamic disor-
ders, or other nonthyroidal ilinesses; thyroid hormone medication up to
3 months before enrollment; lipid-lowering agents within 6 months
befora enrollment; and cbvious or suspected poor compliance. Forty-
nine of 66 patients had a postmenopausal honmneshhas with identical
ratios between the treatment groups (L-thyroxine, 25/33; placebo, 24/
33). In patients receiving E replacement therapy (9 in each group) the
dose remained unchanged over the entire study period.
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The underlying thyroid disorders leading to SCH were autoimmime
thyroiditis (n = 33), Graves’ disease {n = 22; treated with radioiodine,
surgery, or carbimazole), toxic multinodular goiter (n = 1; treated with
radiciodine), surgically resected goiter (n = 6), and idiopathic SCH (n =
4). The median time after radioactive iodine therapy before entry into the
study was 11.0 yr (range, 1-42 yr), The frequencies of underlying thyroid
disorders were equally distributed in the L-thyroxine and placebo
groups.

A total of 63 women (mean age, 585 % 1.3 y1) completed the study
according to the study protoced, with no serious adverse events reparted,
The study was terminated early in 2 partidpants due to previously
urknown serious medical comortidities [endometrial cancer (L-thyroxine
group), malignant astrocytoma (placebo group)] and tn rapid progres-
sicn to clinically overt hypothyrotdism in 1 L-thyToxine-treated patient.
Patients were followed-up until May 1998.

Design and organization of the study

We used a prospective, double blind, placebo-controlled trial design
Eligible patients were sequentially assigned to either the t-thyraxine
treatment group (n = 33) ar the placebo group (n = 33) according toa
predefined randomization list. The study duration for each patient was
90 wk, including a 2-wk run-in phase before starting treatment. During
the first 24 wk, the L-thyroxine dose was adapted continuously every 6
wk to achieve optimal physiological harmone replacement with euthy-
roid TSH levels [i.e. basal TSH concentration within the reference range
(0.1-4.0 mIlJ /liter)]. 1-thyroxine (Henning Berlin GmbH & Co., Berlin,
Germany} was given in the fasting state in tablets of 25, 50, 75, 100, or
125 peg active ingredient. The placebo tablets were prepared and packed
in an identical manner as the L-thyroxine tablets. The dosage was con-
trolled every 6 wk to ascertain an optimal replacement regimen (mean
L-thyroxine dose at the end of the study, 855 = 43 pg daily; range,
50-125 pg; Fig. 1). To guarantee blinding, patients in the placebo group
received tablets with dose adjustments in concordance to their randomly
assigned patients in the treatment group. Hormone measurements were
transmitted to an endoainotogist outside the hospital, who compuni-
cated the necessary dose adjustments to the hospital pharmacist, who
then mailed the medication of L-thyroxine or placebo to the patients.
Compliance to Good Clinical Practice guidelines was assured by exter-
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Fio. 1. Change in thyroid hermone levels and L-thyraxine dose dur-
ing replacement treatmeat (n = 31).
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nal study monitoring. The study was approved by the local ethics com-
mittee for human studies, All patients gave thelr written informed
consent to participate in the trial.

Hormone measurements and tests of peripheral
hormone action

Hormone measurements as well as serum lipid measurements were
assessed at the baseline visit and at the end of the study after 48 wk.
Serum samples were collected in the fasting state, immediately pur on
ice, and processed within 30 min Thereafter, they were kept frozen at
=70 C. Te minimire nonspecific variability, all parameters were eval-
vated twice in a period of 2 wk (before and after treatment); for statistical
analysis the results of both measurements were averaged. All laboratory
analyses, including biochemical, hematological, and lipid profiles, were
coneducted at the Department of Central Laboratories at the Unjversity
Hospital Basel. Lipoprotein(a) levels were measured at the Institute of
Clinical Chemistry, State Hospital (5t. Gallen, Switzerland). Total cho-
lesterol (reference range, 3.0-5.2 menol /liter), high density lipoprotein
cholesterol (HDL-C; 0.9-22 mmol/liter), and triglycerides (0.5-23
mumnol/liter) were assayed enzymatically by automated procedures
{Roche). LDL-C levels (1.6-3.4 mmol/liter) were calculated using the
formuta of Friedewald. Apolipoprotein Al (0.95-20 g/liter) and apoli-
poprotein B-100 (0.65-1.35 g/liter) were measured using iurmmoneph-
elometry (Beckman Instruments, Inc./Hybritech, Palo Alto, CA). All
lipid concentrations were measured in the fasting state, and no dietary
instnsctions were given. The serum TSH concentration (reference range,
0.1-4.0 miU fliter) was measured by immunometric assay (Delfia, Wal-
lac, Inc,, Turku, Finland). Free T, (8.0-23.0 pmol/liter) and total T,
(1.2-3.1 nmol/liter} were determined by microparticle enzyme immu-
noassays{ ™Mx, Abbott Laboratories, Inc, Chicago, fL). The degree of
clinical hypothyreidism was estimated using the score developed by
Billewicz (25) (euthyroidism is indicated by a score of S —30 points,
borderline hypothyroidism by —29 to +24 points, and clinical hypo-
thyroidism by =25 points) and using the score developed by Zulewski
et al. (25) (euthyroidism is indicated by a score of 0-1 point, borderline
hypothyroidism by 2-5 points, and dinical hypothyroidism by >5
paints, including an age-correcting factor), as previously described (25).

Statistical analyses

All data are as the mean * smq. Unpaired ¢ test (bwo-sided)
or Mann-Whitney U test in the case of nenparametric distributions was
used to identify demographic variables showing differences among the
groups. Differences of frequencies were tested with the x* test or Fisher's
exact test, as appropriate. In the case of significant interaction between
treatment and intrasubject effect, treatment effects were compared for
each treatment group by paired ! test (two-sided} for normally distrib-
uted data and Wilcoxon signed rank test for nenparametric distribu-
tans. Levels that were undetectable were assigned a value equal to the
lower limit of detection for the assay. All analyses were
intention to treat unless otherwise specified. Significance was defined as
P = 0.05. Data were analyzed using SPSS for Windows (version 10.0,
SPS5, Inc.,, Chicago, IL). .

Results
Baseline characteristics

Between September 1993 and May 1998, 63 women (mean
age, 58.5 + 1.3 yr) completed the study as foreseen by the
study protocol. At baseline the 2 groups of women with SCH
(1-thyroxine, n = 31; placebo, n = 32) were similar with
respect to age, body mass index, smoking habits, and E
status. The patient groups were also well balanced regarding
thyroid hormone concentrations, serum lipid levels, and clin-
ical scores of hypothyroidism. In both groups basal TSH
levels were mildly to markedly elevated (range, 5.0-50 miU/
Iiter) with an exaggerated TSH response of more than 35
miU/liter after orally administered TRH. Peripheral thyroid
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hormone concentrations (T, and T;) were within the lower
reference range (Table 1).

Effect of treatment on thyreid hormone concenirations

The L-thyroxine dose in the treatment group (mean dose,
85.5 * 4.3 ug daily) was adapted at 6-wk intervals to decrease
the TSH concentration to the euthyroid reference range. Inall

TABLE 1. Baseline characteristics of the patients at enrollment
(o = &6)

- L-thyroxine Placebo group

Characteriatica = 33?“" (n = 33
Age (yr} 571=18 57119
Body mass index (kgfim® 2568 = 0.7 26.4 = 0.7
Smokers (%) 5 (15.1%) 2 (6.1%)
Pre/fpostmenopausal® 8125 924
TSH basal (mIU/liter) 14417 11.3=10
Free T, (pmolfliter) 119+03 12.2 = 0.3
Total Ty (nmol/liter) 20101 1901
Total cholesterol (mmolliter) 6.3x02 60=02
LDL-C {mmolAiter) 4102 37=02
HDL-C (mmol/liter) 1.7£0.1 1.5x0.1
Triglycerides {(mmolditerP 13*01 15=02
Apolipopratein Al (gliter) 1801 1700
Apolipoprotein B-100 (g/liter) 13201 12*01
Lipoprotein(a) (mgftiter)® 247.8 + 399 211.8 > 42.7
Billewicz score (pointa)* ~253 £ 2.7 -279x24
Zulewski score (points)® 22 *0.3 18+02

Characteristics at baseline were not significantly different in both
treatment groups {analysis was done by intention to treat: signifi-
cance was determined by unpaired ¢ test (two-sided) or by * Mann-
Whitney U test in nonparametricdistribution, and® y? test or Fisher's
exact test, aa appropriate]. Data are meapn * SEM,
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L-thyroxine-treated patients, TSH concentrations were in the
reference range at least for the last 24 wk. The mean serum
T5H level at the end of the study was 3.1 £ 0.3 mIU /liter (Fig.
1 and Table 2). No patient had a blunted or absent TSH
response to TRH. Peripheral thyroid hormone concentra-
tions (free T, and T,) increased significantly within the ref-
erence range. As expected, no change in any variable of
thyroid function occurred in the placebo group (Table 2).

Effect of treatment on serum lipid concentrations

In all women serum lipid concentrations were measured
before and at the end of the study. Significant changes in lipid
concentrations could be seen in L-thyroxine-treated patients
only, whereas placebo-treated patients showed no significant
change during the study period (Table 2). After 48 wk of
L-thyroxine treatment total cholesterol levels decreased sig-
nificantly by —0.24 * 0.09 mmol/liter (3.8%; P = 0.015),
whereas LDL-C levels decreased by ~0.33 + 0.11 mmol/liter
(8.2%; P = 0.004; Fig. 2). Apolipoprotein B-100 levels were
significantly reduced (P = 0.037). The apolipoprotein B-100/
LDL-C ratio did not change after 48 wk of 1-thyroxine re-
placement. In addition, HDL-C levels, triglycerides, and apo-
lipoprotein Al levels as well as lipoprotein(a) cancentrations
remained unchanged. A comparison of the mean treatment
effects between the two treatment groups (L-thyroxine, n =
31; placebo, n = 32) did not reach the level of significance
{total cholesterol, P = 0.23; LDL-C, P = 0.11; HOL-C, P = (.16;
triglycerides, P = 0.97; apolipoprotein Al, P = 0.16; apoli-
poprotein B-10G, P = 0.71; lipoprotein(a), P = 0.83].

In the subgroup of patients with high T5H concentrations

TABLE 2. Parameters before and after 48 wk of treatment with L-thyroaxine or placebo

95% C1
Parameters Before trestment. After 43 wk ¢of 5 means) P
Treatment with L-thyroxine (o = 31)
TSH (milfAiter) 128x 14 3103 ~12.7to 8.8 <0.001
£T, (pmolditer) 116+ 03 1782 0.8 47t078 <0.001
Ty (nmolliter) 20=x01 1.7+01 =0.4to -0.1 <0.001
Toatal cholesterol (mmolfiter) 63x02 61x02 ~0.41t00.0 0,015
LDL-C (mmolAiter) 40+02 3702 ~05t0 0.1 0.004
HDL-C (mmolliter) 1.7x0.l 1.7=0.1 -0.1t00.0 0,476
TCHDL-C ratio 38=01 37x01 -0.3t00.0 0.1
Triglycerides {mmolliter) 183=x01 13+0.1 -0.2to 0.1 0.769
Apolipoprotein Al (g/liter} 1.82 = 0.05 1.76 £ 0.05 —0.1ta 0.0 0.103
Apolipaprotein B-100 (gfliter) 125 =006 1.15 = 0.05 . ~02ta0.0 0.037
Lipoproteinta) {mg/litery* 251.5 = 41.7 236.5 £ 36.5 -388t09.0 0.202
Billewicz score (points)® —257+27 -321x21 —-116t0-1.1 0.022
Zulewski score {points)” 2103 15=02 L1t -0.1 0.024
Treatment with placebo (n = 32)
TSH (mIUNiter) 10.7=09 89086 —-19t00.2 0.108
T, {(pmolliter) 120*03 12304 -0.3t009 0.316
Ty (nmolfliter) 18=01 1901 =0.1t00.2 0.784
Tatal cholesterol (mmeol/fiter} 81=02 60=02 -03t00.1 0.393
LDL-C (mmolliter) 38=x02 3.7=02 -0.3100.2 0.508
HDL-C (mmolliter) 1.6+01 16 =01 03101 0.210
TC/HDL-C ratia 4.1>02 40+02 -02t00.] 0.404
Triglycerides (mmolliter)® 1.5x02 15=02 ~02t00.1 0.507
Apolipoprotein Al (g/liter) 1.71 = 0.05 1.73 = 0.05 -0.1t00.1 0.612
Apolipoprotein B-100 (gliter) 1.22 = 0.07 1.17 £ 0.08 -0.1t0 0.0 0.256
Lipoprotein(a} {mgflitery® 2177 £ 436 208.7T + 448 -38.7tn 18.7 0.284
Billewicz score (points)® —283 =25 -308*+256 ~80t03.0 0.382
Zulewski score (pointe)* 20=02 1602 -0.8 to 0.0 0.074

Data are mean = SEM. Analysis was done per protocol; significance waa determined by paired ¢ test (two-sided) or by ® Wilcoxon signed rank
test in nonparametric distribution: values at 48 wk compared with baseline.
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Treatment with L-T4
{n=31)
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before
treatment
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FiG. 2. Individual decrease in serum LDL-C in 1-thyroxine (n = 31) and placebo (n = 32) groups.

(TSH >12 miU/liter; n = 13), t-thyroxine treatment was
associated with a decrease in total cholesterol levels by
—0.29 = 0.14 mumwol /liter (4.4%; PP = 0.06) and a decrease in
LDLC levels by —0.37 = 0.15 mmol/liter (8.5%; P = 0.03).
In patients with lower TSH values {TSH =12 mIU/liter; n =
18), slightly lesser improvements in lipid concentrations
could be observed [—0.20 = 0.12 mmaol/liter (3.3%) for total
cholesterol and —0.31 * 0.15 mmol/liter {8.2%) for LDL-C,
respectively; Fig. 3], The lipid-lowering effect of t-thyroxine
was greater in the subset of patients with elevated pretreat-
ment tota! cholesterol values (6.2 mmol/liter; n = 17} with
a mean total cholesterol decrease of —0.34 + 0.12 (4.9%; P =
0.01). Similarly, a significant treatment effect was observed
in patients with elevated pretreatment LDL-C levels (=4.0
mmol/Liter; n = 13), with a mean LDL decrease of —(.55 =
0.09 mmol/liter {11.2%; P < 0.0001), and for those with
elevated pretreatment apolipoprotein B-100 levels (>1.35
g/liter; n = 9), with a mean apolipoprotein B-100 decrease of
~022 + 008 (13.8%; P = 0.02; Table 3).

Effect of treatment on clinical scores of hypothyroidism

For clinical assessment, clinical scores of hypothyroidism
were determined using two different questionnaires
(Billewicz and Zulewski scores) at the baseline visit and at the
end of the study. Significant improvement of both question-
naires, assessing clinical signs and symptoms, was found in
L-thyroxine-freated patients, in contrast to placebo-treated
wamen (P = 0.02; Table 2). A comparison of the mean treat-
ment effects between the two treatment groups (L-thyroxine,
n = 31; placebo, n = 32) did not reach the level of significance
(Billewicz score, P = 0.31; Zulewski score, P = (0,53). Ana-
lyzing subsets of patients, an improvement in symptom score
was noted only in those T,-treated patients with pretreat-
ment TSH levels greater than 12 mIU/liter (n = 13; eg.
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Fic. 3. Effect of L-thyroxine treatment on serum LDL-C in subsets of
patients in relation to TSH and LDL-C levels at baseline (points,
mean; boxes, =1.00 5E; bars, *1.96 6E).

Billewicz score: at baseline, —24.2 = 4.6 points; after L-
thyroxine, —34.3 £ 34; P = 0.049). In contrast, in patients
with lower TSH values (=12 mIU/liter; n = 18), changes in
symptom questionnaires were not significant (.. Billewicz
score, P = 0.21).

Discussion
Primary hypothyroidism is a graded phenomenon with
different levels of severity, showing a wide interindividual
range of clinical and biochemical presentation. The earliest
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TABLE 3. Treatment effects in subsets of patients in relation to lipid values at baseline

Parameters Treatment o Befure treatment After 48 wk P
Total cholesterol 26.2 mmelfiter L-thyroxine 17 1001 67=01 0.01
Placebo . 17 1002 6802 0.22
<6.2 mmelliter L-thyroxine 14 5501 6.4x02 0.44
Placeba 15 50=02 5.1=02 0.668
LDLC 4.0 mmollliter L-thyroxine 13 50=01 4402 <0.0001
Placebo 13 B1x02 50=02 092
<4.0 mmolfliter L-thyroxine 18 34=01 32202 0.31
Placebo 19 29+02 2802 0.53
Apolipoprotein B-100 =>1.35 g/liter L-thyroxi 9 18201 1401 0.02
Placeba 10 16=0.1 16=01 0.07
=1.35 glliter i-thyroxine 22 1L1=00 1101 043
Placebo 22 11=00 10%01 0.41

Data are given as mean = SEM. Analysis was done per protocol; significance was determined by ¢ tests (two-sided) or by Wileozon signed rank

test in nonparametric distributian.

form of hypothyroidism, called SCH or mild thyroid failure,
is defined by an increased serurn TSH level in the presence
of normal concentrations of circulating thyroid hormones
{26). Although the original definition is based solely on bio-
chemical criteria, it is well recognized that some individual
patients may present with symptoms and signs of hypothy-
roidism (10, 13, 14, 25).

The Whickham study, an extensive population-based sur-
vey, showed a prevalence of mild thyroid failure of 7.5% in
women and 2.8% in men (4). Based on these data, it can be
estimated that at least 20 million people in the European
Union and over 14 million in the United States are affected
by this syndrome. The number of patients diagnosed is in-
creasing due to the widespread use of TSH measurements (6,
27, 28).

However, the need for treatment of SCH is still a matter
of debate. The aim of our study was to investigate the clinical
and metabolic effects of L-thyroxine replacement in patients
with SCH. Therefore, we used a double blind and placeba-
controlled study design. Throughout the study continuous
TSH monitoring and adaptation of the L-thyroxine dose were
performed to guarantee physiological thyroid hormone re-
placement. To the best of our knowledge this is the only
study that combines a double blind design with randomiza-
tion by matched pairs (either L-thyroxine or placebo group)
and TSH-guided dose adaptations throughout the entire trial
period. ; - :

In the thyroxine treatment group, the mean serum TSH
concentration was 12.8 = 1.4 mlIU/liter before and 3.1 £ 0.3
miU/liter after treatment, whereas TSH levels remained un-
changed in the control group. As expected, free T, levels
increased within the reference range in parallel to the t-
thyroxine dose adjustment. Dose adaptations were necessary
in most patients for the first 24 wk of treatment before reach-
ing a steady state condition (1-thyroxine dose after 48 wk,
85.5 + 4.3 pg daily; range, 50-125 pg). SCH and confounding
supraphysiclogical therapeutic effects were excluded in all
patients, in contrast to other studies in which overtreatment
could be assumed at least in some subjects (14, 19, 29).

In SCH, major discrepancies concerning the effect on 1i-
poprotein concentrations have been described in the litera-
ture. Several researchers found serum lipid concentrations,
mainly total cholesterol levels, within the normal range. Oth-
ers detected elevated total cholesterol or LDL-C concentra-

tions, espedally in smokers (3, 10, 30-32). In addition, in-
creases in HDL-C and apolipoprotein Al concentrations were
found (33); however, the reported changes were not
consistent.

Using a double blind, placebo-controlled study design, we
found significant decreases in total and LDL-C levels. This is
the first randomized txrial that clearly demonstrates that el-
evated serum lipid levels, mainly total and atherogenic
LDLAC levels, are lowered by thyroid hormone replacement
in patients with mild thyroid failure. L-thyroxine therapy
resulted in 2 decrease in mean serum cholestercl by 3.8%
{024 mmoi/liter) and in LDL-C by 8.2% (0.33 munal/liter),
respectively. Two previously published randomized trials
showed only minimal and nonsignificant reductions of total
cholesterol levels during L-thyroxine thetapy and no data for
LDL-C (13, 14). A further placebo-cantrolled study found a
LDL-C reduction of 3.6% (0.13 mmol/liter) after T, replace-
ment, which, due to the smaller sample size, did not reach
statistical significance (24). Conversely, our data are in ac-
cordance with 2 recent meta-analyses that calculated a ben-
eficial effect of L-thyroxine on serum cholesterol concentra-
tions (29, 34). In a quantitative review of 13 intervention trials
Danese and co-workers (19, 29) reported a similar reductions
total cholesterol and LDL-C levels, with mean decreases of
0.20 and 0.26 mmol/liter, respectively. Thus, the results from
the present double blind study are in agreement with those
of several uncontrolled intervention trials in the current
literature. )

HDL-C, triglycerides, lipoprotein{a), as well as apoli-
poprotein Al levels were not changed after 48 wk of L-
thyroxine supplementation, whereas apolipoprotein B-100
concentrations showed a significant decrease during thyroid
hormone replacement. As the apolipoprotein B-100/LDL
cholesterol ratio did not change, the LDL particle size re-
mained unchanged. Thus, the LDL-C reduction during -
thyroxine replacement therapy did not result in a depletion
of LDL-C, and thus smaller and more atherogenic LDL
particles.

In the present study a slightly better improvement in
LDL-C levels could be seen in patients with TSH levels more
than 12 mIU/liter. When analyzed according to pretreatment
LOL-C levels, serum LDL-C was reduced in all patients with
cholesterol levels of 4.0 mmol/liter or more {mean reduction
of 11.2%). Similarly, a significant decrease in serum values
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was observed in patients with elevated total cholesterol lev-
els (ie. =62 mmol/liter) and elevated apolipoprotein B-100
levels (i.e. >1.35 g/liter) at baseline, but not in the subgroups
with lower values. Thus, a risk-stratified therapeutic ap-
proach for patients with SCH with impending thyroid failure
ot elevated serum lipid levels can be advocated.

Based on published data from the Seven Countries Study
(35) and the Munster Heart Study (PROCAM) (36) and
adapted to LDL-C concenirations, we estimated the relative
risk reduction in coronary heart disease mortality, A mean
decrease in serum LDL-C of —0.33 mmol/liter, as docu-
mented in all L-thyroxine-treated patients, corresponds to an
important risk reduction of 17%. When we analyzed different
subgroups of 1-thyroxine-treated patients according to TSH
and LDL-C Ievels at baseline, the estimated risk reduction
ranged from 9-31% in relation to the observed decrease in
LDL-C (—0.17 to —0.60 mmol/liter). The lowest estimated
risk reduction was found for the group of patients with basal
LDL-C levels below 4.0 mmol/liter and TSH levels of 12
mU /liter or less; the highest reduction was calculated for the
subgroup with LDL-C and TSH levels above these limits.

Hence, mild thyroid failure must be considered as another
risk factor contributing to the development of atherosclerosis
and coronary heart disease. Several cross-sectional studies
suggested an association between SCH or autoimmune thy-
roid disease and atheroselerosis (37). Furthermore, a recently
published population-based study has given evidence that
SCH itself may be an independent risk factor for atheroscle-
rosis and myocardial infarction in elderly women (38). How-
ever, these findings were not confirmed by other investiga-
tions (39, 40). Further mechanisms are suggested to be
involved in the association between mild thyroid failure and
cardiovascular disease. These indude a hypercoagulable
state (41) and endothelial effects of thyroid hormones (42).
However, controlled long-term studies evaluating cardio-
vascular morbidity and mortality as end points would be
needed to definitively confirm our conclusions.

In addition to the change in lipid and lipoprotein levels,
significant improvement of clinical signs and symptoms of
hypothyroidism assessed by two separate clinical scores
(Billewicz and Zulewski scores) (25) could be demonstrated.
These results are in accordance with two controlled trials
documenting clinical and metabolic improvements in pa-
tients with mild thyroid failure treated with thyroid hor-
mones (13, 14).

Smokers with mild thyroid failure were shown to have
markedly more pronounced metabolic signs and symptoms
of peripheral tissue hypothyreidism than nonsmokers, in-
cluding a worse lipid profile (30). In the present study only
a low percentage of patients were smokers. Based on the
finding of a significant improvement of the atherogenic lipid
and lipoprotein profile in mainly nonsmokers, an even more
beneficial effect of physiological L-thyroxine therapy can be
anticipated in smokers with SCH.

The decision to treat patients with mild thyroid failure is
based on the fact that some symptoms may be reversed by
hormone supplementation and that therapy prevents pro-
gression to the overt stage of hypothyroidism {43-45). Fur-
thermore, L-thyroxine therapy is indicated in special clinical
conditions, such as goiter, thyroidectomy, depression, infer-
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tility, and endocrine ophthalmopathy. Regarding our find-
ings of a definite improvement in the plasma lipoprotein
profile, we advocate replacement therapy in patients with
mild thyroid failure and hypercholesterolemia, in particular
in the presence of cther cardiovascular risk factors, such as
smoking. Overdose with unphysiclogical (not TSH-con-
trolled) T, treatment can produce overt or mainly subclinical
hyperthyroidism with TSH suppression. It has been shown
that endogenous SCH may be associated with adverse ef-
fects, such as mild clinical signs of hyperthyroidism and
impaired quality of life {46), induction of atrial fibrillation
{47), acceleration of osteoporosis, or possibly dementia and
Alzheimer’s disease (48). Therefore, fine-tuning of T, re-
placement therapy with the goal of restoring the serum TSH
concentration to a physiological level is mandatory

In conclusion, we demonstrate by this double blind study
that SCH has negative clinical and metabolic effects in af-
fected patients. Physiological, TSH-guided, L-thyroxine
treatment can improve LDL-C and total cholesterol levels
and clinical signs and symptoms of hypothyroidism, and
thereby may reduce morbidity and mortality in patients with
this common syndrome.
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Changes in cystatin C during the treatment of
subclinical hypothyroidism

Zellja Velija-Asimi & Becir Heljic

University Clinical Centre of Sarajevo, Sarajevo, Bosnia and Herzegovina.

l Background: Serum cystatin C is a navel marker for kidney function that has been claimed to be superior
to serum creatinine. Cystatin C concentrations increased in the hyperthyroid patients and decreased in
the hypothyroid patients. The cystatin C test detects kidney disease at eartier stages, before symptoms
appear and creatinine levels rise. Another advantage is that, unlike creatining, blood levels of cystatin C
are less influenced by age, gender, race, or lean muscle mass, which makes it a better indicator of
kidney function. This study was performed to evaluate changes In Cystatin C and creatinine during the
treatment of subclinical hypothyroidism (SH).

Methods: Cystatin C, creatining, CRP and lipids were determined at the time of diagnosis of SH (T5H>4.2
miU/m with normal level of T3 and 174}, and when TSH returned into the normal range after treatrment
with [evothyroxine in 35 SH women ages 15.39.5 years.

Results: TSH was 9.4:4.3 mU/| (reference 0.3-4.2) at diagnosis and decreased to 2.9+1.2 mU/L following
! treatment with levathyroxine. Cystatin € increased from 0.68:0.19 mg/1 (reference 0.5-0.96) in the

I hypothyroid state 10 0.89:0.16 mg/L when TSH normalized (P<0.01). Creatinine decreased from 98:11
pmel/( (reference 45-115) in the hypothyroid state to 6714 umol/L when TSH normalized (£<0.05). CRP
tevels also decreased when TSH normalized (5.2:1.1 vs 2.5:0.9 mg/l). Mean total and LD} -cholestero!
levels decreased too, but not significantly.

Conclusion: Subclinical hypothyroidism has a substantial impact on Cystatin C levets. In contrast to
creatinine concentrations, Cystatin € Levels ave lower in the hypothyroid state as compared with the
euthyrotd state. Therefore, thyroid function has to be considered when cystatin € is used as a marker of
kidney function at many diseases like diabetes, hypertension, and cardiovascular diseases.
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Abstract
< Subclrical ypathyroidism (SCH) is izted with carck dar {CV) risk factors, and
possitly CV disease._ | L % ¥ remaing contro jal. Endothefial progentor cells

(EPC), axpressing both sndotheiial and stem osll markers, are known to offer a noval CV risk
mafiu,

Objective: The aim of the siudy was © ascertain whether EPC count of function is reduced in SCH
end whathar it improves with Ta therapy.

Design and intervention: EPC were studied in periphergl biood by fluoresoence-activated cef!
sorter and following in wino culhures befors art after Ta together with CV rsk factors in 20 SCH and
heathy controls (HC).

Main Outcome Measure: EPC court wis measured at bassline and after Ta replacement in SCH,

Reguits: EPC court was sighdicartly reduced in SCH compared to HC: madian {range)}—
COIMNEGFR-2+, 0.09 (0.02-0.44) vs D47 (D.17-2.12), A < 0001; COI+NVEGFR-2+, 0.10
(0.04-0.46) vy 039 (D.11=2.13), P < Q.001; whareas EPC funciion was smiler. Thers was a8
signficart posdive comelation between CO1 IH+VEGFR-2+ with froe Ta levels (r = 0.38; P = 0.02);
high-density ipoprotain cholestero! levels. (f = 0,51; P = 0.001); and negative cormalation with TSH
concentrations {r = ~0.64; P < 0.001). Alter adustment for conventional CV nsk factors, SCH
prodicted lower EPC count, P coeflicient/ vale. COISIVEGFR-2+ {-0.77/<0.001), wnd
CR3M+NEGFR-2+ (-0.71/<0.001). In SCH paniciparks, FPC count incregsed and was similar o
HC after Ty, COVRI+NVEGFR-2+, 0.32 (0.03-0.94) v, 009 (0C2-044), F < 0.00%; and
COMHVEGFR-2+, 0.25 {0.06-0.89) va. 0.30 {0.04-0.46), P < 0.001.

Conctusion: SCH predictad lower EPC counl, which improved with Ty treatment, independent of
cther CV risk fagiors, provicing evidence that Ty rept Mmay imp CV risk in
SCH.

&ﬂhﬁth%H)hlmeﬁhnWSnﬁhﬂMMh
the United Kingdom and 15 milion in the United States (1, 2). SCH has been msocated with

stherogenic Epid profile ang endothelial dysfunction by Mow-modisted ion (FMD},
which improvei with twroid hormona replacement therepy (3, 4). Few, but not &l studies have
shown aasociation of SCH and carndi e d o lty (5.6, 7).

Lowrtw ruxrbes of circutsting endothedtial progenitor cefts [EPC; expressing both endothalind vasqutar
arxicthedia) growth facior recaptor (VEGFR)-2 and atem call (CD34 and or CD133) merkars] and
CDa+ carlls have baen associntad wih increased cardiovascular risk (8, 9. 10, 11, 12).

Wa hypothesize thit SCH is associated with either an ab | ber or funetion of EPC. The
aim of this study was to exzmine EPC count and funetion in SCH i comparison 10 heatthy controls
(HC) and to evaluats the &ect of T, replaceroant on thess EPC parasheters n Hase nbiects,

Suhjects end Mathods
Sutjects

Twenty sulbects with SCH (18 women} confinmed by TSH ievals batwoen 4.1 and 15.0 miMiter and
nomal froe Ty (FT4) lovels [9-25 prnoliter (0.7-1,9 ngidl) on two occasions ot le=st 3 months
&pan] were recruted from hospitl endocrine clinic and family practices in the Gateshead (UK)
Zran. Twenty HC [18 women matched for age, body mats index [BMI), sex, and sthric group] wars
recnrted from friarts, stalf members, and by means of postars and locl wab pages (Gateshead
Heakh National Heaith Servica Foundation Trust and Newcastia University). Subjects with medical
conditions or Lsing trugs affecting EPC count of fncuons wans axciudod.

Al subjects hag anthropomstric mezsurements (height, waight, M), biood prassure, FMD, fasting
lipids, sy ¢ dimeihylarginine (ADMA)] and EPC analysis gt basetns and after treatment
(extapt controls).
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SCH subjects were shuded efier 3 monihs on 2 steble dose of T therapy. The daily median T.
dose was 100 1. There was no acdition of medications, which couk! affact EPC in SCH subjacts.

All subjects gave Méir written informed consant, and the loca! ethics commites spptaved the sticly.

Tha authors had full acoexs 1o the data and taks rasponsibibly for its integnty. AR authors have read
ard Bgiee to the manuscriet & witten.

Blochamica] messursments

FT4 and TSH [referenca range, 0.4-40 mUier) concentretions were messimd by
glactrochemuminescenca mmuncassay (Roche Diagnostics, Lewes, UK). Senam total cholestendl

(TC). high-densiy lipoprotein chetesterol (HDL-C), and trighycanides wers axsayed using d

erzymatc methods {Roche Diagnostics). Low-densty lipopmien chossterol (LDL-C} was
uging Fri s equation Plasma ADMA wera meawred by ELISA (DLD
. Diagriostika, Hambrg, Garmany).

FHD of brachid stery
This was performed by high-resohastion uliresonograpty using the HDI 5000 system (Toshiba,
Tokyo, Japan) and f2-MHz fintar trarscuce &3 previously described by our group (4).
Fow cytomey

EPC in peripheral venous bicod (100 pf) were quantiSed by flow cytometry {LSRI; Becton
Dickinson, San Jose, CA) after incubation in the dark with the following antbocies for 38 min: PE-
Cy7 anti-CD14 {BD Pharmingen, San Josa, CA). Per CP-Cy5.5 anti-CO 3 (BD Phammingen); APG
arti-CD 123 (Mitenyd Biotec, Bergmch Gladbach, Gemany); and PE-antiVEGFR-2 (KDR) {RED
Systemns, Minneapciis, MN). fsotype matdhing moute anti-gG was uted es a conzol in Trucour
tubes with beads. Colls were identfied using BD FACSDiva software (Beckton Dickinson, San
Jose, CA) actording o their trwerd end sidewad scatter profile i1 the lymphocyte gate after
acquinng at feest 100,000 evants. EPC count was calasiated using the software-cakouiated
percaniage after st £ cground staining for positive avents o the contol tube.
CMGFRzoﬂcmMGFRzomﬂsmmﬁeda EPC. We have aiso studied
progenitar cefts, CO34+ and C0133+,

E£PC analysis fter cuiturss

This was assessad in 11 SCHHC and aight SCH subjacts aftar T, therapy, Monomuaciear oells (1« «
10°) wera piated on fibronactincostad 24-well plates erviched with endothalial mediam [basal
dhn with. pack {P {1, Ha g, Garmarsy). suppi with 20% fetad caff
serum), and medium was changed after 72 and 120 b,

Counting was perfomed on d 5 i 15 randomly selacted high-power fiekds (HPF = 400} by
fucrascancs MiKrascopy &fter incubation with acetylatec-L 0L (nvirogen, Cardsbad, CA; 5 mglliter)
and Ulex lectin {Sigma, St Lows. MO, 10 mpider) for 4 h at 37 G; EPC wers identtfied a3 cells with
combned uptahe of acetylated-LDL and Ulex lectin binding.

EFC function®

EPC prufiferation was g o the . s instructions (MTT assay, 4, 5-
dimethylthiazol-2-yi-2, S-dipheny! tstrazofum bromide; Sigms) &t d 5 after plating the mononuciear
calls {1  10P) 10 B6well plates.

VEGF sacration end inducible nitric exice synthasa sxprassion by the cultured colls weré measurad
by ELISA (DVEDO and DNSOO, raspectivaly, RED Systems).

Siatisticsl antlysis

The data were analyzad using the SPSS version 15 stalistical package (SPSS, inc.. Chicago, IL).
Normatty of the sampins was assesspd by Shapro-Wik test. The difference between groups was
anatyzred using Stxien's ¢ test or Marm-Whitnay test (for not normally distributed data). Comedation
betwoan EPC end other messures waa caiuisied Dy Spearman correlation analysis. Lmar
regression analy3is wan camied out using EPC (aiter log transformation) a3 the dependerm

afier adjusting for age, biood presyure, w,wmm—nmumlvarhm.m
valugs grg grovided 8s mean + SO or median (range). Adustmen for multiple comparisons (S) was
made using Bonferroni corection. Carectsd P values have besn reported for significant results
{two-taled sigficancs, <0.05)

Rosaults

EPC court and HOL-C tevtls werg significantty owsr in SCH compared with AT (Tatle 13}

' . - . —

, View this table: T E1. 1

H .

! in this window  In 2 new window g, y of it in p n l
Subject proups [

Tha EPC functon and other studiod parameters wars siitsr in both goups. Them was a
signdicant neGative comelation (Speaman rip) between TSH end COB4+ {-0.72/0.001), CD133+
(-0.55<0.001), CDMVEGFR:2+ {-0.470004), and CDI3}VEGFR-2+ [-0.84<0.0M) {Fip.
18); thore w23 posiive comelation between FT4 and CD34+ (0.330.04). CD1+NVEGFR-2+
(0.38/0.02), positive cofretation bstween HDL-C and COM+ {0.390.02). CD34+VEGFR-2+
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(0 44/0.008), and COTFINVEGFR-2+ {0.51/0.001). Thera was no relationshin between EPC and
FMD or ADMA.

— e = = — — m—————— - - Ve - e

i- . 1= Relatiorship between TSH and EPC

. ! {CD133HVEGFR-2+ and COM+VEGFR-
_ W 29
1 \.\:\‘ ‘e "‘. * e,

. il s T

PR B RO
-

Vigw Lzrger wersion;
Inthis page Ina new window
Downdoad 29 Powsrfome Shde

In mustipla regression analysis, SCH sypnificantly pracicted lower EPC count a'ter adjusting for age,
8MI, bicod pressure, TC, HDL-C, LDL-C (standardzed B coefficient” vehs) CD34+
{—0.914<0.001), CO133+ {-0.830.001}, COVIIVEGFR-2+ {-0.770.001), and CD34+VEGFR-
2+ {~0.71/<0.001).

in SCH participants, EPC court incroased and was simitar to HC after Ty replacement (CD34+,
CD133+, COMHVEGFR-Z+, and COV33+WEGFR-2¢), with no signficant drfarence n other
paramaters (Tetis 18 ) nckadng EPC count after outure and EPC functions.

Discussion

w:mformfrnumtamkmubqp lower circzfating EPC count in SCH subjects, which
increasad y with T repl 4. EPC showed sigy ghtive and postive relations
bammmTSHandFﬂ raspoctively. SCH appears to ha the angle, most important factor
determining lower EPC coure whon corfected fof cther candiovasoptar nsk factors studed,
exchuting the posshiity that the reduction in EFC count could be secondary to prevailing risk
factors.

muﬂ:ddmmmmgmmmePCMdmmqmmnmmﬂ
eftact of thyroid on thosa fundlions, tha small bex of hed, or bath factors.
mmummasmmmmmuﬂmmmmmm
in the future.

The pathogenesia behind lower EPC count in SCH needs to b6 expltred. Reduced nitric oxida
availabilty has been suggesiad (0 cause endethelisl dysfunction i hypothyroissm end SCH
contributing to ible endothetial dysh (13). Nitnc exide is important for mobikization and
adfarentiation of EPC (14). ADMA (eraiiihelial risic axide syrihease inhibitor) comelated kversely
with the cirmuiating EPC courd and reduced in wWie dfterantiztion of EPC into snacthetial tbe-iks
structures n @ dose-Jependent manner . one shudy (15), whergas in ancther study i was fourd 1o

" be incregsad in SCH and signdicantly reduced afisr Ta therapy (18). This was not the case in our

study, probatly dus (o fewsr subjacts being studind. Furthermara, the relationship between ADMA
and thyroid disease does noi appesr to ba stRightiorwand bacause higher ADMA lovels wers
reperiad in both Fyper- and hypothyroidism (32). The aiher possible mechanisme for reduced
rmber of EFC indude direct affects of thyroid hormone on EPC survival,

From the chnical perepective, we have shown reversible cnenges in EPC count with Ty reptacement
in subjects weh a mild form of SCH {madian TSH, 6.5 miWiter). Our subjacts were younger (mean
age, 4d yr), furher tupporting the evidence of higher candiovascutar sk in younger subjects with
SCH in a recent mets-analysis (18), suggesting that Ty rep should be idernd i1 Lhe
younger patienis with SCH. Futher rassarch is vital to explore wheiher T, replacemant therapy is
transixted into &n imp nt in X Har o n 8 doutile-blind, controked study.
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FIN-00290 Helsinki, Finland

Context: Earlier, we have shown an increased prevalence of previ-
ously diagnosed bypothyroidism in commen bile duct (CBD) stone
patients and a delayed emptying of the hiliary tract in hypothyroid-
ism, explained partly by the missing prorelaxing effect of T, on the
sphincter of Oddi contractility.

Objective: In this study, the prevalence of previously undiagnosed
subclinical hypothyroidism in CBD stone patients was compared with
nangallstane controls.

Patients: Al patients were clinically euthyreotic and without a his-
tory of thyruid function abnormatities. CBD stones were diagnosed at
endescopic retrograde cholangiopancreatography (group 1; n = 363)
or ruled out by previcus medical history, liver function tests, and
ultrasonography (control group I; n = 142).

Main Outcome Measures: Serum free FT, and TSH (S-TSH) were
analyzed; S-TSH above the normal range (>6.0 mUfliter} was con-

sidered as subclinical and S-TSH 5.0-6.0 mU/liter as borderline-
subclinical hypothyreidism.

Results: A total of 5.3 and 5.0% (total 10.2%; 31 of 303) of the CBD
stone patients were diagnosed to have subclinical and borderline-
subelinical hypothyroidism, compared with 1.4% (P = 0.05)and 1.4%
(total 2.8%, four of 142; P = 0.026) in the control proup, respectively.
In women older than 60 yr, the prevalence of subclinical hypothy-
roidism was 11.4% in CBD stone and 1.8% in control patients (P =
0.032) and subclinieal plus borderline-subclinical bypothyrvidism
23.8% in CBI) stone and 1.8% in control patients (P = 0.012).

‘Conclusion: Subclinical hypothyroidism is mare common in the CBD

stone patients, compared with nongallstone controls, supporting our
hypothesis that hypothyroidism might play a role in the forming of
CBD stones. At minimum, women older than 60 yr with CBD stones
should be screened for borderline or overt subclinical hypothyroidism.
(J Clin Endocrinol Melab 92: 4260-4264, 2007)

N WESTERN COUNTRIES, 10-12% of adults develop
gallstones {1-3). The prevalence of common bile duct
{CBD) stones in patients with gallbladder stones varies from
8 to 16% (4, 5). The pathogenesis of gallstones is a complex
process involving factors affecting bile content and bile flow.
A crucial factor in the forming of bile duct stones is biliary
stasis (6), which may be caused for example by sphincter of
Oddi (50} stenosis, SO dyskinesia, or bile duct strictures
(7-9).

Previously it has been shown that CBD stone patients have
significantly more often diagnosed hypothyroidism, com-
pared with gallbladder stone patients or controls (10, 11). The
higher prevalence of previously diagnosed hypothyroidism
in CBD stone patients, compared with gallbladder stone pa-
tients, suggests that factors other than merely changes in the
cholesterol metabolism or bile excretion rate, particularly
changes in the function of the SO, also may be behind the
association between CBID stones and hypothyroidism. Ex
vive experiments with both the pig and human SO have

First Published Online August 28, 2007

Abbreviations: CBD, Commaon bile duct: ERCP, endoscopic retro-
grade cholangiopancreatography: S-Bil, serum bilirubin; 5-FT4, serum
free T 50, sphincter of Oddi; &TSH, serum TSH,
JCEM is published monthly by The Endocrine Society (http:/fwww.
endo-society.org), the foremaost professional society serving the en-
docrine community.

shown that thyroxine has a direct, prorelaxing effect on the
SO motility at physiological concentrations, possibly medi-
ated via thyroid hormone receptors-g; and -8,, and the ab-
sence of T, may thus result in an increased tension in the SO
{12, 13}. In the rat the net bile flow to the duodenum is
reduced in hypothyroidism and enhanced in hyperthyroid-
ismn (14), and in human cholescintigraphy the hepatic clear-
ance of ™ Tecnetium diethyliminodiacetic acid is decreased,
and the hilum duodenum transit ime tends to be increased
in hypothyraidism (15).

The reduced prorelaxing effect of T, on the SC in hypo-
thyroidism shown in the experimental investigations may
thus result in delayed emptying of the biliary tract, and,
together with the possible cholesterol toad in the bile and
decreased hepatocytic excretion rate, may compose an im-
portant explanation for the increased association of CBD
stones and hypothyroidism.

The prevalence of previously undiagnosed thyroid func-
tion abnormalities has never been studied in CBD stone
patients before. If an increased prevalence of subclinical hy-
pothyroidism will be found, it might have an effect on the
diagnostic and therapeutic work-up of patients with CBD
stones. Subclinical hypothyroidism is a prevalent condition
among adult population; however, it is frequently over-
looked. The previous studies about the prevalence of sub-
clinical hypothyroidism among health subjects are few in
number. There are no reported studies from Finland. In a
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recent study from the United Kingdom (16), the prevalence
of ;;Ibclinical hypothyroidism among healthy subjects was
2.6

The aim of this study was to investigate the thyroid func-
tion, especially the prevalence of previously undiagnosed
subclinical hypothyroidism, in CBD stone patients compared
with nongallstone controls.

Patients and Methods

Patients who were diagnosed in endoscopic retrograde cholangio-
panceatography (ERCP), performed as clinically indicated, to have CBD
stones and who did not have a history of treated or diagnoesed thyroid
function abniormalities (group I; n = 303; median age 68 yr; range 20-98)
were recruited into the study from three hospitals involved {Tampere
and Helsinki University Hospitals, Finland, and Kaunas Medica! Uni-
versity Hospital, Lithuania). The control patients (group II; n = 142;
median age 65 yr; range 22-93) were recruited at the wards of gastro-
intestinal surgery, the inclusion criteria being admission to the hospital
because of various gastrointestinal symptoms or diseases, with no gall-
stanes detected at ultrasonography or in the medical history, no cho-
lecystectomy performed, and no history of treated or diagnosed thyroid
function abnormalities. Patients with phenytnin or carbamazepine ther-
apy as well as pregnant patients were excluded from both groups.

From moming blood samples, serum free T, (S-FT4; method: im-
munofludrometric; normal range 9.0-19.0 pmolliter "), TSH (5-TSH;
method: immunofluorometric; normal range 0.35-6.0 mU-iter "), and
total bilirubin (5-Bi}; method: diatso reaction, fotometric reading; normal
Tange 5-25 prmolditer ') were analyzed in one laboratory (the laboratory
center of Tampere University Hospital), and the results were compared
between the two study groups. The symptom-free patients with 5-TSH
concentrations above the upper limit of the normal range (>6.0
mUiHliter ) were considered as subclinically hypothyroid (17), and with
S-TSH close to the upper limit of the normal range (5.0-6.0 mU-liter™)
as borderline subclinically hypothyroid. Tobe able to analyze further the

J Clin Endocringl Metab, November 2007, 92(11%:4260-4264 4261

thyroid function in these patients, the levels of subclinical and borderline
subclinical hypothyroidism were graded according to the 5-TSH and
§-FT4 concentratians (see Table 1 for definitions). The blood tests were
taken in the moming, before the ERCP procedure and thus not after
given the patient oral cholecystographic contrast material or after en-
doscopic manipulation of the gastrointestinal tract. Only the samples
from patients included into the study based on ERCP findings were later
analyzed.

The data are shown as median and range. To calculate the statistical
significance of the differences between the groups, Mann-Whitney U test
was used for linear nonparametric variables and x* test for crass-tab-
ulated variables. Differences of PP = 0.05 were considered significant.

The study was conducted in accordance with the Helsinki Declara-
tior. The study protocol was approved by the Ethical Councils of Tam-
pere University Hospital and Helsinki University Hospital, Finland, and
Kaunas Medical Uriversity Hospital, Lithuania,

Results

Age and gender of the patients were similarly distributed
in groups [ {(CBD stone) and II {control). There were 109 men
(40%) in the CBD stone and 54 (38%) in the control group.
Median age was 68 (range 18-98) and 65 (22-93) yr at the time
of hospitalization in the CBD stone and control patients,
respectively. Differences were nonsignificant between the
groups. None of the patients included in the study were
septic, and no weight loss was recorded.

5-Bil values were significantly higher in the CBD stone
patients, compared with control patients ([56.6 (2.0-852.5)
vs. 9.2 (2.7-18.2) pmol-liter ™!, P < 0.001; median and range)).
All control patients had a normal $-Bil level (2.0-200
pmol-liter™1).

None of the patients recruited into the study had symp-

TABLE 1. The prevalence of borderline subclinical and subclinical hypothyroidism graded (grades I IV) according to the S-TSH and
S-FT4 levels in the group 1 (CBD stone) and group 11 (control) patients in different age groups and in total

Borderline subclinical hypothyrcidism Subelinical hypothyroidism Total
Grade I Grade II Grada II1 Grade IV
S-TSH 5-6 mlFliter 5-TSH 5-6 miter S-TSH < 6 mU-liter, S-TSH < 68 mU-litar

Age Total S5-FT4 < 10 pmolftiter  S-FT4 8-10 pmolliter  S-FT4 9-10 pmolliter 5-FT4 > 9 pmolliter Grades 1.1V

(yr} L (%} n {%) n (%) n - %) n {%) [ (%)
Group 1
21-30 11 36 a 0.0 Q 0.0 0 0.0 1] 0.0 (1] L1K1]
31-40 21 6.9 1 0.3 0 0.0 ¢ 0.0 0 0.0 1 0.3
41-50 26 8.6 1 0.3 1 0.3 1 0.3 0 0.0 3 1.0
51-60 42 139 1 0.3 0 0.0 1 0.3 0 0.0 2 0.3
61-70 5 248 7 23 0 0.0 4 13 3 1.0 14 4.6
71-80 72 23.8 1 0.3 0 0.0 3 1.0 4 1.3 8 26
81-90 47 155 3 1.0 0 0.0 0 00 0 0.0 3 1.0
a1- 9 3.0 a 0.0 0 0.0 0 0.0 0 a.0 0 0.0

100
Total 303 1000 14° 4.6 1” 03 g® 30 d 23 31° 10.2
Group 11
21-30 4 28 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
31-40 7 4.9 a 0.0 0 [1X)) 0 0.0 0 0.0 0 00
41-50 18 12.7 0 0.0 0 0.0 i 0.7 0 0.0 1 0.7
51-60 25 20.4 2 14 0 0.0 0 0.0 [ 0.0 2 14
51-70 37 26.1 0 0.0 0 0.0 0 0.0 1 0.7 1 0.7
71-80 32 22.5 0 0.0 0 0.0 0 0.0 0 0.0 1] 0.0
B1-90 12 85 0 0.0 0 0.0 0 0.0 0 0.0 ¢ 0.0
91— 3 2.1 0 0.0 -0 0.0 0 0.0 0 0.0 0 0.0

100
Total 142 1000 2° 14 * 0.0 1* 0.7 1® 0.7 & 2.8

% NS (grades borderline I-1I subclinical hypothyreidism between groups 1 and 1),

& P = 0.05 (grades II1-IV subclinical hypothyroidism between groups I and IT).

¢ P = 0.026 [rwotal (grades I.IV) borderline subclinical plus subclinieal hypothyroidiam between groups I and 1I).
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toms of hypothyroidism. There was no difference in the
median values of S-TSH (1.5, range 0.42-20.40 vs. 1.2, range
0.28-7.40 mU-liter ') and 5-FT4 (14.1, range 7.4-21.0 vs. 14.0,
range 8.8.-19.6 pmol-liter ) between the groups.

S5-TSH was above the upper normal range (>6.0
mUHliter™T; subclinical hypothyroidism) in 16 CBD stone pa-
tients (3.3%), compared with two controls (1.4%; P = 0.05).

Fifteen CBD stone patients (5.0%) had S-TSH close to the
upper limit of normal range (5-6 mU-liter™; borderline
subclinical hypothyraidism), compared with two patients
{1.4%}) in the control group (P = 0.026). Thus, 5.3 and 5.0%
{in total 10.2%; 31 of 303} of CBD stone patients had sub-
clinical or borderline subclinical hypothyroidism, com-
pared with 1.4 and 1.4% (in total 2.8%, four of 142; P =
0.026) in the contro! group, respectively. The thyroid func-
tion of the 31 CBD stone (10.2%) and four control patients
{2.8%) with S-TSH levels above 5.0 mU-liter ™! is shown as
graded into subgroups of borderline subclinical and
subclinical hypothyroidism (grades 1-1V) (Table 1), by
combining the 5-TSH and 5-FT4 data. In each grade the
prevalence of subclinical or bordertine subclinical hypo-
thyroidisin was three to four times higher in CBD stone
patients than the control patients.

The prevalence of subclinical (STSH > 6.0 mU-iter™%;
grades 1II-IV) and borderline subclinical (S-TSH 5.0-6.0
mU-iter'; grades I-1l) hypothyroidism in women was 6.7
and 6.2% (total 12.9%) in CBD store group and 2.3 and 2.3%
(total 4.6%; NS) in the control group and in men 2.8 and 2.8%
(total 5.5%) in the CBD stone group and 0 and 0% (total 0%,
P = NS} in control group, respectively.

In the patients older than 50 yr in the CBD stone group, the
prevalence of subclinical {STSH > 6.0 mU-diter'; grades
HI-TV) and borderline subclinical (5-TSH 5.0-6.0 mU-liter™’;
grades I-II) hypothyroidism was 7.4 and 5.9% (total 13.3%),
compared with 0.9% (P = 0.026) and 1.8% (total 2.6%; P =
0.033) in the control group, respectively. In patients older
than 60 yr, the prevalences of subclinical and borderline
subclinical hypothyroidism were 6.9 and 5.4% {total 12.3%)
in the CBD stone group and 1.2% (P = 0.048) and 0% (P =
0.048) (total 12%; P = 0.007) in the control group,
respectively.

Most of the cases (12 of 16; 75%) with S-TSH values over
6.0 mU-liter™ " (subclinical hypothyroidism; grades IiI-1V) in
the CBD stone group were found in women older than 60 yr;
in this subgroup the prevalence was 11.4% (12 of 105} in the
CBD stone and 1.8% {one of 56) in the control group (P =
0.032). In women older than 60 yr in CBD stone patients, the
prevalence of grades I-1V (S-TSH = 5.0 mUiter™*) subclin-
ical plus borderline subclinical hypothyroidism was 25 of 105
{23.8%), compared with one of 56 (1.8%) in the control group
(P = 0.012).

There were two patients (1.4%) in the control group (none
in CBD stone group) who were recognized to have S-TSH
values below the lower normal limit (<0.4 mUditer ™). Of
these two patients, one had 5-FT4 above the upper normal
limit (>19.0 pmol-liter™"), and the other had 5-FT4 within the
normal range. In addition, one patient in group 1 with S-TSH
within the normal range (0.3%) had S-FT4 above the upper
normal range. There was no statistical difference between the
two groups.

Laukkariner et al. * Subclinical Hypothyroidiszn and CBD Stanes

-In the general linear model multivariate analysis, patient
group, age, and gender were associated with the level
(grades IV} of thyroid function.

Discussion

Earlier, an association between CBD stones and diagnosed
hypothyroidism and delayed emptying of the biliary tractin
experimental and clinica! hypothyroidism have been shown,
explained at least partly by the lack of the prorelaxing effect
of T, on the sphincter of Oddi contractility (11-15). In this
study we further investigated the prevalence of previously
undiagnosed thyroid function abnormalities in CBD stone
patients. To our knowledge, this has not been studied before.
It was found that in the CBD stone patients, subclinical and
borderline subclinical hypothyroidism are significantly more
common, compared with the nonpallstone controls (10.2 vs.
2.8%; P = 0.026), the prevalence in the subgroup of women
older than 60 yr being as high as 23.8%, compared with 1.8%
in the control patients.

The two study groups were well comparable for age and
gender distribution. Because of the possible effects on the
serumn thyroid values, patients with phenytoin or carbam-
azepine therapy as well as pregnant patients were excluded
from both of the groups. The group 1 patients were diagnosed
at ERCP to have CBD stones at the time of the procedure;
patients with a suspicion of passed CBD stones but no stones
seen at ERCP were not accepted into the study. Base on a
normal serum bilirubin level, none of the control patients had
signs of biliary stasis. Neither did the control patients have
a history of gallstone disease or stones at ultrasonography
performed during the study. In general, at ulirasonography
about 95% of the galibladder stones can be diagnosed (17).
In addition, contrary to CBD stones, dilatation of bile ducts,
suggesting ductal obstruction, may be detected with high
sensitivity. In fact, the sensitivity of ultrasound in detecting
biliary obstruction is about 85% (17), with a negligible false-
positive rate (5), but a negative result does not exclude CBD
stones or obstruction. Because there was no suspicion of CBD
stones in the control patients, no imaging techniques except
for ultrasonography (e.g. magnetic resonance cholangiopan-
creatography) were used to confirm the absence of CBD
stones.

The laboratory hallmark of primary hypothyroidism and
the most sensitive test for detecting early thyroid failure is an
increased 5-TSH concentration. The S-FT4 level is decreased
in clinical hypothyroidism (18). In the subclinical form, an
increased S-TSH level is accompanied by a normal S-FT4
level, and the patient is asymptomatic (19). In the present
study, none of the patients was clinically hypothyroid. it was
recognized that in 5.3% of the patients with CBD stones,
5-TSH levels were above the upper limit of the normal range
(defined as subclinical hypothyroidism), compared with
1.4% in the control patients (P = 0.05). Furthermore, as many
as 31 patients (10.2%) in the CBD stone group had S-TSH
levels above or close to the upper limit of the normal range
{defined as subclinical or borderline subclinical hypothy-
roidism, respectively), compared with four patients (2.4%) in
the control group (P = 0.026). Thus, subclinical and border-
line subclinical forms of hypothyroidism are significantly
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more common in patients with diagnosed CBD stones, com-
pared with nongalistone control patients. In this study set-
ting, the thyroid function serum determinations were done
only once in each individual, and the findings are thus not
based on a recording of a persistent abnormality. However,
the measuring of the thyroid values was done similarly in
both of the groups, and presumably remeasurements would
not have changed the greatly significant difference in the
prevalence of subclinical and borderline subeclinical hypo-
thyroidism between the two groups. However, in clinical
practice, recording of a persistent abnormality should be
preferred.

Subdlinical hypothyroidism is a prevalent condition
among adult population; however, it is frequently over-
looked. The previous studies about the prevalence of sub-
clinical hypothyroidism among health subjects are few in
number. There are no reported studies from Finland. Thus,
in the Finnish population, at the moment we can compare the
results of the study population only with the control popu-
lation of the current study. In a recent study from the United
Kingdom (16}, the prevalence of subclinical hypothyroidism
among healthy subjects was 2.6%, which is somewhat higher
compared with the prevalence of hypothyroidism among the
control patients in the present study (1.8%). The prevalence
of hypothyroidism {clinical plus subclinical} among women
older than 60 yr may be as high as 20% (20}. In the present
study, the prevalence of subxlinical hypothyroidism in
women older than 60 yr was 11.4% in the CBD stone patients,
compared with 1.8% in the control patients (P = 0.032). The
currently diagnosed 23.8% prevalence of subclinical plus
borderline subclinical hypothyroidism and the previously
diagnosed 11% prevalence of hypothyroidism (11} in female
CBD stone patients older than 60 yr support the findings of
Dickey and Feld (20) and suggest that at least this subgroup
of patients might need to be screened for current thyroid
dysfunction. It is uncertain whether treatment will improve
quality of life in healthy, symptom-free patients who have
abnormal TSH levels and normal FT4 levels {21, 22). Treat-
ment of subclinical hypothyroidism is recommended if it is
associated with changes in the cholesterol level, cardiovas-
cular effects, or neuromuscular symptoms. Short-term stud-
ies have demonstrated that a positive effect on these symp-
toms may be achieved with early replacement treatment with
L-thyroxine (23, 24). Thus, also patients with subclinical hy-
pothyroidism and CBD stones might benefit form the T,
replacement therapy in general. The role of such therapy in
preventing recurrent stone formation has not yet been
studied.

The pathogenesis of gallstones is a complex process in-
volving factors affecting bile content and bile flow. Brown
pigment stones are formed secondary to biliary stasis (6),
which is the major factor leading to anaerobic bacterial deg-
radation and precipitation of biliary lipids (25, 26). Mechan-
ical obstruction of the biliary tract leading fo biliary stasis
may be caused by bile duct strictures, SO stenosis, or 5O
dyskinesia (6, 8, 9). Brown pigment stones may also occur
around a nidus of black or cholesterol stones or foreign
material, which partially obstruct the CBD. Once initiated,
the pathogenetic mechanism of stasis and bacterial over-
growth is difficult to reverse. The incidence of brown stones
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increases with age, the phenomenon of which may be asso-
ciated with deterioration of the 5O function (6). In the current
study, we did not analyze the composition of the diagnosed
CBD stones, which is why the association of hypothyroidism
with certain type of gallstones remains unverified.

Thyroid hormones are known to have a number of effects
on cholesterol metabolism (27). When serum cholesterol val-
ues rise in hypothyroidism, bile may also become supersat-
urated with cholesterol, leading to gallbladder hypomotility
(26), depressed contractility (28), and impaired filling (29),
giving rise to a prolonged residence of bile in the gallbladder.
This may contribute to the retention of cholesterol crystals,
thereby allowing sufficient time for nucleation and continual
growth into mature gallstones (26). In addition, the rate of
bile secretion may be decreased (30), physically impairing
clearance of precipitates from the bile ducts and gallbladder.

In the present study, we did not study the thyroid values
in gallbladder stone patients without CBD stones. If the effect
of T, or the absence of T, affected only the cholesterol me-
tabolism and the hepatic bile secretion, the patients with
gallbladder and CBD stones would presumably evince an
equally increased prevalence of diagnosed or subclinical hy-
pothyroidism. In a previous study, it was, however, noted
the CBD stone patients had two times more previously di-
agnosed hypothyroidism than the gallbladder stone patients
(11). This might be due to the previously shown reduced
prorelaxing effect of T, on the 5O in hypothyroidism (12, 13},
resulting in delayed emptying of the bile duct into the du-
odenum (14, 15), favoring the formation or retention of CBD
stones. )

Thyroid hermones are known to have an enterohepatic
circulation (31, 32). Thus, at least theoretically, it might be
possible that impaired bile acid secretion in a patient could
interfere with the enterohepatic circulation of T, increase
thyroid hormone clearance, and provoke hypothyroidism in
an individual with decreased thyroid reserve, e.g. due to
autoimmune thyroiditis. However, this would not explain
the phenomena, that hypothyroidism is associated more
with CBD stones than pallbladder stones (11), which we
assume might be due to the lacking (prorelaxing) effect of T,
on SO (12, 13). It can also be further speculated whether the
diminished biliary T, concentration would have a direct ef-
fect on the SO contractivity: we have reported that T, has a
prorelaxing effect on S0 in in pitro experiments (12, 13), but
it is not known whether, in a patient, in addition to the
diminished serum T, concentration, a potentially lower bil-
iary T, concentration would also play a role in this, having
a direct, relaxation-impairing effect on the SO.

In a previous study (11), the CBD stone patients with
diagnosed hypothyroidism were already receiving T, re-
placement therapy and were already euthyreotic in clinical
and laboratory evaluation at the ime of the diagnosis of CBD
stones. Thus, CBD stone formation may already begin during
the period of undiagnosed or subclinical hypothyroidism,
later T, replacement therapy not having enough effect on
clearance of stones already formed. The findings of the
present study are not in contrast with this hypothesis. There
is only one case report that describes gallstone disappearance
after treatment with T, (33). There are currently no data to
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suggest whether therapeutic doses of T, could prevent gall-
stone formation.

In conclusion, subclinical hypothyroidism is more com-
mon in the CBD stone patients, compared with the nongall-
stone controls, which supports our prevmus hypothesis that
hypothymld:.em might play a role in the forming, of CBD
stones. Further studies are needed to investigate whether
early treatment of subclinical or clinical hypothyroidism
could prevent the CBD stones in these patients. At least a
subgroup of CBD stone patients, f.e. women older than 60 yr,
with the highest prevalence of subclinical hypothyroidism
should be screened for thyroid function and offered replace-
ment therapy. a positive effect on the symptoms associated
with subclinical hypothyroidism as a possible achievement.
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Abstract. Objective: The lack of overt signs and symptoms and controversies surrounding the thyroid
stimulating hormone (TSH} reference range variability make the management of subclinical hypothyroidism
(sHT) a challenge. Because muscle cramps and weakness have been noted insHT, histological skeletal mus-
cle examination may be of diagnostic significance as the presence of abnormalities would substantiate a sig-
nificant consequence of the mild thyroid failure presumed to be present in the individual with sHT. The
objective of this study was to investigate the ultrastructural and histological changes of skeletal muscle as-
sociated with sHT.

Design: Skeletal muscle biopsies from the vastus lateralis were obtained from four subjects with sHT.
Samples were fixed, sectioned, and stained for quantitative and qualitative electron and light microscopic
analysis. .

Main Outcome: Analyses revealed characterizable morphological and ultrastructural alterations and
quantitative mitochondrial vanations between subjects, indicative of skeletal muscle mitochondrial dysfunc-
tion in sHT patients. For the 4 subjects, mean mitochondrial perimeter (MP) was 1.09 +0.312 i, mean
mitochondrial area (MA) was 0.10 £ 0.05 i *, and mean mitochondrial volume density was 1,92 £0.95.

Conclusions: The abserved and quantified mitochendrial alterations and the noted morphological and
ultrastructural alterations identify previousiy undocumented pathological skeletal muscle alterations asso-
ciated with sHT. The observed morphological and ultrastructural alterations lend support to a trend of pro-
gression of sHT into overt hypothyroidism as a result of mitochondrial dysfunction and associated metabolic
shift. The identification of these skeletal muscle alterations as sequelae of sHT may lend convincing ob-
jective evidence of a pathophysiologically significant abnormality in patients with sMT. If so, this should
diminish the substantial resistance to treatment of these patients at an early stage of disease and attenuate
the progression to overt hypothyroidism.

Keywords. Subclinical hypothyroidism ¢ Mitochondria » Morphology « Skeletal muscle « Ultrastructure

introduction

Thyroid dysfunction affects more than 21 mil-
lion Americans."! Unireated thyroid dysfunctionhas
negative health consequences, including coronary
heart disease, osteoporosis, atrial fibrillation, cogni-
tive impairment, and depression. When analyzed as
a whole, these negative health consequences result-
ing directly from untreated thyroid dysfunction are
among the nation's largest causes of morbidity, mor-

tality, and diminished quality of daily life in older
adults."" The incidence of diagnosed hypothyroidism
ranges from 4% to 8.5%."! Subclinical hypothyroid-
ism is more common in women over the age of 60,
(20%)™ and males 2 65 years.”?!

Subclinical hypothyroidism represents the earli-
est stage of thyroid hypofunction.! it is diagnosed
by an clevation of serum thyroid-stimulating hor-
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ference range serum free T, (FT,) level of 0.8-2.3
ng/dL."! The rate of progression from subclinical
hypothyroidism to overt hypothyroidism directly cor-
relates with the patienr’s initial TSH value,! and
most experts recommend treatment of subclinical
hypothyroidism when TSH values exceed 10 mIU/L.
However, 75% of those diagnosed with subclinical
hypothyroidism have TSH values in the 5-10 miU/L
range."'thereby creating an imprecise barometer re-
garding the need to and recommendations for the
initiation of thyroid hormone treatment.

Typical signs and symptoms of overt hypothy-
roidism include cold intolerance, dry skin, constipa-
tion, depression, myalgia. arthralgia, cramps, and
weakness as well as aliered metabolic parameters
including increased total and LDL cholesterol.!" Ad-
ding to the difficulty in diagnosis, subclinical hy-
pothysoid patients may not present with consistent
symptoms. Since myalgia, muscle cramps, and
weakness have been reported in subclinical hypo-
thyroidism *®! a histological examination of skeletal
muscle in patients with subclinical hypothyroidism
would be important in confirming a physical con-
sequence of subclinical hypothyroidism. However,
no literature exists describing the ultrastructural
morphological characteristics of skeletal muscle in
subclinical hypothyroidism patients.

The purpose of this study was to examine biop-
sied skeletal muscle of 4 clinically diagnosed sub-
clinical hypothyroid patients and identify uitrastruc-
tural and morphological characteristics. specifically
mitochondrial alierations. found in the subclinical
hypothyroid patients.

Materials and Methods

Subjects. Four patients served as study sub-
jects. Each patient's informed consent for these pro-
cedures was obtained as part of the lnstitutional
Review Board{Lifespan Academic Medical Center)
approval process. A comprehensive physical exam-
ination and medical history review were included in
the patients screening. Patieats were included if they
were ages 21-80 years. had no prior history of hor-
mone supplements in the preceding six months, and
had elevated TSH levels with FT, levels within ref-
ercnce range.

Patient 1. A 34 year old female weighing 76.7
kg (169.1 Ibs) with no family history of thyroid dys-
function presented with a2 TSH level of 1433 m
IU/L and a FT, level of 0.84 ng/dL (Table 1). The
patient presented with a weight gain 2 6.8 kg (14,99

Ibs) over the course of the previous year, cold intol-
erance and low energy levels characterized by mus-
cle wezkness, myalgia. and muscle spasms exacer-
bated by cold exposure and alopecia. Her sleep pat-
tern and bowel funciion were normal. At the time of
her presentation, she was treated only with an oral
contraceptive.

Table 1, TSH, FT, Levels and Clinical Symptoms of 4

Patients with Subclinical Hypothyroidism.
Clinical
Patient | TSH (mIUA} | FT, {ngldL) Symploms*

1 143 0.84 E,W. MW, P, MP,
MS, CLH

2 15.2 D.86

3 55 1.03 E.P

4 11 0.8 E,. S, W, MW, P,
MP.MS, H

*Decreased enstyy level (E), abnormat sleep pattem {S),
increased weight {W), muscle weakness {MW), dacreased
physical performance {P), muscle pain (MP), muscie spasm [M38),
cokd intoterance {CI), and hair loss (H).

Patient 2. A 46 year old male weighing 78.0 kg
(172.0 lbs) with no family history of thyroid dys-
function, presented with'a TSH level of 15.2 mIU/L
and a FT, level of 0.86 ng/dL (Table 1). He was not
on medication 2t the time of evaluation. Review of
systems revealed no decrease in energy level as
measured by physical performance, normal sleeping
patterns, no weight change within the last year, no
reported muscte weakness, spasm or myalgia and no
perceptible intolerance to cold. Bowel movements
were normat and there was no evidence of alopecia.

Patient 3. A 49 year old male weighing 83.5 kg
(184.1 Ibs) with a positive family history of thyroid
dysfunction presented with a TSH of 5.5 m IU/L and
FT,level of 1.03 ng/dL (Table 1). His medications at
presentation included Lovastatin, niacin, Metoprolol.
Clopidogrel, ASA, and Ramipril. He reported a se-
vere lack of energy characterized by a decrease in
physical performance. He reported no weight gain,
no muscle weakness, spasm or pain, and no percep-
tible increase in cold intelerance. His bowel function
was normal and no alopecia was noted.

Patient 4. A 44 year old male weighing 70.8 kg
(156.1 Ibs) with a history of Graves’ Disease. He was
not on medication and presented with a TSH level of
11.01 m IU/L and a FT, level of 0.80 ng/dL (Table
1). He repornted a loss of encrgy, a significant weight
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Table 2. Mitochondrial morphometric data of 4 subclinical hypothyroidism patients.

I e e Bl s
1 0.40-0.87 0.65x0.14 0.03 1.95
2 0.56-2.25 1.25 2 0.44 012 0.57
3 0.57-3.34 1112038 010 255
4 0.53-4 .57 1.26 + 0.52 0.15 28

*Mean Patient MP = 1.09 £ 0.312y; Mean Patient MA = 0,10 2 0.05 p?; Mean Patient MVD = 1.92 + 0.95%,

gain of 2 6.8 kg (15 1bs) within the previous year,
alopecia, and generalized muscular weakness in his
arms, legs, and back. He alse complained of recur-
rent and localized back pain.

Blood Measurements. Blood samples were then
taken to identify TSH and FT, levels to confirm the
presence of subclinical hypothyroidism (Table 1).
Patients were instructed to refrain from nonsteroidal
anti-inflammatory drugs (NSAIDS) for 5 days prior
to biopsy.

Muscle Biopsy Procedure. Biopsied samples
were taken from the vastus lateralis muscle, 25 cm
proximal to the tibial tuberosity and 5§ cm lateral to
the midline of the femur from each of the 4 pa-
tients.””! The tissue was immediately placed in cold
(4°C [39.2°F]) paraformaldehyde and 1.4% gluter-
aldehyde in 0.1M sodium cacodylate buffer. The
tissue was cubed for light and electron microscopic
evaluation and post fixed in osmium tetroxide in so-
dium cacodylate buffer. Following buffer rinses and
dehydration in ethanol and propylene oxide, the tis-
sues were flai embedded in Epon 812 and placed in
a 70°C {158°F) oven to polymerize for 48-hours.
Thick and ultrathin sections were cut using a Dupont
Sorval MT2B ultramicrotome and prepared for light
and electron microscopic analysis using standard
procedures.™

Morphological Analyses. Qualitative light mi-
croscopy was performed using an Qlympus BX51
light microscope with an Olympus DP 11 digiialcam-
era, Digital images were analyzed using Image J and
NIH Image analysis software. Electron microscopic
examination was performed using a Philips 30)
transmission electron microscope (TEM) equipped
with an Advanced Microscopy Technigues image
capruring system at magnifications from 4,500x to
45,000x, allowing for a more expansive examination
of the muscle fiber.

Quantitative mitochondrial analysis was per-
formed using Media Cybemetics, Inc. (Silver
Springs, MD) Image-Pro Express image analysis
software, Digital images were captured using a 1024
x 768 capture resolution setting using the Lumenera
Scientific Infinity 2 side-celumn mounted digital
camera. Each digital micrograph was then analyzed
using the image-Pro Express software.

Figure 1. Comparison of mitochondrial area and volume
density of four subclinical hypothyroid patients,
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A grating replica calibration grid (Electron Mi-
croscopy Services, Hatfield, PA)in conjunction with
a Photomicrographic Scale Marker (Dunn and
Reidman, Pacific Palisades, CA) were used to cal-
ibrate the determined perimeter of each mitochon-
drion and to convert measurements from pixels to
micrometers {i ). Ten captured electron micrographs
per subject, each taken from different fibers, were
analyzed to determine mitochondrial perimeter (MP).
Mitochondrial area (M A) was calculated as a func-
tion of perimeter. Mitochondrial volume density was
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Mitochondrial area (MA) was calculated as a func-
tion of perimeter. Mitochondrizl volume density was
measured using a 110 point lattice grid and applying
the stereological procedures of Weibel.!”)

Results

Mergholegical Analysis. Microscopic analysis
of skeletal muscle from these patients revealed focal
areas of marked fiber size variation and atrophy, re-
gions of myofibrillar disarray, and degeneration as
well as widened intermyofibrillar regions. Areas of
sarcolemmal blebbing, indicating 2 loss in membrane
integrity, thickening, and lamination of the basement
membrane were observed. Regions with occluded
capillaries and areas with distended perivascuiar
spaces filled with material of low clectron densiry
containing an infiltrate of red blood cells, macro-
phages. and lymphocytes were observed. Pyknotic
nuclei as well as central nuclear migration, particu-
larly in type I atrophic fibers, as well as Z-band
streaming and disintegration, and areas devoid of
myofilaments were observed. An increased concen-
tration of glycogen aggregates and lipid deposits was
obvious, particularly in type Il fibers. Reduced num-
bers of mitochondria, many with disorganized mem-
branes and cristac of unusual configurarions, were
observed (Figure 2). Vesicular structures adjacent to
Z bands, intracytoplasmic inclusions, and lipofuscin
granules were observed throughout but predominant-
ly within subsarcolemmal and perinuclear regions.

Clinical and Morphometric Analyses. TSH,
FT,, and clinical symptoms of the 4 patients are
shown in Table 1. Patients 1 and 2 had higher bleod
TSH values when compared to patients 3 and 4. Al-
50, the skeletal muscle mitockondrial densities of pa-
tients | and 2 (Table 2) were lower when compared
with patieats 3 and 4.

Mitochondrial mass per unit of muscle fiber area
is a morphological indicator of muscle oxidative ca-
pacity and can be expressed by measuring mitochon-
drial area and mitochondrial density in the same
micrograph. Figure 1 shows graphic illustrations of
mitochondrial mass per unit area of skeletal muscle
mass. This was determined by measuring mitochon-
drial volume density in combination with mean mito-
chondrial area for the 4 patients. Patients 3 and 4 had
a greater mitochondrial mass per unit area of muscle
mass than did patients 1 and 2. Smaller sized mito-
chondria were evident in the skeletal muscle of pa-
tient 1 in comparison to the other three.

Discussion

The relationship between TSH levels and clinical
symptoms in patients with subclinical hypothyroid-
ism is variable and is thus of restricted diagnostic u-
tility. This is illustrated by the cases reported in this
study. For example, patient 2 had the highest TSH
level (15.2 m FU/L) but did not complain of myalgia
and reperted no other hypothyroid symptoms (Table
1). In contrast, patient 4 complained of myalgia,
reperted symptoms compatible with overt hypo-
thyroidism (Table 1), but had a lower TSH [evel
(11.¢1m 1U/L). This represents an example where
morphological analysis offers a more objective meas-
urernent of disease progression.

Myaszlgia is a consistent clinical hypothyroid
symptom and often is a precursor to a decline in
physical activity and exercise tolerance.'"™!'-"¥l An
carly investigation of hypothyroid skeletal muscie
identified areas of normal mus¢le that were inter-
rupted by segments of compleie structural disorgan-
ization characierized by myofilament loss.!'"Y Subse-
quent studies confirmed these results and thus estab-
lished a relationship between myalgia due to ovent
hypothyreidism and skeletal muscle morphological
changes.

Recognizing that specific skeletal muscle altera-
tions are typical of hypothyroid patients, we exam-
ined skeletal muscle for histological changes that oc-
cur during subclinical hypothyroidism prior to its
progression to overt hypothyroidism. We propose
that the appearance of characteristic skeletal muscle
“markers™ would provide support for earlier inter-
vention and perhaps a more efficacious treatment °
regimen.

Table 2 indicates that the mitochondrial mass
(mitochondriz!l area or mitochondrial volume densi-
ty) in 2 of our 4 patients is smaller compared to nor-
mal skeletal muscle (mitochondrial area = 0.1i 2.0
The number. size, and volume fraction of mitochon-
dria closely reflect the metabolic capacity of the or-
ganism. Therefore, our data suggest that altered skei-
etal muscle metabolism is a prominent feature in the
subclinicel hypothyroid patient,

It is interesting to note that the 2 patients with
elevated TSH levels (1 and 2) exhibited a low mito-
chondnal area per muscle fiber area (Figure 1) ducto
either an unusually low mean mitochondrial area
(Patient 1 in Table 2) or a low mitochondrial volume
density (Patient 2 in Table 2). In contrast, the 2 pa-
tients with lower TSH levels bad mean mitochondrial
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hypothyroid patient (sHT) (b).

b, sHT Putiem 4 23,000X

are glycogen (1) particles.

Figure 2. Ultrastructural comparison of a control (a) and a subclinical

Fig. 2a. Control biopsy taken froen an earier unpublished study. Z bands (Z ),
mitochendria (M) and myofitaments (MF) show good Integrity. Small black dots

Fig. 2b. Skeletal muscle taken from patient 4. Note the damaged sarcomere
(DS) displaying sparce myofilaments {Mf) with elongated mitochondria {M)
spanning across the sarcomere space, once occupled by Z bands.

areas and densities closer to those for healthy adults
(range is 0.088 i *-0.155i 1).I"¥

In an earlier study, we measured mitochondriai
area in patients with heart failure prior to (mitochon-
dria area = 0.036 i ?) and following (mitochondrial
area = 0.046 i*) combined acrobic and resistance
training.['" We also measured mitochondrial area in
postmenopausal women at baseline (0.039 i 3 (un-

published daa). Other authors reported a mitochon-
drial area of 0.076 i? (obese), 0.063 i? (diabetic),
and 0.1 {4 i * (fean adults) in muscle biopsies.”"” The
mean mitochondrial area from the subclinical hypo-
thyroid patients in this study (0.10 £ 0.05 i ) was
within a range of 0.03 i ? 10 0.15 i ? (Table 2). This
indicates that although mitochondrial area in sub-
clinical hypothyroid patients did not differ greatly
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from healthy adulis, it did demonstrate a tendency to
decrease as TSH levels increased. The larger than
expected mean mitochondrial area in our patients
may be due to the high frequency of enlarged and
distorted mitochondris (Figure 2 and Figure 3) often
referred to as megamitochondria.l'*'”! These very
targe mitochondria with low inner membrane density
may be undergoing apoptosis. However, mitochon-
drial area in the subchlinical hypothyroid patients did
demoustrate a tendency to decrease as TSH levels
increased (Table 1 and Table 2}, suggesting that spe-
cific mitochondria! changes in skeletal muscle are
seflective of increased TSH levels. These data are in
contrast to another investigation that reported the
presence of mitochondrial alterations only in pro-
longed clinical cases '™

The skeletal muscle histological profile of sub-
clinical hypothyroidism was found to include focal
areas of marked fiber variation and atrophy, regions
of myofibrillar disarray. degeneration, and central
nuclear migration, predominantly in type H fibers,
regions devoid of myofilaments, Z band streaming
and disintegration. Other studies involving overt hy-
pothyroid patients reported “cores™ of myofibrillar

Figure 3. Subclinical hypothyroid patient 4.

-

Skeletal muscle taken from patient 4. Several mitochondria
{M} have moved from their nomal position between
myofibrils (see Fig. 2) to within a2 sarcomere, They appear
large. elongated and irregular in shape with a lower density
of inner membranes. The curved mitochondria has lost some
intemal membrane structure {1), suggesting that apoptosis
may be taking place.

disarmay in type I fibers, and this was observed to
correlate with the severity and duration of hypo-
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thyroidism."****IIncreased concentrations of glyco-
gen aggregates was observed in type [l fibers oc-
cupying up to %™ of the cross-sectional area.?" The
aggregales are thought to result from derangements
of glycogen metabolism and to be related to the se-
verity of subclinical hypothyroidism.”” These ob-
servations are consistent with other reported find-
ings."®*! The skeletal muscle changes that char-
acterize subclinical hypothyroidism in our report are
consisient with a previous study reporting a disease-
related metabolic shift toward anaerobic ATP pro-
duction in subcliniczl hypothyroidism.

Mitochondrial plasticity is a response to chang-
ing metabolic conditions.P*#* We observed re-
duced numbers of mitochondria, many with loss of
membrane integrity, containing dense lipid inclu-
sions and cristae of unusual configurations. These
observations are consistent with previous studies of
hypothyroid patients!'™"** and lend further support
to the theory that thyroid hormones have a profound
effect on mitochondrial energy expenditure.*

We also found areas containing pyknotic nuclei
and central nuclear migration, consistent with severe
hypothyroid myopathy,” as well as regions demen-
strating 2 loss in sarcolemmal integrity and bleb-
bing """ algng with inflammatory cell infiltration
into necrotic fiber areas. This contrasts with other
studics where necrotic muscle fibers were found in
the absence of interstitial inflammatory cells ¥

In patients with severe hypothyroidism, selective
type 1 fiber atrophy was reported to be due to im-
paired glycogen utilization and accompaaicd by z2n
increased type 1 fiber area which gives the muscle a
“bulky” appearance.”’™ A link between the severity
of myopathic symptoms, the degree of type Il fiber
atrophy and loss. and increased central nuclear dis-
placement has been recognized.™ A correlation bet-
ween clinical severity of hypothyroidism and the
degree of myofibrillar loss and abnormal glycogen
accumulation has been established.”"™ These obser-
vations are consistent with our report.

This report identifies specific skeletal muscle
morphological changes that are chamcteristic of
subclinical hypothyroidism. Establishing consistent
morphological markers of subclinical hypothyroid-
ism prior to diseasc progression could justify an
earlier, more efficacious treatment with thyroid hor-
mone. This treatment strategy may diminish mor-
bidity by preventing disease progression from sub-
clinica! to overt hypothyroidism. Earlier initiation of
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this therapy may ultimately translate into an im-
provement in patients’ lifestyle. Further research to
establish reproducibility and clinical effectiveness
appears 1o be warranted from these case studies.
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Abstract

Objective To determine if pre-eclampsia is associated with reduced thyroid function during and after
pregnancy.

Design Nested case-control study during pregnancy and population based foflow-up study after
pregnancy.

Setting Calcium for Pre-eclampsia Prevention trial of healthy pregnant nulliparous women in the United
States during 1992-5, and a Noswegian population based study {Nord-Trondelag Health Study or
HUNT-2) during 1885-7 with linkage o the medical birth registry of Norway.

Participants All 141 women (cases) in the Calcium for Pre-eclampsia Prevention trial with serum
measurements before 21 weeks' gestation (baseline) and after onset of pre-eclampsia (before
delivery), 141 normotensive controls with serum measurements at similar gestational ages, and 7121
women in the Nord-Trondelag Health Study whose first birth had occurred in 1967 or later and in whom
serum levels of thyroid stimulating hormone had been subsequently measured.

Main outcome measures Thyroid function tests and human choricnic gonadotrophin and soluble fms-
like tyrosine kinase 1 concentrations in the Calcium for Pre-eclampsia Prevention cohort and odds
ratios for levets of thyroid stimulating hormone above the reference range, according to pre-eclampsia
status in singleton pregnancies before the Nord-Trondelag Heaith Study.
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Results In predelivery specimens of the Calcium for Pre-eclampsia Prevention cohort after the onset of
pre-eclampsia, thyroid stimulating hormene levels increased 2.42 times above baseline compared with
a 1.48 times increase in controls. The ratio of the predelivery to baseline ratio of cases {o that of the
controls was 1.64 (95% confidence interval 1.29 to 2.08). Free triiodothyronine decreased more in the
women with pre-eclampsia than in the controls (case ratio to control ratio (.86, 95% confidence interval
0.92 to 0.99). The predelivery specimens but not baseline samples from women with pre-eclampsia
were significantly more likely than those from controls to have concentrations of thyroid stimulating
hormmone above the reference range (adjusted odds ratio 2.2, 95% confidence interval 1.1 ta 4.4). Both
in women who developed pre-eclampsia and in normotensive controls the increase in thyroid

stimulating hormone concentration between baseline and predelivery specimens was strongly I
associated with increasing quarters of predelivery soluble fms-like tyrosine kinase 1 (P for trend 0.002
and <0.001, respectively). In the Nord-Trondelag Health Study, women with a history of pre-eclampsia
in their first pregnancy were more likely than other women (adjusted odds ratio 1.7, 95% confidence
interval 1.1 to 2.5) to have concentrations of thyroid stimulating hormone above the reference range
(>3.5 mlUAY. In particular, they were more likely to have high concentrations of thyroid stimulating
hormone without thyroid peroxidase antibodies (adjusted odds ratio 2.6, 5% confidence interval 1.3 to
5.0}, suggesting hypothyroid function in the absence of an autoimmune process. This association was
especially strong (5.8, 1.3 to 25.5) if pre-eclampsia had occurred in both the first and the second
pregnancies.

Conclusion increased serum concenfration of soluble fms-like tyrosine kinase 1 during pre-eclampsia
is associated with subclinical hypothyroidism during pregnancy. Pre-eclampsia may also predispose to
reduced thyroid function in later years.

Introduction

Pre-eclampsia, a pregnancy specific syndrome characterised by new onset hypertension and
proteinuria, causes substantial morbidity and mortality in mothers and infants.' 2 Women with a history
of pre-eclampsia have an increased risk of dyslipidaemia, hypertension, and cardiovascular and renal
disease **5°¢

Although the cause of pre-eclampsia is still unclear, studies in both humans and animals suggest that
excess circulating antiangiogenic factors such as soluble fms-like tyrosine kinase 1 (sFit-1 or
SVEGFR1) may be responsible for the clinical phenotype of pre-eclampsia.” ® ® Blood concentrations of
soluble fms-ike tyrosine kinase 1 increase during the last two months of normal pregnancy and
increase to much greater levels in women with pre-eclampsia. Soluble fms-like tyrosine kinase 1 acts
by inhibiting vascular endothelial growth factor and placental growth factor signalling. indeed, the use of
vascutar endothelial growth factor inhibitors for the treatment of cancer related angiogenesis has been
associated with hypertension, proteinuria, glomerular endothelial damage, increased concentrations of
circulating liver enzymes, cerebral oedema, and reversible posterior leucoencephalopathy—a
constellation of conditions resembiling those found in women with pre-eclampsia or eclampsia.’® **

More recently, patients with cancer who had received prolonged therapy with vascular endothelial
growth factor inhibitors were found to be at greater risk of hypothyroidism.*2 '* * Furthermore, studies
in mice using vascular endothelial growth factor inhibitors such as soluble fms-like tyrosine kinase 1
have shown substantial thyroid capillary regression and increased concentrations of thyroid stimutating
hormone."! ** We therefore hypothesised that the excess soluble fms-like tyrosine kinase 1
accompanying pre-eclampsia might be associated with reduced thyroid function during pregnancy and
that women who have experienced pre-eclampsia would have an increased risk of hypothyroid function
later in life.
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To compare thyroid function in women who developed pre-ectampsia with those who remained
nommotensive during pregnancy, we carried out a nested case-control study within the Calcium for Pre-
eclampsia Prevention (CPEP) trial cohort. We hypothesised that women with pre-eclampsia would
experience a greater increase in thyroid stimulating hormone concentration during pregnancy than
normotensive controls and that the extent of the increase would corretate with the magnitude of the
soluble fms-like tyrosine kinase 1 concentration during pre-eclampsia. In addition, we used a
Norwegian population based cohort study (the Nord-Trondelag Health Study or HUNT-2) to test
whether pre-eclampsia in a previous pregnancy is associated with risk of reduced thyroid function in
later fife.

Calcium for Pre-eclampsia Prevention trial

Participants and specimens

The Calcium for Pre-eclampsia Prevention trial was a randomised, double blind clinical trial caried out
during 1992-5 in healthy nulliparaus women with singleton pregnancies to evaluate the effects of daily
supplementation with calcium or placebo on the incidence and severity of pre-eclampsia.’® ' Caleium
supplementation did not reduce the incidence or severity of pre-eclampsia or delay its onset.

Of the 4589 women enrolled in the trial we excluded 300 with incomplete information on outcomes or
whose pregnancy ended before 21 weeks. Of 326 women who developed pre-eclampsia, 141 had at
least one serum specimen collected before 21 weeks' gestation (baseline specimen) and one collected
after the onset of pre-eclampsia (predelivery specimen). If a woman had more than one specimen
collected within each of these intervals, we selected the earliest before 21 weeks and the latest after
the onset of pre-eclampsia. Soluble fms-like tyrosine kinase 1 had previously been anatysed in all
serum specimens of a random sample of 2200 women and in all women with pre-eclampsia.’® After
excluding women with pre-eclampsia, gestational hypertension, or gestational proteinuria, 1649 women
remained who had been normotensive and without proteinuria during their pregnanties (controls). Each
case of pre-eclampsia was matched to the control with two serum specimens that were closest in
gestation to the two case specimens, Two case specimens—aone baseline, one predelivery—were not
located in the specimen repository.

Women with active dysfunction of the thyroid that required drugs were excluded from the Catcium for
Pre-eclampsia Prevention trial except those with hypothyroidism who were stable while receiving
thyroid replacement therapy. A check of drugs reported by the participants of this study showed that
only one woman {who later developed pre-eclampsia) had received thyroxine. This woman had
subclinical hypothyroidism at baseline, but concentrations of thyroid stimulating hormene and free
thyroxine in her predelivery specimen were within clinical reference ranges.

Pre-eclampsia was defined as hypertension—that is, a diastolic blood pressure of at least 90 mm Hg
on two occasions four to 168 hours apart—and proteinuria, characterised as one of the following: urine
dipstick results of at least + (30 mg/df) on two occasions four to 168 hours apart; a protein to creatinine
ratio of at [east 0.35; urine dipstick results of at least ++ (100 mg/dl), or a 24 hour urine specimen
containing at least 300 mg of protein. Detailed definitions have been published previously.*® '7

Procedures

We randomly ordered archived serum specimens, which had been stored at ~70°C, for analysis.
Assays were carried out by staff who were unaware of the outcome of the pregnancy. Enzyme linked
immunosorbent assays for human soluble fms-like tyrosine kinase 1 had previously been done in
duplicate by R&D Systems Analyticat Testing Services (Minneapolis, MN, USA).*® Thyroid function
tests (thyroid stimutating hormone, free thyroxine, free triiodothyronine, thyroid peroxidase antibodies)
were carried out and human chorionic gonadotrophin measured using a Roche Diagnostics Modular
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Analytics E170 analyzer (Roche Diagnostics, Indianapolis, IN, USA). Human cherionic gonadotrophin
was measured because it is known fo stimulate the thyroid gland and to decrease concentrations of
thyroid stimulating hormone. ' The Roche human chorionic gonadotrophin assay shows no cross
reactivity with thyroid stimulating hormone. Coefficients of variation in normal serum in mid-pregnancy
were less than 5%. Reference ranges for thyroid stimulating hormone {miUA) provided by the
manufacturer were 0.33-4.60, 0.35-4.10, and 0.21-3.15 in sera from the first, second, and third
trimester, respectively, The upper limits of the reference ranges for thyroid peroxidase antibodies
(IU/ml) provided by the manufacturer were 119, 91, and 171 in sera from the first, second, and third
trimester, respectively.? Women with values above the reference range were considered to have
tested positive for thyroid peroxidase antibodies.

Statistical apalysis

We compared categorical variables using the ¥ test and continuous variables using f tests. The
geometric means of thyroid stimulating hormone, free thyroxine, free triiodothyronine, and human
chorionic gonadotrophin and their standard deviations are reported for baseline and predelivery
specimens for both cases and controls. Comparisons of cases and controls are presented as two tailed
P values. Statistical comparisons of specimens from cases and controls were carvied out using near
models, adjusting for age, body mass index, race or ethnicity (black people v others), smoking status
{current smoker or quit during pregnancy v never smoker or quit before pregnancy), human chorionic
gonadotrophin concentration, and presence of thyroid peroxidase antibodies above the reference
range. The levels of change from baseline to predelivery are presented as ratios. Geometric means of
the ratios and their standard deviations are given. We present the comparison statistic between case
and cantrol, which is_the ratio of their geometric means, with its 95% confidence interval.

Results

Characteristics of the women

Of the 141 women with pre-eclampsia, 63 (42%) had severe pre-eclampsia and in 47 {33%) pre-
eclampsia began hefore 37 weeks’ gestation (table 1). Compared with the controls, women with pre-
eclampsia had a greater body mass index and higher blood pressure at the time of enrolment in the
Calcium for Pre-eclampsia Prevention trial. Moreover, a larger proportion of their cusrent pregnancies
had been complicated by preterm delivery or had resuited in the delivery of small for gestational age
infants {table 1). The difference in gestational age between baseline and predelivery specimens in
cases and controls did not differ significantly {154 v 148 days, P=0.08).

o Table 1

-— Characteristics of women with pre-eclampsia and controls at
N o= == .. | enmimentin Calcium for Pre-sclampsia Prevention trial and

e wwe  mwm mem s | characteristics of their infants and spacimens®. Values are numbers
o o vy o | (percentages) unless stated atherwise
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With one exception the characteristics of the 141 women with pre-eclampsia and their infants from the
Calciumn for Pre-eclampsia Prevention trial included in this study (table 1) did not differ significantly from
those of the 185 women with pre-eclampsia and their infants who had not been included owing to lack

of specimens: infants of the women who had been included were more often delivered preterm (28% v
16%, P=0.0086).
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Thyroid function tests and pre-eclampsia

The mean values of thyroid function tests at baseline were not significantly different (table 2). However,
after the onset of pre-eclampsia, concentrations of thyroid stimulating homrmone and hurnan chorionic
gonadotrophin were higher in cases than in controls. The magnitude of the increase in thyroid
stimulating hormone concentration from baseline to predelivery (predelivery to baseline ratio) was
greater in cases than in controls (table 2); case ratio to control ratio 1.64 (95% confidence interval 1.29
to 2.08). Compared with baseline specimens, levels of free trilodothyronine were lower in predelivery
specimens, and the magnitude of the decrease was significantly greater in cases than in controls
(predelivery to baseline ratio 0.85 v 0.89, case ratio to contro! ratio 0.96, 0.92 to 0.99). Although free
thyroxine concentrations were also lower in predelivery specimens than in baseline specimens, the
decrease was similar between cases and controls.

Results of thyroid function test in baseline and predelivery
specimens and predelivery to baseline ratio in cases and controls.

L ] ey
Values are geometric means (standard deviations) unless stated
otherwise
[ ]
d b e - ey e

Vs 20/ Tahio 2

The distribution of test results for thyroid function amaong cases and controls at baseline and befare
delivery was examined in relation to the gestational age specific reference ranges for pregnant women.
This was done t0 determine whether subgroups of the women who developed pre-eclampsia might
have concentrations of thyroid hormones indicating the potential for clinically significant thyroid
malfunction. Only the distributions of thyroid stimulating hormone concentration were significantly
different between cases and controls. At baseline the proportion of women with thyroid stimulating
hormone concentrations above the reference range did not differ between women who would later
develop pre-eclampsia and controls (2% and 3%, respectively, P=0.28 after adjustment for age, body
mass index, race, smoking, logarithmically transformed human chorionic gonadotrophin concentration,
and the presence or absence of thyroid peroxidise antibodies). However, before delivery the proportion
with thyroid stimulating hormane concentrations above the reference range was greater in the women
with pre-eclampsia than in the controls: 24% of cases and 14% of controls (arithmetic means 4.47
miU/l and 4.26 miUA) had thyroid stimulating honmone concentrations above the reference range
(adjusted P=0.03)}. In predelivery specimens, but not at baseline, women with pre-eciampsia were
significantty more likely than cantrols to have concentrations of thyroid stimulating hormone above the
reference range (adjusted odds ratio 2.2, 95% confidence interval 1.1 {0 4.4).

Of the 140 women with subsequent pre-eclampsia and 140 controls tested for thyroid peroxidase
antibodies at baseline, six {4%) in each group had positive resuits—that is, had levels above the
reference range. In predelivery specimens, seven (5%) cases and four (3%) controls had positive
results. The distributions of women with thyroid peroxidase antibodies above the upper limit of the
reference range did not differ significantly between the women who developed pre-eclampsia and the
normoiensive controls.

At baseline none of the women had clinical hypothyroidism as defined by thyroid stimulating hormone
concentration above the reference range and free thyroxine below. However, in predelivery specimens
two women had developed clinicat hypothyroidism {thyroid stimulating hormone 5.46 and 7.33 miU/
and free thyroxine 8.0 and 8.2 pmoll), both after the onset of pre-eclampsia.
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Differences in thyroid stimulating hormone concentrations across quarters of soluble fms-like
lyrosine kinase 1 concentrations

To investigate mechanisms by which pre-eclampsia may be associated with the development of
hypathyroidism, the differences between predelivery and baseline values of thyroid function tests were
examined according to quarters of soluble fms-like tyrosine kinase 1 concentrations in the predefivery
specimens. Cases and controls were analysed separately. Among controls the increase in thyroid
stimulating hormone concentration between baseline and predelivery specimens was strongly
associated (P for trend <0.001) with increasing quarters of predelivery soluble fms-like tyrosine kinase
1 concentration: arithmetic means 0.01 {SD 1.14) miU/), 0.66 (1.04), 0.52 (0.75), and 0.92 (0.91),
respectively (figure). The arithmetic mean of the difference in free thyroxine concentration between
predelivery and baseline specimens was greater in the fourth quarter than in the first quarter (-2.70 v
-1.67 pmol/l, P=0.03}. but the test for trend was not significant. None of the other differences in thyroid
function test results or the differences in human chorionic gonadotrophin concentration were associated
with quarters of soluble fms-like tyrosine kinase 1 in predelivery specimens.

Comparisons of differences in thyroid stimulating hormone (TSH) concentration
betwean predelivery and baseline specimens across quarters of predellvery
soluble fms-like tyrosine kinasa 1 concentrations in normotensive controls and
cases with pre-eclampsia (more ...}

Among the cases with pre-eclampsia, the increase in thyroid stimulating hormone concentration
between baseline and predelivery specimens was also strongly associated (P for frend 0.002) with
increasing quarters of predelivery soluble fms-tike tyrosine kinase: arithmetic means, respectively, 0.51
(SD 1.12) miU/l, 0.94 {1.13) mIUA, 1.41 (1.32) miU/, and 1.33 (1.29) miU/l. Compared with controls,
the increase in the pre-eclampsia group was consistently greater in each corresponding quarter.
Differences between predelivery and baseline specimens for the other thyroid function tests and for
human chorionic gonadotrophin were not associated with quarters of soluble fms-like tyrosine kinase 1
concentration in predelivery specimens. '

Nord-Trondelag Health Study

Participants and specimens

Between 1935 and 1997 all inhabitants 20 years and older in Nord-Trondelag county in Norway were
invited to participate in the Nord-Trondelag Health Study (HUNT-2).Z Nord-Trondelag county is
characterised by a stable and ethnically homogeneous population, which is genera]ly considered to
have adequate iodine intake. A total of 92 936 adults were eligible for the study, and 66 140 (71.2%)
participated. The study has been described in detail elsewhere.Z # A non-fasting venous blood sample
was requested from each participant. Thyroid stimulating hormone concentrations were determined in
samples of the study population and included all women older than 40 years and a 5% random sample
of women aged 20-40,

Linkage to medical birth regisiry of Norway
The unique 11 digit identification number of every Norwegian citizen enabled linkage of parous women
to information in the medical birth registry of Norway. This nationwide registry has recorded data on all

- 263

http://www.ncbi.nlm.nih.gov/p... Page 6 of 12 18/07/2011




Pre-eclampsia, soluble fis-like tyrosine kinase 1, and the risk of reduced thyroid func... Page 7 of 12

births in Norway since 1567. We therefore restricted the analysis to women who had had their first birth
registered during the period from 1967 until participation in the Nord-Trondelag Health Study. Among
women with a measurement for thyroid stimulating hormone concentration, 7933 had had their first
birth in 1967 or later. We excluded women with known thyroid disease (n=695), twin or triplet first
pregnancies (n=74), pregnancy at the time thyroid stimulating hormone concentration was determined
{n=33), and women without information on smoking habits (n=10), leaving 7121 women for analysis.
Thyroid peroxidase antibodies were also measured in women with a thyroid stimulating hormone
concentration greater than 4 mlUA.

Criteria for pre-eclampsia used by the reporting midwives and obstetricians have been in accordance
with the 1972 recommendations of the American College of Obstetrics and Gynecologists.?* These
criteria include increased blood pressure afler 20 weeks' gesiation (2140/90 mm Hg, or an increase in
systolic blood pressure of 230 mm Hg or in diastolic blood pressure of 215 mm Hg), from
measurements made before 20 weeks' gestation, and proteinuria (20.3 g in a 24 hour urine specimen
or a urine dipstick result of 2+).

Procedures

Serum concentrations of thyroid stimulating hormone were measured at the Hormone Laboratory, Aker
University Hospital, Oslo, using DELFIA hTSH Ultra (Wallac Oy, Turku, Finland). The coefficient of
variation was less than 5%. The clinical reference range for thyroid stimulating hormone in this
population was defined as 0.50-3.50 miUA.2® Thyroid peroxidase antibodies were also measured in
people with concentrations of thyroid stimulating hormone greater than 4 miUA (BRAHMS Diagnostica,
Berlin, Germany). Those with levels greater than 200 IU/m! were considered to have tested positive for
thyroid peroxidase antibodies.

Statistical analysis
We used multiple logistic regression analysis to determine odds ratios and 95% confidence intervals.
All analyses were adjusted for age and smoking status (current, former, or never).

Resuits

Analyses were carried out among 7121 women with thyroid stimulating hormone measurements who

had delivered their first child during or after 1967, when the medical birth registry of Norway was
established (table 3). Among women who had experienced pre-eclampsia in their first pregnancy the
probability of having serum thyroid stimulating hormone concentrations greater than the clinical

reference range (>3.5 miU/) was higher than for women who did not develop pre-eclampsia in their first -
pregnancy (adjusted odds ratio 1.7, 95% confidence interval 1.1 to 2.5). The mean number of years
elapsed from delivery of the first pregnancy to the date of the thyroid stimulating hormone

measurement was 20.4 among the women with pre-eclampsia in that pregnancy and 21.8 years among
the women without pre-eclampsia in that pregnancy.

T — 9] Table3
s g v p Odds ratios for thyroid stimulating hormone (TSH) concentrations
e | above the reference range (>3.5 miU#), and for high TSH
—— el concentrations (24.0 mIUA) with positive (>200 IU/mI) or negative
M T (200 1U/m) results (mare ...) -
Velbhs  Pudv  BPCR Tmmy AR ey
— :
o T e T e T
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Thyroid peroxidase antibodies were also measured in women with thyroid stimulating hormone
concentrations greater than 4.0 miUA. The association of pre-eclampsia with subsequent hypothyroid
function (thyroid stimulating hormone >4.0 miU/) was slightly stronger in the absence of thyroid
peroxidase antibodies (adjusted odds ratio 2.6, 95% confidence interval 1.3 to 5.0) than for hypothyroid
function with thyroid peroxidase antibodies (1.8, 1.0 to 3.1; table 3). Amang women who had
experienced pre-eclampsia in two pregnancies, the association with hypothyroid function in the
absence of thyroid peroxidase antibodies was particulary strong (5.8, 1.3 to 25.5).

Discussion

This study found that pre-eclampsia among nulliparous women is associated with a greater subsequent
risk of subclinical hypothyroidism in pregnancy and that women with a history of pre-eclampsia are at
greater risk of hypothyroid function many years after pre-ectampsia.

The findings during pregnancy are consistent with the resuits of previous studies® # 2 and indicate
that the increases in thyroid stimulating hormone concentration during pre-eclampsia are not related to
changes in circulating human chorionic gonadotrophin concentrations, a protein that stimulates the
thyroid gland and suppresses thyroid stimulating hormone.'® In women with pre-eclampsia, but also in
nomotensive controls, the extent of increase in thyroid stimulating hormone during pregnancy was
directly related to the magnitude of circulating soluble fms-like tyrosine kinase 1 concentrations befare
delivery. This increase was substantially greater in the pre-eclampsia group, consistent with the
suggestion that the effect of pre-eclampsia on thyroid function may be mediated by soluble fms-like
tyrosine kinase 1.

Norwegian women who had experienced pre-eclampsia in their first pregnancy were more likely than
other women to have concentrations of thyroid stimulating hormone above the clinical reference range
many years after the pregnancy. The association was stronger if the high concentration of thyroid
stimulating hormone was combined with absence of thyroid peroxidase antibodies, and particularly
strong i pre-eclampsia had occurred in two pregnancies. This suggests that the hypothyroid function
asscciated with increased circulating concentrations of thyroid stimufating hormene in pre-eclampsia
may oceur independent of the autoimmune mechanisms that are genersily accepted as the most likely
cause of subclinical and overt hypothyroidism in iodine replete women.?® %

The clinical syndrome of pre-eclampsia has been hypothesised to result from excessive release of
antiangiogenic proteins—most notably soluble fms-like tyrosine kinase 1—from the placenta into
matemal blood, resuiting in an antiangiogenic state with low levels of free placental growth factor and
free vascular endothelial growth factor.® *' Administration of vascular endothelial growth factor inhibitors
such as soluble fms-like tyrosine kinase 1 to rodents induces hypertension, proteinuria, and glomerular
endotheliosis, the hallmarks of pre-eclampsia. The particular sensitivity of glomerular capillaries to
reduced levels of vascular endothelial growth factor may be attributed to their fenestrated endothelium,
which requires the constitutive expression of vascular endothelial growth factor by renal podocytes for
heatth and function.* Thyroid capillaries also have a fenestrated endothelium.'® In mice, two weeks'
exposure to exogenous soluble fms-ike tyrosine kinase 1 or to other vascular endothelial growth factor
inhibitors resulted in a reduction of thyroid tissue capillary density by two thirds and increased thyroid
stimulating hormone concentration. Stopping soluble fms-like tyrosine kinase 1 from being administered
led to a nearly complete recovery after three weeks.'® This seems to be analogous to the recovery from
hypertension and proteinuria in experimental animals after stopping inhibition of vascular endothelial
growth factor and in women with pre-eclampsia after delivery of the placenta.” ° Together with reparts
of hypothyroidism in patients with cancer treated with vascular endothelial growth factor receptor
inhibitors,'* 12 3 14 35 the evidence suggests that high levels of exposure to soluble fms-tike tyrosine
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kinase 1 as in pre-eclampsia may be associated with increased risk for reduced thyroid function during
and after pregnancy.

As women with subclinical thyroid dysfunction are at greater risk of progression to overt
hypothyroidism,* our findings could have important implications for the subsequent care of women with
pre-eclampsia. Not only should they be followed closely for the development of cardiovascular and
renal disease and the amelioration of predisposing risk factors, but consideration should also be given
to monitoring for the development of reduced thyroid function and clinically important hypothyroidism.
Although the absolute risk for reduced thyroid function and the future development of hypothyroidism in
these women seems to be low, the availability of fow cost thyroxine replacement therapy makes early
treatment of hypothyroidism an attractive option that may substantially reduce the associated morbidity
and imprave quality of life. Moreover, untreated hypothyreidism may be a modifiable risk factor for
cardiovascular disease; and its treatment might prevent early cardiovascular disease in women with a
history of pre-ectampsia.®

Our study raises several questions: [s there a confribution of hypothyroid function to the excess of
cardiovascular disease in women with a history of pre-eclampsia? Dees subclinical hypothyroidism in
women with pre-eclampsia have adverse effects on the long term health of the children?* **Does the
nisk of subclinical and overt hypothyroidism in women with pre-eclampsia increase with time elapsed
after pregnancy? Are women who have had multiple normal pregnancies or pregnancies with multiple
fetuses at greater risk of hypothyroidism because of the increased levels of soluble fms-like tyrosine
kinase 1 in pregnancies with multiple fetuses and in nonmal pregnancies at term? The latter possibility
is supported by our finding that soluble fms-like tyrosine kinase 1 concentration is pesitively associated
with thyroid stimulating hormone concentration in normotensive pregnancies as well.

In summary, increased circulating concentrations of soluble fms-like tyrosine kinase 1, most notably
after onset of pre-eclampsia, were associated with subtle abnormalities of the thyroid during pregnancy.
These in tum may predispose to the development of reduced thyroid function and possibly overt
hypothyroidism in later life.

What is already known on this topic

Limited data suggest that pre-eclampsia may be associated with hypothyroid function during
pregnancy

Women with a history of pre-eclampsia are at increased risk of future cardiovascular and renal
disease

What this study adds

Hypothyroid function during pre-eclampsia may result from the antiangiogenic state
Women with a history of pre-eclampsia may be at increased risk of future hypothyroid function
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Subclinical hypothyroidism and the risk of coronary heart disease and mortality.
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Abstract

CONTEXT: Data regarding the association between subcfinical hypothyrotdism and cardiovascular diseasa oulcomes are
conflicting amang laige prospective cohort studies. This might reflect differences in participants’ age, sex, thyroid-
slimulating hormone (TSH) levels, or preexisting cardiovascular disease.

OCBJECTIVE: To assess the risks of coronary hean disease (CHD) and tolal mortality for adults with subdinicat
hypothyroidism.

DATA SOURCES AND STUDY SELECTION: The databases of MEDLINE and EMBASE (1950 1o May 31, 2010) were
searched withou! language restrictions for praspective cohort studies with baseline thymid function and subsequent CHD
events, CHD montality, and total mortality. The reference lists of retrieved artidles also were searched.

DATA EXTRACTION: Individual data on 55,287 participants with 542,494 person-years of follow-up between 1972 and
2007 were supplied from 11 prospective cohorts in the United States, Europe, Australia, Brazil, and Japan. The risk of
CHD events was examined in 25,977 participants from 7 cohorts with available data. Euthyroidism was defined as a TSH
level of 0.50 to 4.49 mIU/L. Subclinical hypothyraidism was defined as a TSH level of 4.5 to 19.9 mIUA with normal
thyroxine concentraljons.

RESULTS: Ameng 55,287 adults, 3450 had subdinical hypothyroidism (6,2%) and 51,837 had euthyroidism. During follow
-up, 9664 participants died (2168 of CHD), and 4470 participants had CHD events {amang 7 studies). The risk of CHD
events and CHD mortality increased with higher TSH concentrations, In age- and sex-adjusted analyses, the hazard ratio
{HR) for CHD events was 1.00 {85% confidence intervat [C!], 0.86-1.18) for a TSH leve! 6f 4.5 16 6.9 mIUA. {20.3 va
20.3/1000 person-years for participants with euthyroidism), 1.17 (95% CI, (.96-1.43) for a TSH tevel of 7.0 to 9.9 miUAL
(23.8/1000 person-years), and 1.89 (95% CI, 1.28-2.80) for 2 TSH level of 10 to 19.9 mIUL (n = 70 events/235; 38.4/1000
person-years:; P <.001 for trend). The corresponding HRs for CHD montality were 1.08 (95% Cl, 0.91-1.30; 5.3 vs 4.9/1000
person-years for participants with euthyroidism), 1.42 (95% Cl, 1.03-1.95; 6.9/1000 person-years), and 1.58 (85% C, 1.10
-2.27, n = 28 deaths/333; 7.711000 person-years; P = .005 for trend). Totat mortality was nol increased among participants
with subciinical hypothyroidism. Results were similar after further adjustment for traditional cardiovascular risk factors.
Risks did not significantly differ by age, sex, or preexisting cardiovascular disease.

CONCLUSIONS: Subclinical hypothyroidism is associated with an increased risk of CHD events and CHD mortality in
those with higher TSH levels, particularly in those with a TSH concentration of 10 mIUA or greater.
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Introduction

Subclinical thyroid dysfunctions are defined by normal free-triiodothyronine (FTS) and free-thyroxine (FT4)
concentrations in the presence of abnormal TSH, which is low-undetectable in subclimical hyperthyroidism
(SH) and increased in subclinical hypothyroidism (Sh).

The clinical significance of subclinical thyroid dysfunction is much debated (1-3). The presence of tissue
effects, symptoms and signs of mild thyroid hormone excess or deficiency and the management and
treatment of these conditions are controversial issues. Similarly, the TSH cut-off point that determines the
effects of subdlinical thyroid dysfunction remains to be established.

Thae cardiovascular system, which is a major target of thyroid hormona, is sensitive to the effects of thyroid
hormone excass or deficiency at the tissue [evel. Many symploms and signs in patients with overt hypo- or
hyperthyrcidism are related to the reduced of increased action of thyroid hormone on cardiac function.
Triiodothyronine (T3) affects the heart and vascular system through genomic and non-genomic mechanisms;
it influences heart rate, systolic and diastoiic function and systemic vascular resistance, and hence cardiac
performance (4.5).

in human overt hyperthyroidism, the increase in left ventricular performance is predominantly sustained by the
increased pretoad that reésults in enhanced left ventricutar diastolic function (6.7). The reduced systemic
vascular resistance, coupled with increased venous retum and preload, enhances cardiac output {6,7). The
decreased cardiac output in hypothyroid patients at rest depends largely on altered diastolic relaxation and
hemodynamic loading (5.8). The reduced cardiac prefoad, combined with bradycardia and slightly depressed
myocardial contractility, accounts for a subnormal cardiac output in avert hypothyroidism, whereas peripheral
vascular resistance is remarkably increased (4,5,8). Moreover, cardiovascular alterations have been found in
individuals with subclinicat thyroid disease (9). This review covers the data about the progression of
subclinical thyroid dysfunctions and cardiovascular risk. It also deals with the cardiovascular risk and the need
for treatment as estimated from epidemiological data on cardiovascular morbidity and mortality.

Subclinical hyperthyroidism

Causes, prevalence and progression

The reported overall prevalence of SH ranges between 0.5 and 6.3%, the prevalence being higher in patients
over 65 years. The prevalence can differ in relation to iodine intake and the TSH cut-off point used for
diagnosis {10,11).

Subclinical hyperthyroidism may be caused by exogenous or endogenaus factors. The exogenous form is
usually related to TSH-suppressive therapy with L-thyroxine for the treatment of benign thyroid disease and
differentiated thyroid carcinoma. The endogenous form is usually related to the same causes as overt
thyrotoxicosis subsequent to autonomously functioning thyreid adenomas, and multinodutar goitre. TSH
suppressive or unintentional over-replacement L-thyroxine therapy was the most commoen form of SH (20.7%)
among subjects taking L-thyroxine in the Colorado study {11), whereas endogenous faciors accounted for a
minority of cases and prevailed in areas of iodine insufficiency {12). Endogenous SH is usually a slowly
progressive disorder and may last several years before developing into overt thyrotoxicosis. The risk of SH
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progressing to overt hyperthyroidism varies between 2% and 7% per year in patients with undetectable TSH
{12). Unfortunately. there are no data on the progression of SH in patients with TSH between 0.1-0.5 mUAL.

Cardiovascular risk

Exogenous and endogenous SH may lead to signs and symptoms of thyroid hormone excess thereby
miimicking adrenergic overactivity and impairing quality c;f life (12, 13). Subdinical hyperthyroidism affects the
cardiovascular system in various ways, and its increased cardiovascular risk is well documented in the elderly
(14,15). The cardiovascular abnormalities are similar in stable endogencus and exogenous SH (12)

Table 1
Potential cardiac effects of subclinical hyperthyroidism

o0 Increased heart rate

0 Increased prevalence of abrial asthythmias
0 Increased systolic fumction at rest

0 Increased left venfricular mass

0 Impaired diastolic function

0 Systolic dysfunction during effort

The major cardiovascular findings in patients with SH coupled with undetectable TSH are a higher heart rate
and a higher risk of supraventricular arthythmias (15-17). The most consistent cardiac abnormality is a
significant increase in left ventricular mass with unchanged or increased at-rest systolic function and, usuaily,
impaired diastolic function (16,18-20). Moreover, reduced systofic performance on effort and decreased
exercise tolerance has heen reported in patients with SH who had a greater increase in left ventricutar mass
{21). Thyroid hermone-induced hypertrophy in SH is due primarily to the cardiac response induced by the
increased cardiac workload. This is accordance with cardiac hypertrophy induced in rats by thyroid hormone
excess (22). Moreover, the significant increase in left ventricular mass with a tendency towards LV concentrig
remodelling reported in patients with long-standing SH {16,18,19) may counteract the favourable effect
acutely exerted by thyroid hormene on diastolic performance, and so lead to impaired ventricular relaxation
and systolic dysfunction during effart (20,21). The altered passive elasticity of the ventricle (chamber stifiness)
determined by the presence of myocardial hypertrophy is the major determinant of diastolic dysfunction in
patients with SH. ‘

The prognostic significance of these cardiovascular aiterations in patients with SH remains to be darified
especialty in young and middle-aged patients with low TSH. Unfortunately, thera is no study of the effects on
cardiovascular system of minimally suppressed TSH (i.e., TSH between 0.1-0-4 mU/L). However, the
increase in heart rate and in left ventricular mass usually precedes the onset of more severe cardiovascular
disease, and is an independent risk factor for increased cardiavaseular morbidity and mortality in the general
poputation (23).

The detrimental effects of SH are well documented in the eldery and atrial fibrillation represents an importan
cardiovascular risk. The Framingham study evaluated the risk of atrial fibrillation during the 10-year follow-up
in 2007 people aged 60 years or older with endogenous or exogengus SH (15). The adjusted relative risk for
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atrial fibrillation was 3.1 times higher in the group with serum TSH ?0.1 mU/L compared with those with
normal TSH concentrations (>0.4-5.0mU/L). The relative risk of atrial fibriflation was 1.6 times higher in the
group with slightly fow TSH concentrations (0.1-0.4 mUIL) (p=0.04) with an an incidence of atrial fibrillation in
18/1000 patients person-years) (p=0.11) {15). Similarly, in a large retrospective study on hospitalized
consecutive older subjects, the relative risk of atrial fibrillation was 5.2 (p<0.01) in patients affected by SH with
TSH <0.4 mU/L. (17). The combination of subclinical hyperthyroidism and age may have deleterious effects
on the heart (12,23). Furthermare, the passible onset of overt hyperthyraidism in hearts previcusly exposed to
longstanding untreated SH may further increase the cardiovascular rigk (9). This body of data is in agreement
with the increased cardiovascular mortality reported in a community-based review of subjects aged 60 years
or older with endogenous SH and TSH values <0.5 mU/L monitored for 10 years {14).

In patients with benign thyroid disease and in low-risk patients with differentiated thyroid cancer,
cardiovascular parameters and quality of life can be improved by reducing L-T4 dosage to keep TSH at the
tower limit of normal range (24). A cardioselective b-blocking drug, in addition to L-thyrexine, can be used in
nigh-risk thyroid cancer patients to attenuate symptoms caused by mild thyroid hormone excess, and to
reduce the risk of atrial arrhythmias and an increase in left ventricular mass (12). Methimazole administration
and radiciodine therapy may restore euthyroidistn and so improve the cardiovascular risk in patients with
endogenous SH {25,26).

A panel of experts recently recommended that treatment of endogenous SH should be considered in case of
TSH <0.1 mU/L especially when patients are older than 60 years, and if there are symptoms or risk of heart
disease (3). The routine treatment of SH if TSH is between 0.1 and 0.4 mU/L is not recommended (3). In fact,
despite increased mortality in the elderly, it remains to be established if a subnormal TSH concentration
induces the same adverse effects as suppressed TSH on the heart of young and middle-aged patients.
However, it is important to stress that the clinical manifestations of ‘subclinical’ hyperthyroidism may be
related {o an individual's sensitivity to thyroid hommone excess, which depends on the patient's thyraid function
set-point (12}, and may be triggered by individual predisposing conditions (12,27).

Subclinical hypothyroidism

Causas, prevalence and progression

Subgclinical hypothyroidism reflects an early and mild form of thyroid failure. Most patients with Sh have
chronic autoimmune thyroiditis and test positive for serum antithyroid peroxidase (anti-TPO) antibodies; in
these patients, the risk of progression to.overt disease is particularly increased. Poor compliance with L-T4
therapy or suboptimal treatment, may also result in Sh. Medications {e.g., lithium, iodine, interferon, etc.), 131§
therapy or thyroidectomy and external irradiation of the neck can also cause Sh. The epidemiologic data from
three large population-based screening studies (the Whickham Swvey, the Colerado Thyroid Disease
Prevalence Study and the National Health and Nutrition Examination Survey til) {10,11,28) show that the
prevalence of Sh is 4-10% and that this condition increases significantly with age, so that by the ninth decade
of life the prevalence is 15%-20%.

A mild TSH increase (between 4-10 mU/L) is present in about 74% of Sh patients, and whether to treat Sh
associated with this TSH range is hotly debated. The progression to overt hypothyroidism occurs at a rate of
2-5% per year and it is increased in patients with TSH >6 mU/L and positive thyroid antibodies.

The reasons for treating Sh are: 10 preve;lt progression to ovent disease, to aftenuate symptoms, and to
comect lipid profile and cardiovascular abnormalities and 50 reduce the cardiovascular risk. However, the TSH
cut-off at which to start replacement therapy with L-thyroxine is still debated {1-3).

Cardiovascular risk

The cardiovascular risk in patients with Sh results from changes in cardiovascular function and from
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accelerated atherosclerosis (8,9)

Table 2

Subclinical hypotiyroidism and cardiovascalar sk

Increased risk for fimctional cardiovaseular changes

o Normal/depressed systolic function at rest

s Left ventriculer diestolic dysfunction at rest and during exercise
¢ Impaired left ventricular systolic function on exercise

® Increased systamic vatcnlar resiftante

e Increased prevalence of diestolic hear failure in the elderiy

Increased risk for athevosclerosis

o Increased prevalence of hypertension

o Endothelial dysfunction

& Atherogenit lipid profile

e Hypofibrinolytic and hypercoagulable state

o Elevated C-reactive protein levels

The most consistent cardiac abnommality in patients with Sh is impaired left ventricular diastolic function,
which is characterized by slowed myocardial relaxation and impaired early ventricular filling (9,29). Impaired
teft ventricular relaxaticn was identified in patients with Sh by echoéardiography and radionuclide
ventriculography (30-33). All studies of young and middle-aged patients with a mild and persistent TSH
increase (4-10 mU/L) due to Hashimolo thyroiditis show that diastolic dysfunction of the left ventricle is a
common finding in patients with persisient Sh (30-33). Diaslolic function is impaired both at rest and during
exercise (33). Slowed left ventricle relaxation is in accordance with the finding that thyroid hormone affects the
calcium-reguiating proteins SERCA and PLB thereby slowing down calcium re-uptake into the sarcoplasmic
reticulum during diastole (29). Aitered diastolic function can be reversed by L-thyroxine replacement therapy
{8.9,29-33). '

Conflicting results on systolic function are reported in patients with overt and Sh (8). Impaired left ventricular
systolic function on effort was documented in patients with Sh by using radicnuclide ventriculography, Doppler
echocardiography and cardiopuimonary exercise testing (29, 34). The negative effect induced by Sh on
systolic function at rest and during effort is reverted by restoring euthyroidism with L-T4 therapy {29-34).
Ultrasonic myacardial textural analysis indicates that myocardial composition is altered in patients with Sh
{35). Many Sh patients are elderly and the onset or progression of the disease in these vulnerable subjects
may precipitate cardiac decompensation and promote congestive diastolic heart failure (5,8).

Overt hypothyroidism is associated with premature atherosclerosis and coronary artery disease.
Epidemiological studies of the link between Sh and atherosclerosis have yielded conflicting results (36,37).
Compeiling evidence of a higher prevalence of atherosclerotic cardiovascular disease in patients with Sh
{defined as TSH >4.0 mU/L) emerges from a recent large cross-sectional survey of 1,149 women aged 55
years or more, living in Rotterdam (37). it was shown that Sh patients had a significantly increased age-
adjusted prevalence of aortic atherosclerosis on chest radiographs and myocardial infarction compared with
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controls. The attributable risk percentage for Sh associated with myocardial infarction was within the range of
the traditionally recognized risk factors for coronary artery disease, including hypercholesterolemia,
hypertension, smoking and diabetes mellitus. Moreaver, in a cross-sectional analysis, Sh was associated with
ischemic heart disease independent of age, systolic blood pressure, body mass index, cholesterof, smoking,
or presence of diabetes mellitus (38).

The mechanisms responsible for atherosclerosis and coronary artery disease in patients with Sh are
controversial (8,39). Diastolic hyperiension {40.41), dyslipidemia (42-45), endothelial dysfunction (46},
elevated C reactive protein levels (47) and coagulation abnormalities (48) are atherosclerotic risk factors
associated with Sh and may be reversed after | -T4-induced euthyroidism.

In a recent review of quidelines, treatment of Sh was recommended when serum TSHis >10 mU/L so as to
prevent progression to overt disease (3). Treatment of subclinical hypothyroidism based on cardiovascular
risk was not recommended because the daia available were considered insufficient and unconvincing (3).
Furthermore, routine levo-thyroxine freatment was not recommended when TSH is between 4.5 and 10 mUAL
(3).

However, mild hypothyroidism {TSH <10 mU/L) can negatively affect the cardiovascular system, especially
diastolic function, endothelial function and systemic vascular resistance. Treatment of this mild form of
hypaothyreidism may improve cardiovascular function (8, 49) and it may prevent atherosclerosig and coronary
antery disease (50) thereby reducing the cardiovascular risk.
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Prevalence of Subclinical Hypothyroidism in Patients with
Chronic Kidney Disease
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Background and objectives: Subclinical primary hypothyroidismn is highly prevalent in the general population, especiaily
in the elderly. However, the prevalence of subclinical primary hypothyroidism in persons with chronic kidney disease (CKD)
not requiring chronic dialysis is not well defined.

Design, setting, participants, and measurements: Cross-sectional data from 3089 adult outpatients, who were consecutively
referred by general practitioners for routine blood testing over the last two years, were analyzed. Glomerular filtration rate
(GFR) was estimated by the abbreviated Modification of Diet in Renal Disease equation. Multivariable logistic regression was
used to evaluate the independent association between prevalent subclinical primary hypothyroidism and estimated GFR.

Results: Among 3089 adult participants, 293 (9.5%} had subclinical primary hypothyroidism and 277 (9%) had an estimated
GFR <60 ml/min per 1.73 m*. The prevalence of subclinical primary hypothyroidism increased from 7% at an estimated GFR
=90 ml/min per 1.73 m? to 17.9% at an estimated GFR <60 mlU/min per 1,73 m* {P < 0.0001 for trend). Compared with
participants with an estimated GFR 260 ml/min per 1.73 m? those with estimated GFR <60 ml/min per 1.73 m? had an
increased odds of subclinical primary hypothyroidism after adjusting for age, gender, fasting plasma glucose, total chalesterol,

and triglyceride concentrations.

Comnclusions: These findings suggest that subclinical primary hypothyroidism is a relatively common condition (~18%)
among persens with CKD not requiring chronic dialysis, and it is independently associated with progressively lower
estimated GFR in a large cohort of unselected cutpatient adults.

Clin | Am Soc Nephrol 3: 1296-1300, 2008. doi: 10.2215/C)JN.00800208

he concept of subclinical primary hypothyroidism has

emetged over the past several decades, as our ability to

detect subtle changes in thyroid function tests is pro-
gressively improved (1,2). Although it is recognized that pa-
tients with subclinical primary hypothyroidism may have sub-
tle symptoms of thyroid dysfunction, the definition is purely a
biochemical one, defined as elevated serum thyrotropin (TSH)
levels but normal free thyroxine (FT,) levels (3).

Subclinical primary hypothyroidism has been recognized in
several studies to be associated with markers of cardiovascular
risk and cardiac impairment (4—7). Even minor deviations from
serum TSH normal range might accelerate the development of
atherosclerosis and have adverse effects on cardiovascular per-
formance in the general population (4-7). Moreover, subclinical
primary hypothyroidism has been identified as a strong pre-
dictor of all-cause mortality in chronic dialysis patients and as
a risk factor for nephropathy and cardiovascular events in type
2 diabetic patients (8,9). There is, however, limited quantitative
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evidence regarding the prevalence of subclinical primary hy-
pothyroidism in large samples of individuals, induding large
non-U.S. cohorts at different levels of estimated glomerular
filtration rate (GFR} (10).

To explore this question, we have performed a cross-sec-
tional analysis using a large database from a Clinical Chemistry
Laboratory, with the purpose of estimating the prevalence of
subclinical primary hypothyroidism at different levels of kid-
ney function.

Materials and Methods

We performed a cross-sectional analysis on the database of the Lab-
oratory Information System of the Clinical Chemistry Labaratory at the
Verona University Hospitaf to refrieve results of serumn creatinine,
glucose, lipids, and thyroid function tests, which have been performed
on 3233 outpatient adulls (&18 yr of age) consecutively referred by
general practitioners for routine blood testing over the last 2 yr {from
December 2005 to December 2007). For these analyses, we excluded
participants who had abnormal serum FT, concentrations (# = 144);
thus, a sample of 3089 adult participants was included in the final
analysis (Figure 1). if a subject had more than one blood test ordered
over the 2 yr, only the first result was induded in analysis. Al! partic-
ipants gave their informed consent. The local ethics comrmittee ap-
proved the study protocol,

Venous blood from all outpatients was routinely collected in the
morning on fasting subjects, and serum creatinine, glucose, total cho-
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(n=3,233)

Wkhale sample initially scmnu!
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free T4 levels (ovld44)

Panigipanty incinded in
analysds (n=3,089)

N

Participaats with TSH <033 miU.

zod opronal free T4 (a=183)
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Participuats with TSH >4.5 mlUA.
and normal free T4 (0=293)
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~

Participants with ao subclinical bypotbyroidism (n=2,796)

Figure 1. Details of the study design.

lesterol, and triglyceride concentrations were assayed by enzymatic
procedures on Roche/Hitachi Modular System (Roche Diagnostics
GmbH, Milan, Italy), according to manufacturer’s specifications and
employing proprietary reagents. Serum TSH and FT, concentrations
were quantified by two-site, chemiluminescent, immunometric assays
" on the IMMULITE-2000 analyzer (Diagnostics Products, Los Angeles,
CA). Functional sensitivity for TSH and FT, was quoted by the manu-
facturer as 0.004 mIU/L and 0.3 ng/dl, respectively. Reference values
in our laboratory were 0.35 to 4.5 mIU/L for TSH and 0.8 to 1.8 ng/d]
for FT,, respectively. No serum thyroid peroxidase antibody measure-
ments were available.

Kidney function was calculated by using the formula developed and
validated in the Modification of Diet in Renal Disease study. The
Modification of Diet in Rena] Disease formula was as follows: estimated
GFR = 1750 X (serum creatinine™ ') X (age™®™ x 1212 (if
black) x 0.742 (if female} {11).

Statistical Analysis

Data are expressed 2s mean = SD or proportions. Statistical analyses
included the unpaired 1 test (for continuous measures) and the x* test
with Yates’ correction for continuity (for categorical varizbles). Skewed
variables (wiglycerides) were logarithmically transformed to improve
normality before analysis. The independent relationship between sub-
clinical primary hypothyroidism {as defined as TSH >4.5 mIU/L with
FT, levels within the reference range} and chronic kidney disease
(CKD) (categorized as estimated GFR <60 mi/min per 1.73 m®) was
tested by multivariable logistic regression analysis. All known potential
confounders (age, gender, plasma glucese, total cholesterol, and trig-
lycerides) were entered in the multivariable model to ensure giving an
unbiased estimate for the relation between subclinical hypothyroidism
and CKD. P values <0.05 were considered to be statistically significant.

Results

Details of the study design are summarized in Figure 1. After
excluding participants with abnormal serum FT, concentra-
tions (i.e., those with FT, <0.8 or >1.8 ng/dl}, cumulative
results for main demographic variables, and serum TSH, FT,,
lipids, creatinine, and glucose concentrations were retrieved for
3089 adults (78.4% female)} with a broad spectrum of age (mean
age, 549 * 16.2 yr; range, 18 to 94 yr).

In the whole sample, the mean values of estimated GFR,
serum TSH, and FT, concentrations were 83.3 * 19.5 ml/min
per 1.73 m? {range, 8 to 195 ml/min per 1.73 m?), 2.30 = 2.79
miIU/L (range, 0.001 to 47.6 milU/L), and 1.3 = 0.2 ng/d!
(range, 0.8 te 1.8 ng/dl), respectively. Most participants (n =
2613, 84.6%) had serum thyroid function test results within the
reference range (ie, TSH values ranging from 035 to 4.5
mIU/L with normal FT, levels), whereas 9.5% (n = 293} had
subclinical biochemical hypothyroidism (ie., TSH >4.5 mIU/L
with normal FT, levels), and 5.9% (1 = 183) had subclinical
biochemical hyperthyroidism (i.e., TSH <0.35 mIU/L with nor-
mal FT, levels). Overall, 277 {9%) subjects had estimated GFR
<60 ml/min per 1.73 m?, 265 of whom had estimated GFR
between 30 and 59 ml/min per 1.73 m® and 12 subjects had
estimated GFR <30 ml/min per 1.73 m™; none of them required
chronic dialytic therapy. Most participants (r = 1741, 56.4%)
had an estimated GFR of 60 to 89 ml/min per 1.73 m?, and
34.6% (n = 1071) had an estimated GFR >90 ml/min per 1.73 m®.

As shown in Table 1, participants with subclinical primary
hypothyroidism were likely to be older and had higher values
of fasting plasma glucose, total cholesterol, and triglycerides,
and lower estimated GFR levels than their counterparts with no
subclinical hypothyroidism. As expected, serum TSH levels
were higher and FT, levels were lower in the hypothyroid
group. No significant difference was found in gender distribu-
tion between the groups. The prevalence of participants with
estimated GFR <60 ml/min per 1.73 m® was remarkably
greater among those with subclinical hypothyroidism than
among, those with no hypothyroidism. Almost identical results
were observed when participants with low TSH and normal
FT, levels (n = 183) were excluded from the nonhypothyroid
group {data not shown}).

Conversely, as shown in Figure 2, the prevalence of subclin-
ical primary hypothyroidism was increased in persons with
progressively lower kidney function, ranging from 7% for per-
sans with estimated GFR 290 ml/min per 1.73 m? to 17.9% in
persons with estimated GFR below 60 ml/min per 1.73 m?.
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Table 1. Characteristics of participants with and without prevalent subclinical hypothyroidism (n = 3089)

inical Hypothyroidistm Hypothyroidi
Subclin ain =y§33)yro No (;:p: . ro)dm P

Age (yr) 579+ 173 532175 <0.0001
Women [N (%)] 228 {77.8%) 2179 (77.9%) 0.90
TSH (mIU/L}) 8.19 £ 5.72 1.69 = 1.01 <0.0001
Free T, (ng/dl) 1202 13*02 <0.0007
Fasting glucose (mg/dl) 105 = 20 92 + 16 <0.0001
Total cholesterol {mg/dl) 200 x50 189 *+ 43 <0.0001
Triglycerides {mg/dl) 124 * 89 108 = 53 <(0.0001
Estimated GFR (ml/min per 1.73 m?) 79.7 * 40.7 86.6 = 32.2 <0.001

=90 76 (25.9%) 995 (35.6%) <0.0001

60-89 169 (57.8%) 1572 ({56.2%)

30-59 47 (16.0%) 218 (7.8%)

<30 1 (0.3%) 11 (0.4%)

Values are mean *+ SD or number or proportions. Differences between groups are assessed by the unpaired ¢ test (for continuous
variables) and the x* test (for categorical variables). TSH, thyrotropin; T,, thyroxine; GER, glomerular filtration rate.

Notably, when estimated GFR was subdivided into deciles
instead of widely accepted diagnostic categories for CKD stages
(Figure 3), the prevalence of subclinical primary hypothyroid-
ism was markedly increased among those in the first decile of
estimated GFR {mean estimated GFR, 50.4 * 10 ml/min per
173 m?) compared with those in the highest estimated GFR
decile (mean estimated GFR, 121 x 13 ml/min per 1.73 m%), i.e.,
17.1% and 4.0% in the lowest Zersus highest estimated GFR
decile, respectively (P < 0.0001 for trend by the x* test). Simi-
larly, there was a graded significant decrease in mean serum
TSH levels across estimated GFR deciles (range, 2.92 to 1.84
mIU/L; P < 0.0001) in the whole population (Figure 3). '

In logistic regression analysis (Table 2), the presence of CKD
{(included as categorical measure and defined as estimated GFR
<60 ml/min per 1.73 m?) was independently associated with
prevalent subclinical primary hypothyroidism after adjustment
for age, gender, total cholesterol, trigtyceride, and glucose
concentrations {adjusted odds ratio = 1.73; 95% confidence
interval, 1.20 to 2.48; P = 0.003). Of note, older age was also
independently associated with prevalent subclinical hypo-
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Estimated GFR, mL/mio/1.73 m’

Figure 2. Prevalence of subclinical primary hypothyroidism by
level of estimated GFR (P < 0.0001 for trend by the x* test).

thyroidism, whereas sex, fasting plasma glucose, and lipid
levels were not.

The results remained essentially unchanged even when esti-
mated GFR was included as a continuous variable in the above
regression model (adjusted odds ratio = 1.19, 95% confidence
interval, 1.10 to 1.28 per unit decrease in estimated GFR; P <
0.001) or when the association between estimated GFR and
prevalent subclinical hypethyroidism was examined in sub-
groups stratified by gender and age (<70 versus =70 yr; data
not shown).

Discussion

In this large cohort of unselected adult outpatients, we found
an increased prevalence of subclinical primary hypothyroidism
in persons with reduced estimated GFR independent of age,
gender, fasting plasma glucose, total cholesterol, and triglycer-
ide concentrations. Moreover, with progressively lower esti-
mated GFR, there was a graded increased likelihood of subctin-

z: !
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Figure 3. Prevalence of subclinical primary hypothyroidism
{columns) and serum thyrotropin levels (line} by deciles of
estimated GFR (P < 0.0001 for both trends). Persons in the
lowest decile are those with lower values of estimated GFR.
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Table 2. Determinants of subclinical hypothyroidism in the whole population as evaluated by multiple logistic

regression analysis (n = 3089)

Independent Variables Odds Ratio (= 95% CI) P
Age (per 10 yr) 1.16 (1.06-1.23) 0.001
Gender (male persus female) 0.96 (0.71-1.30) 0.871
Fasting glucose (per unit increase) 1.08 {0.96-1.18) 0.602
Triglycerides (per unit increase) 1.14 {0.57-1.24) 0.297
Total cholesterol {per unit increase) 1.05 (0.98-1.10) 0.549
Estimated GFR (<60 versus = 60 ml/min per 1.73 m?) 1.73 (1.20-2.48) 0.003

CI, confidence interval; GFR, glomerular filiration rate.

ical primary hypothyroidism. Accordingly, there was a
significant inverse association between estimated GFR and TSH
levels throughout the normat and high TSH ranges.

It has been estimated that the prevalence of subclinical pri-
mary hypothyroidism ranges between 4% and 10% in the gen-
eral population (12-14) and between 7% and 26% in the elderly
(15-17). Previous studies have reported a higher prevalence of
goiter-and/or thyroid hormone abnormalities in persons with
end-stage renal disease (18-22). In addition, some of these
studies suggest that abnormal thyroid hormone levels (ie., low
plasma free triiodothyronine with normal TSH levels as typi-
cally seen in the low T, syndrome) in patients requiring chronic
dialysis are independent predictors of all-cause and cardiovas-
cular mortality (20-22), likely because of an association with
underlying chronic inflammation (19,22). Althsugh numerous
contributing factors have been hypothesized, including altered
iodine metabolism, decreased peripheral sensitivity to hor-
mones, and autoimmune thyroiditis, the exact underlying
mechanisms linking advanced CKD and primary thyroid dys-
function remain unclear. Conversely, in clinicaily overt primary
hypothyroidism (myxedema), the most significant manifesta-
tion of changes in renal function is hyponatremia, which results
from an impairment in renal diluting capacity leading to water
retention (23). Moreover, clinically overt hypothyroidisn may
also cause renal hemodynamic alterations produced by a
decreased cardiac output, which lead to a progressive decline
in GFR.

Currently, litfle is known regarding the epidemiology of
thyroid function abnormalities in persons with less severe kid-
ney dysfunction. Lo ef #i. recently noticed that the prevaience of
subclinical and clinical primary hypothyroidism increased with
progresgively lower levels of kidney function in a nationally
representative cohort of U.S. adults {10). Among these partici-
pants, more than 20% of those with an estimated GFR <60
ml/min per 1.73 m? had clinical or subclinical primary hypo-
thyroidism after controlling for age, gender, and race/ethnicity
(10). Their study differed from ours in that their multiethnic
US. cohort was younger (mean age, 48.7 oersus 54.9 yt), had a
greater prevalence of males, only 56% of hypothyroid cases
were considered subclinical, and total T, and not FT, concen-
trations were assessed. Thus, our study extends these previcus
cbservations by demonstrating a high prevalence of subclinical
primary hypothyroidism (~18%) in a large non-U.S, cohort of

persons with CKD not requiring chronic dialysis that is inde-
pendent of important confounding factors.

Subclinical primary hypothyroidism is most commonly
caused by chronic autoimmune thyroiditis, which is typically
characterized by a mild asymptomatic goiter with diffuse hy-
poechogenicity on thyroid ultrasound and by the presence of a
high titer of serum thyroid autcantibodies (24), Other less com-
mon causes of transient or permanent primary hypothyroidism
include drug-indhiced hypothyroidism, subacute thyroiditis, ra-
diation thyroiditis, and postpartum thyreiditis (25). However,
independent of its specific etiology, several studies have shown
that subclinical primary hypothyroidism may affect both
diastolic and systolic cardiac function, worsen traditional risk
factors for cardiovascular disease, including blood pressure,
plasma lipid profile, and endothelial function (5-8,24).

This study has several limitations that should be noted. First,
because this study is cross-sectional, the present analysis is
limited in its ability to establish causal or temporal relation-
ships between subclinical primary hypothyroidism and kidney
disease. Second, the definition of kidney function was based on
estimated GFR rather than on more precise measurement of
kidney function, such as iothalamate clearance. Third, nonthy-
roidal (e.g., low T; syndrome, which is typically seen in some ill
patients, including those with end-stage renal disease) and
thyroidal (as reported above) causes of subclinical hypothy-
roidism were not identified. Finally, because our analysis de-
pended on automated databases to establish the presence of
subclinical hypothyroidism and kidney disease, it may have led
to some misclassification; in particular, we do not have any
information on coexisting medical conditions and current use
of thyroid medications (thyroid replacement therapy or anti-
thyroid drugs). Moreover, thyroid function tests could be re-
quested when there was a (clinical) suspicion of altered thyroid
function, thus tending to inflate the magnitude of the estimate
of the relation. However, in this study we excluded all patients
with low or high FT, levels, who are those likely to have clinical
symptoms of hypothyroidism or hyperthyroidism, respec-
tively.

Notwithstanding these possible limitations, this analysis has
several strengths, First, our clinical laboratory used uniform
methods to collect data on serum TSH and FT, concentrations.
Second, subclinical primary hypothyroidism was diagnosed
according to widely accepted diagnostic criteria (i.e., high TSH
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From: Heather Cook (0161 923 6472)
Sent: 20 July 2011 16:31
To: T; |

Subject: FW: URGENT: FAO Heather Cook, Investigation Officer RE: Gordon Skinner
Dear

Thank you for your email. { will ensure it is included in the papers to be considered at the review Fitness to
Practise Panel hearing. \

Regards

Heather Cook

Investigation Officer

Fitness to Practise Directorate
DDL: 0161 923 6472

Fax: 0161 923 6401

Email: HCook@gmc-uk.org

From:| |
Sent: 19 July 2011 13:48

To: GMC Fitness to Practise

Subject: URGENT: FAO Heather Cook, Investigation Officer

Re: Dr Gordon R B Skinner GMC No. 0726922
Dear Ms Cook,

I was, this morning, astonished and alarmed to discover that Dr Skinner is being called to a
Fitness to Practise Hearing. Therefore, it is with great urgency that [ implore you to read my
email to fully understand how he has helped me and to understand my very grave fear of again
losing my health should he be prevented from practising.

I had been very'unwell for several years until I reached the point where I could no longer function
and began to believe that I may even die. My symptoms were diverse and too many to list
[ —— ]

[ = = = 11 visited different GPs who advised there was nothing
wrong with me and that I was most likely| I continued togggTter.
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my job through my inability to functionl: — ] Life was a
struggle and still all blood tests came back normal. Finally I got my GP to do a Thyroid Test
which indicated I was slightly out of range. "Slightly",| =

A’ o’ -

| After so long, I received

Levothyroxine from my GP which took the edge off [ | but little else. I feared I must
live the rest of my life like an invalid. ]

-

Finally, I requested my GP (who had tried her best but lacked the expertise or indeed the time to
fully help me) to refer me to Dr Skinner. Thank God she did, I shudder to think of the state I
would be in had she not. I saw Dr Skinner who had both the knowledge and the time to fully
assess me. I explained how unwell I felt on Levothyroxine and fortunately he agreed to prescribe

Armour Thyroid.

I have not felt as well as I currently do for many years. I am again beginning to enjoy life again,

|1 feel as if I have a second chance of life. People are remarking as to my

health, only now saying how ill I looked before.

Therefore, I beg of you to continue to allow Dr Skinner to help people like myself, I am
extremely fearful that I shall again lose my health if you do not. It may appear somewhat

dramatic but my health quite literally lies in your hands. Please, please allow me to continue
feeling this well.

Please be so very kind as to acknowledge my email, so I know you have had the opportunity to
see it.

Kindest Regards
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Heather Cook
Investigation Officer . -
Fitness to Practise Directorate
General Medical Council
3 Hardman Street
Manchester
M3 3AW
Dear Ms Cook,

RE: Dr G. Skinner MD DSc FRCPath, l"'RCG;I [ |

I am writing this letter in support of Dr G Skinner. Although not a patiemt of Dr Skinner |
have read with great interest his publications on the subject of hypothyroidism. Having
endured, in my view, poor and inadequate treatment under the NHS, 1 find his insight into the
symptoms and treatment of hypothyroidism excellent information for myself as a patient.
Also from my experience as a patient 1 cannot help but agree with him.

Since thyroid hormones are vital for every organ and process in the body it is surprising that
more doctors from othet specialities do not in follow in Dr Skinner’s footsteps and take as
much interest in the treatment and diagnosis of this condition. Perhaps medical schools have
a part to play here and I believe he would be an excetlent teacher in this important subject. Dr
Skinner is therefore to be admired as being a very well qualified doctor, but not an

-endocrinolegist; who-can-however bring-another-perspective-in-analysing the-symptoms
endured by the patient. He must also be admired for providing adequate treatment which is
acceptable to the patient . This is not something I have received under the NHS. | therefore
consider his patients are extremely fortunate to have him as their doctor.

Dr Skinner has been described as “a caring and compassionate doctor whose overwhelming

-concern'is the-care‘and wellbeing uof your patients™.~He should therefore be-applauded for
behaving in this fashion. In my experience I have discovered that the health risks of untreated
hypothyroidism can be extremely serious. A doctor, like Dr Skinner, who looks closely at
symptoms as well as blood tests, is therefore 1 believe behaving in an extremely responsible
fashion towards his patients.

"I coniclude in saying that Dr Skinner shoiild be dllowed to coritinue his important work in
helping patients to regain their health. I am very sad that 1 was not referred to him a nomber
of years ago as [ am sure he could have saved me considerable suffering.

Dr Skinner has my fult unqualified support.

Yours faithfully

C.a? LS - 2, =

R S\x'-@%
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Ms Heather Cook

Investigations Officer Gamesal Wadles) Cewnc!
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General Medical Council Origund v Pt sy

3 Hardman Street e rea

Manchester M3 3AW or wcan 21 JUL 201
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Dear Ms Cook . . :

Re: Dr G Skinper Review Hearing

] 1 would like to politely ask a question of the
GMC Why do members of the Board think members of the public with access to the NHS are
prepared to travel long distances and pay to see Dr Skinner privately?

For those of us with a thyroid condition it is certainly not a question of vanity or queue jumping
or of having more money than we know what to do with. It has been our experience of the NHS
over a substantial number of years that it becomes a matter of the uppermost necessity in our
daily lives to pay to see Dr Skinner privately. After years of GP’s who, as you are not about to
drop dead do not appear to view the symptoms of a thyroid problem as warranting a referral to an
Endocrinologist, of GP’s who do not interpret the blood results correctly, and of GP’s whose
approach to an undiagnosed thyroid problem is to essentially ‘blame the patient’ with endless
lectures about how if you adopt a better diet, loose weight and do more exercise i.e. so if you
give up your one remaining pleasure of sitting curled up on the sofa reading a book and drinking
a glass of wine then your health and well being will definitely improve; it is your fault your life
feels like you are trudging through a thick bed of treacle every day. Dr Skinner, with his wealth
of specialist knowledge, his caring attitude, his empathy and understanding of how the symptoms
of Myxoedema can adversely impact on multiple areas of daily life is therefore, for us, a positive
oasis after years in a totally demoralising wilderness that is unfortunately all too commonly
encountered by patients with a thyroid condition uader the ‘care’ of the NHS,

With the greatest respect I would therefore request the GMC board to think very carefully about
potentially intervupting this vital, life affirming and life altering service for patients with a
thyroid problem because, for us, Dr Skinner is an absolute God send. Our quality of life would
quite literally not be the same without the extremely knowledgeable service and outstanding
support offered by Dr Skinner. Therefore, as 2 member of the general public served by the GMC,
my vote is that the GMC Board should on the contrary now be meeting to consider the award of
a well deserved honour to Dr Skinner for his outstanding service to thyroid medicine. In my
opinion it is the doctors whe do nothing to help their patients with a thyroid problem who should
be called to stand before the GMC Board.
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If you have any questions or if I can be of further assistance then please do not hesitate to contact
me.

Yours sincerely
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18" July 2011

Heather Cook
Fitness to Practice Directorate
General Medical Council Gimtcand Mot Gowint
3 Hardman Street Gt va¢ v « Pivpasiipy '
Manchester g e e Sty
M3 3AW
Dans ren
oo 21 JuL 200
Dear Ms Cook ”m a3 bt Phevcopied 1o Irprove
Re: Testimonial for Dr G Skinner Dosurnard had physeat cbjeces #:

I have been treated by Dr Skinner for a long time and it is a joy to be treated
as an individual rather than someone who fits into a neat little box.

Dr Skinner takes time to discuss my symptoms and is alert to any changes in
my condition.

it would be a shame if it was decided at this review that Dr Skinner is not fit to
practice as he has brought relief and hope to so many patients.

Thank you for taking the time to read this testimonial and | am praying that
you will allow Dr Skinner to continue as a much needed Doctor.

Yours sincerely

Mobile:
Home:

Caopies to [ ]and Mr Ralph Shipway.
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20" July 2011
Dear Ms, Cook,

REF: DR. GORDON SKINNER

I have been a patient of Dr. Skinner for approximately[] years.

For the nex{——_J ycars [ had many symptoms of low thyroid function with realizing it.
!n the late[——I's I approached my then GP who ordered blood tests for thyroid function.

R D

lwas adwsedlhatthe resuhs showed mythymxdtobe“mthenormal range” and it was
concluded that despite a partial thyroidectomy and no replacement thyroxine for almost

[Cyears, my symptoms could not be attributed to hypothyroidism.

Enter Dr. Skinner.

After feeling let down by the treatment or lack of it from the NHS, I became a patient of
Dr. Skinner’s. I was particularly encouraged by his appmach: i.e. that he did not simply
diagnose solely on blood test results, but he also took into account the patient’s myriad
and often seemingly unrelated symptoms.

I have found Dr. Skinner to be thorough, thoughtful, and measured throughout my many
consultations with him over the years. He has a quiet, professional manner.

P’m aware that he has been criticized because his views on the treatment of
hypothyroidism fall outside current mainstream thinking in this country.

However, I have appreciated Dr. Skinner's approach of taking all my symptonts into
account, in addition to blood test results, and “partrering” with me o find the optimum
dosages i require. e g
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As his patient of the last ——Jyears, ] have always been completely satisfied in my
dealings with Dr. Skinner and his administration team | = 1

1 am deeply saddened to hear that he is facing a review hearing with the GMC.

I hope you can appreciate that without Dr. Skinner’s help my life would be so different.
It'’s most likely that I would still not be treated or at best be undertreated for
hypothyroidism with little or no relief of my symptoms.

I wish him well.

Yours sincerely, [—]

Cc Mr. Ralph Shipway,
RadcliffesleBrasseur (Solicitors)
5 Great College Street,
Westminister,
London, SW1P 38J
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Dear Ms Cook,

RE: DR GORDON SKINNER

I am writing to express my gratitude, respect, thanks and appreciation of the work that Dr
Gordon Skinner does.

I' — ¥ = ¥ —rﬁv——-—d
[ 1 am completely indebted to Dr Skinner. If I had not been referred to Dr Skinmer by my
GP 1 would without doubt no longer be L = land the lives of my

husband and children would be in a very sad state. Emy health had deteriorated to

such a point that [ was becoming incapable [; - - 1

I have been in Dr Skinner’s care since[—_———]as the NHS have completely refused to
acknowledge that my ill health is caused by hypothyroidism despite having a multitude of

clinical symptoms, a family and personal history of thyroid problems | ,
| |

[ | This disbelief by

the NHS has continued despite a virtually complete recovery and a massive improvement in
mine and my family’s quality of life since starting medication under Dr Skinner.

I feel completely and utterly let down by the NHS in regard to the treatment of my
hypothyroidism. The NHS Endocrinology department at | |

have failed to show me any level of care and have made me feel that I am completely
in the wrong no matter how much evidence they are given or how much better they can see
my health is. | have asked them to provide an explanation as to how my health could possibly
have improved as a result of the treatment for hypothyroidism if the problem is not my
thyroid. They have been completely unable or willing to do this to date. Dr Skinner has
restored my faith in the medical profession.
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As a result of the appalling manner in which I was treated by the NHS [ asked to be referred
to Dr Skinner in —_——1| He could see immediately that the problem was my thyroid from
my clinical features and he took the time to listen to my concerns and background
information in a caring and professional manner. During the past year I have found Dr
Skinner to be diligent, thorough and a highly caring professional. Dr Skinner has kept my GP
informed of every step of my treatment in a professional, polite and pleasant manner,
ensuring that he (GP) is kept completely up to date with my treatment and the reasons for my
treatment. Dr Skinner has my complete trust and total respect, which is more than can be said
for many of the professionals I have come across in the NHS. Dr Skinner is devoted to
ensuring that the patients in his care are listened to and treated with respect and he has
provided a treatment that is working successfully where my GP and the[——] have failed.
Indeed my GP and would have left me untreated, with no quality of life and no
profession as [ would have been dismissed due to ill health, while they were/are still frying to
discover what my mysterious illness is and wasting NHS funds on pointless visits to different
clinics and consultants,

Dr Skinner is an old school doctor, who was well trained in a time where the patient was put
first and doctors did not rely upon blood tests to confirm/tell them what they could see with
their own eyes. Dr Skinner is very much like my old doctors, all of whom have now retired,
none of these well trained and wise doctors would agree with doctoring by numbers, ignoring
the patience’s actual symptoms. I would suggest that rather than questioning and making
these professionals practice outside of the NHS, doctors like Dr Skinner should be
encouraged to train the other doctors who think that a blood test will give them all the
answers they need.

I do not have enough superlatives to express how wonderful Dr Skinner is and how much he
has helped me and my family. How anyone could even question his fitness to practise is
completely beyond me. The only reason I can see for this is entirely political, which is a
disgraceful reason to persecute someone who is making so many people well and giving them
a quality of life that the NHS would take away from them. Dr Skinner is providing a much
needed service that the NHS refuses to even acknowledge.

I would be more than happy to appear as a witness for Dr Skinner and I can be contacted at
the above address.

Yours sincerely

CC: Mr Ralph Shipway
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Heather Cook,

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester,

M3 3AW

20™ July, 2011.

Dear Ms Cook,
Dy . Gordon Skinner .

I am writing to express my concem over Dr. Skinner being asked to attend a Fitness to
Practise Hearing on 28th July.

I have been disabled for many years and am under the care of L lat the

[ = 1. I was diagnosed with | .

L —JOne of the doctors there realised that 1 was hypothyroid

desplte aFI‘4leveljustw1ﬂ1mﬂ1erefumeemge I went to an endocrinologist
privately but was told that because my blood test was normal , nothing could be done for
me. [; Inade me an appointment with an N.H.S. endocrinologist . When
that was postponed , [ went to see Dr. Skinner .

It is painful now to remember how serious my illness was at that time . Iwas ina
" severely weakened state , unable to look after myself , work or take part in any kind of
normal life . I was struggling with incapacitating symptoms including extreme

[———— was steadily growing worse .

Since Dr. Skinner began treating me my health has improved greatly [ 1
and his team have followed my progress and never suggested that any change be made to

Dr. Skinner’s choice of prescribing .|

One of the neurologists explained the need to diagnose hypothyroidism by a combination
of symptoms and blood tests in this way :|; 1

Dr. —of the|; | has said that being
hypothyroid “is a disease where it is crucial that the doctor treats the patient and not the
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blood test result .” 1 have endured years of unnecessary illness because this is so often
forgotten .
I am one of many thousands of patients who have recovered our health because Dr.

Skinner has considered our symptoms . He has made my fife worth living again . I hope
that he will be allowed to continue to help others.

Yours sincerely,

Cc Dr, Skinner .
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Dear Ms. Cook, -
Dr. Gordon R.B. Skinner

FTP Review Hearing
28" July — 3™ Angust, 2011

A mother’s perspective

I have sent in a testimonial for Dr. Skinner regarding my own health, but would now
like to give a mother’s perspective on treatment given to my daughters by Dr.
Skinner.

1 have two daughters who mean the world to me and it broke my heart to see them so
ill. It was like seeing a carbon copy of myself and I couldn’t bear to see them suffer
as [ had for so many years.

If only there more Dr. Skinner’s in this world to help patients as he has. He is an
exceptional doctor with an in-depth understanding of hypothyroidism; a doctor who
cares for his patients’ as was evident at his Fitness to Practise Hearing in 2007 where
members of the public (seated in the public gallery) were reduced to tears by the
heart-rending stories told by many of his patients.

Around [ ]years ago, my daughter] : —had
become increasingly ill, [ 1

We found out about Dr. Skinner through someone who had written an article in a
magazine.
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At the first consultation with Dr. Skinner, he said she was so ill that she shouldn’t
[ | but once on medication, she improved rapidly. She still had some
symptoms, so was changed to Armour Thyroid and her recovery was amazing. [—

Thanks to Dr, Skinner, he changed all that and at the age of —————, she
blossomed as a young lady.

Dr. Skinner prescribed thyroxine and again, the difference in her health was
rful [r 1l

™ > T =

Again, thanks to Dr. Skinner, my younger daughter has returned to good health.

Thank you Dr. Skinner for helping my daughters recover from this dreadful
illness. Without you, I can’t even begin to imagine how ill they would be by now.

Hopefully one day, sooner rather than later, the medical world will wake up to the
fact that patients lives have been ruined purely because of thyroid blood tests and
therefore doctors unwillingness to treat when the results are within range. Also, there
has to be a choice of thyroid medication and not just to prescribe Thyroxine.

1 trust this letter will be put onto Dr. Skinner’s file.

Yours sincerely,

cc Mr. R, Shipway
[ 1|
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Ms. Heather Cook,
Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester,

. M3 3AW

Dear Ms. Cook

| arm writing to you to show my support for Dr. Gordon Skinner. | have beena
patient of his since | and | wanted to share my story.

| was born hypothyroid and I lost—]years of my life to this awful disease. |
didn’t have a childhood; | missed out on my teenage years due fo my crippling
illness. [t |

My GP was happy to give melL lbut refused to consider my
thyroid, despite me having many hypothyroid symptoms and an extremely
strong family history. It took years of battling to get a referral to an NHS
endocrinologist. When | finally saw one | was told it was all in my head. 5
other NHS endocrinologists said the same. Have you any idea how that
makes you feel? A final trip to the local hospital and a new endocrinologist
decided to trial me on thyroxine | |

In | discovered Dr. Skinner. 1 finally convinced a GP to refer me and |
saw Dr Skinner in[——_——l He was nothing but courteous, professional,
caring and understanding. After blood tests and an examination | was finally
diagnosed as being hypothyroid. At this stage I'd been kept on Imcg of
thyroxine prescribed by an NHS endocrinologist for with no
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improvement to my health at all. Gradually Dr Skinner increased my dose and
suddenly | felt as if | was coming alive. | was scared, | was feeling ‘nomat’
and this was a cancept so alien to me it was terrifying at first. After more visits
to his c“r‘iC'EB' my dose was increased and eventually Armour
Thyroid was added as | was improving but was still not 100%. Pretty much
immediately | felt fantastic, | felt re-bom. | felt like ‘me’.

Elyears on and | am in extremely good health. | don't even think about my
thyroid disease, —_— - —

[ | If, lyears ago someone would have told me |
would one day be ‘normal’ | would have laughed at them.

| will not consider having a family myseif as | am petrified of passing on this
disease to my children. | do not want anyone to ever have to go through what
| have been through. | am so angry that | have been robbed of what | should
have had in my early years. | am so angry that Dr Skinner, the most fantastic
doctor | have ever met and the man that well and truly saved me, may not be
given the opportunity to save other people the way that he did me. [ am angry
that | had to go privately to get treated; many people aren’t as fortunate as me
and cannot afford to pay.

If Dr. Skinner is struck off | will have to be treated by the NHS. | do not want to
have to be treated by NHS endocrinologists again, who, from my previous
experiences, failed appallingly in diagnosing and treating my illness
accordingly. | lost [ years of my life; | will never get those years back. My
Armour Thyroid will be stopped and my thyroxine dose will be aimost halved,
just to fit in with the current clinical ‘guidelines’. This will be totally devastating
to my health and is not a situation that | am prepared to be put in. The NHS
should be making people well, not killing them off.

| would implore you and the panel to listen to Dr Skinner and his patients and
please, please do not let any other human being ever go through what | had
to go through. Dr Skinner should be praised — not persecuted.

Yours sincerely
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Ref: Doctor G. Skinner Review Hearing

I am concemed to learn that Doctor Skinner is to be the subject of a General Medical
Council review.

In approx ————J my daughter, E————] was diagnosed by her G.P. and
subsequent consuitant at [ - —— = = —
L | It was decided by the consultant that my daughter should be subject
of remedial treatment in order to assist in curing the condition. Whilst I have no
medical knowledge 1 considered that the treatment recommended was extreme and
therefore unacceptable. I decided to seek an additional opinion in order to ensure that
such a remedial treatment was necessary. For that purpose it was recommended to me
that Doctor Skinner was an expert with regard to the subject and that it would be
prudent to seek his assistance.

My Daughter and 1 attended the initial consultation with Doctor Skinner. I was
impressed by his knowledge of the subject, thoroughness of his investigations into
[——T's condition and subsequent care and attention she received. His diagnosis
was carefully considered and subsequent on going medication requirements and

treatment monitored at regular intervals. My Daughter soon and successfully

responded to the medication provided.




The on going treatment was carefully supported by Doctor Skinner, monitoring
regular independent blood test analysis together with further consultations. My
daughters condition remains stable, thanks to the efforts of Doctor Skinner and
without the necessity of the recommended original extreme treatment. My daughter is
restored to a good, very active, stable health and [ trust will continue to receive the
benefit of Doctor Skinners valuable expertise.

Yours sincerely,
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Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street

Manchester

M3 3AW

Dear Heather

Re Dr GRB Skinner

21® July 2011

Please find the enclosed letter from my GP regarding the medication that is
recommended by Dr Skinner that has improved my health tremendously.

Yours sincerely

Enc

Copies to

[ |
Mr Ralph Shipway
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21" July 201

FAO Heather Cook
Investigation Office

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester

M3 3AW
Dear Heather, .

L Ihas been one of my patients since she suffers with
Hypothyroidism. '

| have witpessed this lady when she is taking T3 and also when she is not. 73 -
tablets alongside Thyroxin have made a tremendous difference to her wellbeing.

As soon as—— | resumed T3 she was a different woman and therefore |
feel this currently unaccepted treatment pathway must be looked at and re-
valued as to whether it can be adapted on the NHS as this is likely to improve
quality of life for patients and will also be of benefit to employers who suffer
emplovee absenteeism due staff suffering with this condition.

-

General Practitioner
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RETE AL .G.R.B. SKINNER

Dear SirMadam,
Or Gordon Skinner saved my life!...he cestainly saved me from a life that felt fike"living i
daath™[ ]

mmedmenghtbaekonat
lheendofmytunnel . Finding him seemed like the miracle that was the answer to my

prayers. Hegavemhopeandareasonblwe.MBnhegavemehackﬂ!emostprammgiﬂ
of all.._my health.

Maybeﬂlatsoundsalrmedramahc but it onty begins to hint at how gratefut | am to him for

restoring mie to good heaith. Myﬁfewasdevaslz&dfnrlElyearsbyanﬂhas diagnosed as
which d me of inmyworld thatwas deartome. [——— |

From the beginning of my illness | suspected it was caused by a problem with my thyroid
gland. As { had more than 50 physical symptoms it was dlaar th me that my metabolism was
severely challenged. For me, the most obvious culprit was the gland which regulated it. My GP
assured me on six occasions, after my blood was taken, that the results of my TSH tests were
"weil within normal timits” and that there was, therefore, no problem with my thyroid function.
For[————Jyears | doubted my diagnosis but accepted their opinion that my thyroid
was OK. Doctors and specialists advised me that my ilness was incurable...the best | coutd do
was treat it symptomatically and learn to manage it, to minimize the impact an my life.

Not satisfied to accept this "iass than half-life” 1 drew upon my knowledge of Biochemistry and
Human Biology to research my illness, starting with CFS/ME and, by a circuitous route, finaily
remmedtomemymldgland Disappainted and frustrated by the lack of enthusiasm shown by
myGPmpmsumgunslmofmuwagmn i decided to help myseif. It was when tooking on

the intemet for an Endocrinclogist with a specialism in thyroid liinesses, that | first came
across.... Dr Gordon R.B.Skinner.

There was a lot of open and honest information available about him, including
his CV, medical experience and extracts from his book on the Management
and Treatment of Hypothyroidism, which chimed with me and quickly
convinced me that he was exactly the man | needed to see. On request, my
GP referred me and 1 visited him privately at his surgery in On -
my first visit, | found in him my ideal of a professional and outstandingly
caring, old-fashioned MD. (Such a refreshing change from my experience of
seeing my GP, who sees me for just ten minutes and only allows discussion
of one symptom at each appointment. A GP who is dismissive and
condescending, dees not iook at me or listen properly to me and frequently
locks at her watch. Half of my appointment is spent typing my notes into the
computer and if my problem cannot be fixed with a prescription drug the MD

307




acts as if | have wasted her time).

in contrast, Dr Skinner put me at ease straightaway. He listened patiently
while, due to my cognitive difficulties, | waffled on incoherently about my
numerous symptoms and my anger at the devastation of my life, caused by
the illness. Looking back, | must have seemed very rude and distrusting when
| railed against the appalling treatment | had received from various people in
the medical profession, before finding him. All this he accepted calmly and
graciously, he was not judgemental or critical, he just re-assured me that he
believed me, | was not going mad, | was extremely ill and he would do his
best to support and help me. He treated me with great kindness and made
me feel appreciated as an intelligent, knowtedgible woman who had a great
knowiedge and understanding of her iliness and the way her body worked. Of
course, | know now that he had heard it afl before)....and thousands of times,
at thatl....but he made me feel special, that | was the sole focus of his
attention. Finally, L lyears of misery and battling alone, |
had found a champion who would let nothing stand in his way to restore me to
full health.

in[—years of iliness, Dr Skinner was the first fo do a thorough physical
exam. In preparation for the appointment | sent him a full medical history and
it was obvigus that he had studied this very carefully before seeing me. He
had also studied the referral from my GP which detailed the results of my
biood tests. After careful consideration of all the facts and his observations,
he gave me a diagnosis based on history, signs and symptoms as well as
biood results. By comecting my diagnosis to hypothyroidism and starting me
on a course of treatment with synthetic thyroxine, this man literally gave me

my life back. He was able to explain all my symptoms and put my mind at
peace that a cure was possible with appropriate medication.|—————

When 1 left his surgery after that first visit, | felt euphoric, light-headed and
slightly dazed. Such was the effect of Dr Skinner's caring attitude and
optimism, that while resting in the car before atternpting to drive home, 1 burst
into-uncharacteristic tears... of relief! ....and yes!.... happiness! something that
| thought | would never experience again.

In the—— months since | first met Dr Skinner he has seen me three times,
monitored my progress and shown genuine delight in seeing me gradually
retum to good health. He wrote to my GPs regularly to update them and ask
them to participate in my care. Since my GP practice refused to accept my
new diagnosis or to prescribe thyroxine for me and do monitoring blood tests,
Dr Skinner continued to prescribe for me privately, He started my medication
at a very low dose, increased and adjusted my daily dosage very gradually
over a period of [—] months and carefully monitored my progress until, with
a combination of T4 and T3 equivalent to[—mcg of synthetic thyroxine, my
health has been stabilised and is retuming to normal. He was also very
careful to explain to me what symptoms would be experienced if at any time |
started to overdose on the medication, and what the consequences could be,
s0 | knew immediately when | slightly over-reached my optimal dosage.
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Having made a series of complaints to my new GP about the lack of support
and unhelpful attitude of other GPs in the practice, | wrote a review of my
treatment at the practice over the past[—— ] years. It was not my intention
to apportion blame but my hopae that my experience of the iliness would be
better understood and other patients presenting with] |would
not go through the same torturous experience again. As a result my GP
offered to refer me to a local NHS Endocrinologist for a second opinion. Dr
Skinner, as always, supported me and wrote to the Endocrinologist. The
outcome was, finally, that my hypothyroidism (and it's severity) were
acknowledged. Now my medication and biood monitoring tests are being
handled by the NHS and | am treated, at last!... as a intelligent partner in my
own care. Dr Skinner continues to see me periodically to support me and
ensure that my GP continues to care for my best interests.

(f would also like to mention a dear friend of mine, ] who
has also gone through a very similar distressing experience as my own, being
il for—J years and finally diagnosed with Her GP was also

reluctant to investigate further than TSH but referred her to an
Endocrinologist for further blood tests who insisted there was nothing wrong
with her thyroid. Having exhausted the "normal channels" with no satisfaction,
she went to Dr Skinner on my recommendation. | am delighted to report she
is now a new woman, and | am delighted to see my dear friend well on the
road to recovery.... thanks to him).

In summary, { would describe Dr Gordon Skinner as a consummate
professional with an amazing depth of understanding, knowledge and
experience in his chosen field of specialism. His practical application of this
knowledge in clinical observation, diagnosis and treatment is outstanding and,
sad to say, in my experience of consultants, very rare. On a personal level
with his patients he is wamm, patient, understanding and compassionate. He
really cares about people and you can tell that his whole world revolves
around his desire to restore people to optimal health. He is also a courageous
man who stands up for what he believes in and will challenge and overcome
all obstacles that stand in the way of his patients regaining their health. He
has my greatest admiration and undying gratitude for having the courage of
his convictions and helping so many people back to heaith.

It is incredible to me that socmeone should lodge a complaint about Dr Skinner
and obfige him to prove his fitness to practice in this field. The only scandal
here is, that there are not more doctors like him. The world is a far better
place for having Dr Skinner in it, as thousands of people have cause to be
gratefut to him for being a thorough, old-fashioned, caring doctor. In my
experience, the modem medical world is forcing practitioners to be so time-
poor, shackied by costs and budgets, and frightened of litigation that they are
starting to lose sight of their vocation and indeed the Hippocratic oath.. to put
the care and heatth of their patients first and above all other considerations.

If called, | shail be honoured to appear as a witness for the character and professionalism of
this very caring doctor. For mysetf, before being incapacitated by my fliness, | had a very
successful and fulfilling career |
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Dr Skinner's whole life has been dedicated to these (sadly) “old-fashioned"
principles and his selfless desire to help others. His life is fulfilled by his
success in two areas of medicine:

1) the invention of important vaccines which are saving so many lives around
the world and

2) re-storing his thyroid patients to full health

Everything that made my life worth living was taken away by my iliness and
my life was re-stored to me by Dr Gordon Skinner. My debt of honour and
eternal gratitude compells me to stand up for him in his time of need and help
to save his life right back!

_‘tnun_m
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TESTIMONIAL FOR DR SKINNER'S HEARING.

“Patient 4 | Testimonial. 18-7-2011."

[ — |, at the age of—lyears, 1 became very ill[ ]
[—=l This was unusual as | had always been very fit and heal’thy After_of
deterioration, | was tested for viruses and[—— ] The NHS could only
give me the advice to give up all activities and take a littte[———_——to help me
sleep.[: - . lthe iliness became worse.

In[———]a friend contacted me and recommended Dr Skinner who had
successfully treated M E patients. By this time | had tried various treatments privately
and none had been successful. My parents took me to meet Dr Skinner in

and after a very thorough check up, he recommended that | start to take
Sodium Thyroxine. Thankfully after a couple of months | regained energy and many
ailments connected to thel—]improved significantly. | therefore continued to be
treated by Dr Skinner | . | am very grateful to Dr
Skinner who over the past few years has helped me to improve and am not sure
what | would have done without his care.

‘Parents of] | Testimonial.18 -7-2011.'

Our previously fit, Sporty son— was diagnosed |; 1. He became
desperately ill, constantly in pain and had lost all quality of life until he met Dr
Skinner In[————1 Dr Skinner was the first person who took the time to treat our
son as an individual and we believe the Thyroxine gave him a much needed boost.
E—T's GP is unable to prescribe Thyroxine because his blood test resuits only come
within the normal range. However, she admits that if her own child was suffering in
the wayl—lis she would do what we have done and she apologised for not being
aflowed to help him! Consequently, we travel to————_———] and pay vast sums of
money for thyroxine as this gives him the opportunity to study and carry out some
activities.[—]is still limited | |

[ ] but we fear without Dr Skinner he would be in a wheelchair
or bed ridden. We are very grateful to Dr Skinner for his kindness and care which
others have failed to give him. We hope that fellow sufferers will continue to benefit
from Dr Skinner's expertise in the future.
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Heather Cook,
General Medical Counci!

Manchester.

Dear Ms. Cook,

| am writing to you as a patient of Dr. Skinner in the support of his practice. | feel very strongly that
the act of trying to vilify a man who warks both with and for his patient is both grossly unfair and
against all the ethics of the practice of medicine, which is to return a patient to health.

I have been suffering with thyroid issues for years. The last[] years { have spent in[——land
have run the gamut of doctors who ..in the fact place didn’t even detect 1 was underactive until a
year after the initial blood test and then Jowered or tried to take me off completely once | was on
replacement. Eventually | found a doctor knowledgeable in thyroid issues who put me on Armour
thyroid and himself believed in increasing amounts of replacement until the patient was well.
(Incidentally he is currently treating my brother and sister-in-law this way and they are both feefing
markedly better). 1, however, thanks to my own ignorance would take as little as possible under the
misconceived idea that | would be better on less(!).

I returned to the UK in| | weat to a doctor complaining of
I | The doctor
was kindness itself and listened attentively. Blood tests were taken. Nothing showed up but ) was
advised (by the by) to decrease my thyroid intake. My T4 level was [if t remember correctly. ——]

When my years supply of Armour started to run out (and also feeling desperate with the way | was
feeling) | searched the internet for a doctor who could supply it. It was here | leamned about Dr.
Skinner. | went to see him in [——|. ! can honestly say that | have never spent time in a
doctor’s office with someone who was actually prepared to listen to what | had to say in the same
way as with Dr. Skinner. | was not told that t was over-reacting or imagining my symptoms. | was
treated as some-one with a modicum of intelligence, able to discuss and actually understand what
was going on in my body .....an attitude that can be sadly lacking with some GP’s.

| have since been ta see Dr. Skinner as a foliow up. | am now taking a dose that | suppose would be
thought excessive [—].....however...| begin to feel like a person again, the dial-tone world is

312




changing for the better. Very importantly ..to me..] '|

Taking all this into consideration ! question how generally GP's are trained to go by bloodtests
only....a fact that in any case is being hotly disputed and views as out-dated by a core of specialists in
the US. My GP told me that Dr. Skinner approach was ‘not scientific’. Therefore, presumably, | must
suffer, and the fact that | feet better with Dr. Skinner’s regimen no proof that it’s right........... "y
Were not doctor’s years ago trained on symptomoltogy? Isn't it important to address symptoms the
patient is exhibiting rather than a few numbers on a page. Does a blind belief in a blood test along
with a hide-bound attitude of ‘it’s what we were taught’ make it right?

| would finish, whilst apologising for taking your time, by adding that | have many times over the
years been offered|, lIfor symptoms that have tumed out to be simply that | was not
getting enough thyroid replacement. | have been told that Dr. Skinner's approach is unsafe and that
| could end up in hospital if | was overdosed. Paradoxically ¢ was also told that | probably wouldn't
die if 1 took the whaole bottle of thyroxine........ however, by the same GP | was offered an[——]

Please really consider that in any condemnation of Dr. Skinner you are doing us, the patients, the
ones who suffer a disservice. Doctors of Dr. Skinner’s calibre are not easy to come by.

Yours sincerely
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FOR THE IMMEDIATE ATTENTION OF HEATHER COOK, INVESTIGATION
OFFICER OF THE FITNESS TO PRACTISE DIRECTORATE OF THE GMC

RE: DR GORDON SKINNER.

Generzl Rladienl Council

Ongival vraw 2 Phetovepy

Origiridt was Pagr Quatty
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19" July 2011. {520 0 peyaicat et v
Dear Madam,

Prior to consulting with Dr Gordon Skinner I had been suffering from
Hypothyroidism for several years. I had reached the point in which my whole body
was a mass of pain & ]

r L=4 ry

My condition is responding well to Dr Skinner’s method of treatment (gradual
introduction of Levothyroxine in my case). It is wonderfu} to be able to feel “wide

awake” after years of utter weariness)

I dread to think of the consequences if I had not been able to consult Dr Skinner. 1
wonder how much more my tired and pain-racked body could have taken. Those who
suffer from Thyroid Disease cannot afford to lose the expertise and experience of Dr
Skinner, to say nothing of his compassion. For he listens patiently and examines
thoroughly which is not always the case in the modern medical profession as you, as
an Investigating Officer, will be all too aware of.

Yours Faithfully,
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22 July 2011.
Heather Cook,
General Medical Coundil,

Manchester.

To whom it may concern,

My wife was recommended to Dr. Skinner and contacted him after unsuccessful

diagnoses of her many symptoms. She has been treated for hypothyroidism for El
to date by Dr. Skinner and appears to, and is, doing very much better and the symptoms

that have been distressing her reduced.

Yours faithfully,

Generyl Kedlcal Councii
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22" July 2011
General Medical Coundil,
Manchester.

To wham it may concern,

I'have been seeing Dr. Skinner sinocE for hypothyroidism (borderline) and
have been taking the tablets he has prescribed. [ am feeling much better and am sure that
he has located the source of the problem that has given me many distressing symptoms. I
have been diagnosed (supposedly) with other problems fram various GP’s but have feit
little benefit.

Yours faithfully,
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22nd July 2011

F.AQ.

Heather Cook,

Investigating Officer,

Fitness to Practise Directorate,
Generatl Medical Council,

3, Hardman Street,
MANCHESTER,

M3 3AW.

Testimonial for Dr. Gordon R B Skinner MD, DSc, FRCOG, FRC Path,

Dear General Medical Council,

As the NHS refused to support and help me, my thyroid condition was left o deteriorate
untreated. Hence, 1 was left hanging in an awful homrible way.

Having lost complete and utter trust with the NHS, Thank heavens for me that | eventually met
Dr. Skinner. Genuinely and sincerely, without him, it deeply concemns me, as to how my present
and future health lies within the hand of the NHS.

in my experience, as | believe, ses and feel it, my neglected thyroid disorder caused other
symptoms. These symptoms with NHS, became misdiagnosed for other heaith conditions.

These other symptoms that | endured are now less of a problem than they were, or are now
completely gone, thanks to the guidance, support and treatment from Dr Skinner,

Yours sincerely,
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21™ July 20114
Generzl Medicst Councis

Heather Cook Original was a Photoccpy
Investigation Officer Originat wuis Pogr Quatity
Fitness to Practice Directorate —
General Medical Council Date ric
3 Hardman Street tor scun 25 JuL 201
Manchester M3 3AW

“udl s Deen Pholocopied 'o impruve

1 Clu 2ty
Dear Ms Cook =il 22 prysical abjects ror |
Re: Dr Skinner n 1

In advance of the hearing arranged for Dr Skinner | would like to make you aware of the
fact that he diagnosed and treated me when the NHS failed. | |

| My general health was unde:
rand]; 1

| saw my general practitioner several times and asked for thyroid function tests as |
recognised the symptoms from my studies and also remembered my grandmother having
similar problems. Even when my TSH level came back at [(=]1 was told | was bordertine
hypothyroid as my FT4 was deemed to be within the normal range at [—]. May ! point out
that there was absolutely nothing normal about the way | was feeling! It was suggested |
retumn for a repeat blood test the following year. [ actually returned to the surgery a week
later and requested a private referral to Br Skinner after receiving help fram Thyroid UK.
Although reluctant to refer me my general practitioner did agree to do this and 2 week
later | saw Dr Skinner who diagnosed me to be clinically hypothyroid. | was commenced on
Armour immediately and gradually got better. He didn't just interpret the blood test
results (atthough they were clearly sub-optimat) but also looked at my clinical picture. |
was ill and on reflection more itl than | realised at the time.

. Over [ years down the-tine | am completely stable and Eurthyroid. | take[Jarain of -
Armour and [ g of Thyroxine each day and have my levels checked by my general
practitioner annually. Blood tests show that | have been stable for the tast Elyears,

Dr Skinner listened to me and provided me with a route to recovery. | was al[—lyear oid
mother of two young children, | wanted to be energetic and well and if | had not scught Dr
Skinner's professional opinion | am under no doubt that my health would have declined and
f may never have been diagnosed. Happily, | enjoyed my children’s vounger years and now
have two fabulous teenagers who | can keep up with. | 1l

The care | received from Dr Skinner has allowed me to live a very rewarding and busy life
and more importantly my children had what all children deserve - a well mother to take
care of them. My care on the NHS would have compromised this and | will be eternally
grateful to Dr Skinner for treating me,
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| do hope you take my comments into consideration and | would be happy to answer any
questions you may have.

Best wishes

Yours sincerely

CC: Dr Skinner

Mr R Shipway
Radcliffes le Brasseur
Solicitors

S Great College Street
Westminster

London SW1P 35J
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Testimonial in support of Dr Skinner:

| am the sister of a patient of Dr Skinner) 1

My sister was very unwell | |
[ | She was referred to the local hospital || | but
felt she was not received sympathetically and that she was being told that her
symptoms were ‘all in her mind'. My sister has always been a very capable and

strong person but | saw her deteriorate even further and she didn’t feel that anyone
was listening to her.

She began to research her condition in a hope of finding someone who could help
her. She found articles relating to Dr Skinner and her GP referred her to him. The
contrast with the approach from her hospital couldn’t have been greater. |
accompanied her to all her sessions with Dr Skinner as moral support as she was so
accustomed to being told how she should feel and her confidence had been
undermined. Dr Skinner put her at ease and listened and undertook her treatment.

From that point on | have seen her improve greatly and regain her quality of life,

I | The contrast
with[ years ago is wonderful and her grandchitdren have their Gran back.

I and the whole family are immensely grateful to Dr Skinner and his staff for the care
and treatment they are giving to my sister.

Yours Sincerely
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18/07/2011

Dear Ms. Cook,
I am writing in support of Dr. Gordon Skinner whom I understand is due to attend a
hearing of the General Medical Council starting on 28" July 2011. I have been a

ient of Dr. Skinner's for over[—— T years as I suffer from[————}
[%I 1 consulted Dr. Skinner after[—] years of misdiagnoses and ineffective
treatment administered by over 30 different doctors, both in the UK and abroad. It
was therefore a great relief to finally find a doctor who is sufficiently advanced in his
research and experience to understand that my extremely debilitating symptoms were
being caused by my thyroid condition. Without Dr. Skinner’s help I would never bave
stood a chance of getting well as every other specialist I had seen before him had
dismissed the possibility that my thyroid could be the cause of my extremely poor
health. As a resuit I was not receiving the sufficient thyroid hormone replacement that
I 50 desperately needed.

[ am very grateful to Dr. Skinner for his help and I believe that the medical world
desperately needs more doctors like him. One only has to look on online thyroid
support forums to realise that there are so many undiagnosed and under-treated
thyroid patients out there who could benefit from the help of Dr. Skinner. It appears
that a lot of doctors and specialists seem to be failing their thyroid patients and |
would therefore recommend Dr. Skinner to any fellow sufferers who are not getting
the help they need to recover elsewhere. He truly is a pioneer in this field.

Yours sincerely,

b Cenera! Medical Councll
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22.07.11
Dear Heather Cook

My name is|[——|and I am writing in support of Dr Skinner. I am a patient
whose life has been transformed by having my clinical symptoms and my blood tests
very carefully and thoroughly considered and treated by Dr Skinner. After onlyIweeks
I began to improve and to feel normal again for the first time in ——lyears. Since then I
have enjoyed[—Jyears of good health and productive work.

My GP was conscientious in ordering a battery of blood and memory tests. He agreed
that I had classic hypothyroid symptoms but because my tests remained in the ‘normal’
range was unable to prescribe.

I have a strong family history of thyroid disease and all my children have been
diagnosed. However, both my daughters were ill for ] years before blood tests
confirmed diagnosis. During this time they suffered enormously, the eldest unable to
work or look after herself.

By discounting clinical symptoms and focusing entirely on blood tests as 'evidence
based medicine' patients are left to suffer, become disabled, unable to function in a job
or at home. At the time I felt completely let down by this system and I continue to feel
that there will be many other patients who are still being let down by this narrow focus.

| | 1 am committed to the NHS and to high clinical
standards. The modem NHS aspires to be patient focused. Professionals are asked to
listen to us. I would like the GMC to listen to us and believe us when we say that we
have become healthy with Dr Skinner’s treatment. [ would like the GMC to become
engaged in an open attempt to understand why blood tests are not always a reliable
indicator of dysfunction and why Dr Skinner's approach is of such immense value to his
patients.

Yours sincerely

Generzl Kedical Council
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19" July 2011
Heather Cook
Investigation Officer
Fitness to Practise Directorate
General Medical Council
3 Hardman Street
Manchester
M3 3AW

Dear Heather

Re Dr GRB Skinner

T am a patient of the above doctor and owe my life to him after I was ‘diagnosed” with
by my then GPs and the NHS Endocrinologist in [————]as my Thyroid
Stimulating Hormone (TSH) returned within mid range which is within the blood
reference range that I understand is widely used by the medical profession.

When [ finally found Dr Skinner I was at my wits end as my life was not worth living
[; - - - . 1
I = . Dr Skinner went on to take fid! bloods

to test for Hypothyroidism finding that my T4 blood level was very low. Therefore,

started to treat me for Hypothyroidism over a period of [ years until I slowly
regained my health on Levothyroxin, but only later gaining optimum health after

including Armour Thyroid medication.

I had not had any reason to see Dr Skinner regarding my health over the past few
years as | am now treated for Hypothyroidism by my GP and the[——
Endocrinologist who prescribed me [——Imgs of Thyroxin for life at Dr Skinner’s
suggestion and the resulting outcome. However, on my noticing the low T3 blood
resuits I made an appointment to see Dr Skinner in ——————] where he
suggested a starting dose of|5|mgs of T3 due to my body not converting the
Levothyroxin, T4 into T3 and reducing the Thyroxin accordingly. It is now July and [
am feeling so well on T3 that it is unbelievable. My GP cannot comprehend the
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change in my health for the better. [ was in a sorry state and it was suggested that [
apply for Artendance Allowance.

|Dr Skinner's treatment of my thyroid condition and his diagnosis of
Hypothyroidism from [—]onwards has never been disputed by the=—oo—]
Endocrinologist, who prescribed [ —jmgs of Thyroxin on the NHS as previously
prescribed privately by Dr Skinner.

During the misdiagnosis pre —=land pre Dr Skinner I am now aware that there is
something terribly wrong by using only the TSH bloed values without looking

together at a persons signs and symptoms and taking fi// bloods for analysis to obtain
a correct diagnosis. [; 1

[; lit was by reading
an earlier publication of ‘Understanding Thyroid Disorders’ available in any chemist
together with a book called ‘Tears Behind Closed Doors’ that I realised that I might
not havd—| but a Hypothytoid condition and therefore consider myself very
fortunate in locating Dr Skinner in time.

If Dr Skinner is found ‘against’ at this GMC hearing it would be an injustice to him
and to his existing patients that I understand travel to him from all over the UK and
abroad to seek treatment. Also for all those patients still out there somewhere that are
still being misdiagnosed with CFS and ME who are told “TO LIVE WITH IT”. This
is a modern day tragedy, and we CANNOT LIVE WITH IT! Would you like to loose
your job, your home, and have your relationships fail due to having to put up with
poor health making it impossible to work to eamn a living? When there is a SIMPLE
solution out there in Dr Skinner and his treatment of this condition that is not being
utilised by others doctors due to ignorance, misguidance or more likely the fear of
loosing face by being proved wrong in their facts. This is a tragedy to the nth degree
that requires education from the GMC to prevent this wrongdoing to a large number
of humanity.
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Dr Skinner has not harmed anyone; he’s made them well. T have not complained to
the GMC about him. He has taken the Hippocratic oath and performed it admirably
affirming his obligations and proper conduct to his patients. I recommend him highly
and he should be praised not penalised for finding treatments that work.

I have sought out Dr Skinner twice in the past[—] years where he has prevented me
becoming an invalid on both occasions.

Yours sincerely

Encs.

Copies to

Mr Ralph Shipway
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July 2011-07-21

Testimonial for Dr.Skinner (copy, to Dr. Afshan Ahmad)
To whom it may concern.

I was prescribed “natural desiccated thyroid’ medication over Eyears ago by Dr,
Gordon Skinner. { had been suffering from chronic ill health for a number of years
and was a member of the M_E. association who put me in touch with Dr.Skinner.
After a diagnostic meeting and the taking of blood for testing Dr. Skinner
subsequently diagnosed ‘Border Line Hypothyroidism’. Initiglly I was prescribed low
doses of Levothyroxine but was later transferred to Armour Thyroid as I was told that
this contained a combination of T3 and T4 which had been found to benefit those with

symptoms. It did indeed help me. Slowly I returned to good health. 1 very
gradually, under Dr. Skinner’s supervision, increased my dosage until ] was
eventually taking [Jgrains. I was taking this maintenance dose until approx Clyears
ago when it was increased to []grains. During this time we had difficulty in obtaining
Anmnour due to manufacturing difficulties and I transferred to Erfa Thyroid.

Throughout my time under Dr. Skinner I saw my GP and he took regular blood tests
and he was perfectly happy to prescribe the drug. At the moment I have ——monthly
blood tests and they are consistently ‘normal’. [ have and do find Dr.Skinner to be
most ethical and helpful. At a time when I had exhausted all known chanels he was
the only Doctor that helped me and moreover believed me when I told him my
symptoms. Some years after being on this medication I was asked by a GP for details
of my medication and history as he had found that he could offer no hope to his ME
patients and was keen to hear of how, my now stable health had been achieved bya
Doctor that was willing to believe that, for some individuals, border line results can
mean a imbo land of chronic ill health and years of frustrating surgery and hospital
visits.

T had no hesitation in putting my name forward to speak at the hearing or write the
above testimonial, | |
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22rd July 2011
Ms Heather Cook
Invest:lgatlon Officer
F:mess to' Practise Directorate
Generdl Medical Council
3 Hardman Street
Manchester
M3 3AW

Dear Ms Cook
Re: Review Hearing of Dr Gordon Skinner

I am dismayed to hear that this wonderful doctor is still the subject of an
investigation. 1 would like to offer my wholehearted support of Dr Skinner.

I have been one of Dr Skinner’s patxents since [ 1. When I first
askedmyGPtorefermetothIwasveryﬂlmdeed with all the classic
clinical signs of hypothyrmdlsm My TSH was at the ‘upper end of the
reference range’, and although my GP had prescribed a low dose of
thyroxine, I was still unwell and deteriorating fast. On a scale of one to ten
I would put my quality of life at no more than two as I became increasingly

disabled by my illness. | — |

I was| ——————————

1} left with-no alternative

[
but to seek some treatment myseif.

Dr Skinner’s name was recommended to me via two different sources, and
since becoming a patient I have never looked back. Under his fantastic,
solicitous care my health has steadily been restored to me - to the point
where [-.can work again and have a vezy good quality of life.

I have at all times found Dr Skinner totally professional, compassionate,
completely committed, and very thorough - and what’s more, he actually
makes il people better! What i more could anyone want from a doctor?

I have been véry carefully monitored as his. patient. At each of my
appomtments Dr Skinner carries ‘out a-fuil chmcal apprmsal e ‘takes’ bloogl
samples:where:necéssary, -and, most u:nportantly ‘takes daccount of how I
actually féel” ‘Any change-in’ medication has been closely mohitored, and1
have always known that 1 could phone him for, advice if I had any concerns.

He has kept my GP fully informed by letters.
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I believe that there are concerns about Dr Skinner ‘prescribing outside
recommended guidelines’. Perhaps it is time for the GMC to look at the
guidelines instead of the doctor.

It is abundantly clear to me (as it is to the many patients with thyroid
problems and other doctors who support Dr Skinner’s work]) that it is the
guidelines which are putting patients’ health in jeopardy, not the doctor.
Thyroid testing and treatment is flawed: my GP’s reliance on a blood test to
tell her whether I was hypothyroid or not rendered me practically bedriddeni
Before tests like TSH existed, I believe doctors prescribed medication based
on a clinical appraisal and how a patient felt — which is exactly what Dr
Skinner is doing now with great success. And thank heavens that we have
courageous doctors like Dr Skinner who treat their patients and not their
blood tests, or there would be very many more people, quite unnecessarily,
condemned to a miserable life with untreated hypothyroidism.

It would be a retrograde step for the medical profession if the GMC took
action to restrict the work of this enlightened doctor.

I ask that you would please take my comments into account when
considering your Review.

Yours sincerely
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i ST iUT L 23 July 2011

Ms Heather Cook
Investigation Officer

Fitness to Practise Directorate
General‘Medical Council :+ -t
3 Hardman Street
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When I was f rst referred to him, no other doctors or consultants had come close to
correctly diagnosing my symptoms. All “conventional” diagnosis and methods had
failed me. All of your conventional-doctors and consultants had failed me. Dr
Skinner helped me. He is a brilliant man and should be encouraged and supported
to help as many people as possible in the same way. -~

I was at r—nv‘wit's end and Dr Skinner was almost my last hope. I had tried everything
that had been wrongly prescnbed and it had fauled

Thus man gave me (and hundreds Ilke me) hope He correctly diagnosed my
symptoms:and’I immediately improved:- 1'had imy’life back.

Patients' suchias me"dori't‘néed-hundreds:of- rnedical professionals who continue to do
everything according to procedure and get it wrong. We need experienced, gifted
consultants: like-Df -Skinner: ‘whose focus is"on helping people, nothing else, and may
sometimes go slightly off convention to do so.

I | .\'-' x, Tt
I will be eternafly grateful to him and hope sincerely that pen-pushers and
3 jstrators’are not allowed to deny others the treatment I received.

PG T,

k. you Doctor SKinner.

Genarzl ISedical Councll
Original was « Photuccysy

?:‘ e et

Crginel was Putd el g

Diaiw i€C <. 114 d A2

25 JuL 11| B
lor scun . ‘_ )
D1 » s 26, Ph.uwtm’odwmmum; i3t
LS-' -_'. iy

i hagd physicat uiqocts et

333




égf. ERE SKINNEL.

es€ To PRATICE

288k~ Bl g
Near ps cook. U July 201
7 ok, o aton, ey Ahdla

ALoata ol ,047070611: Dr G o fxﬁﬁ/(ﬂr
KShose cace +ll bo Wea

Wt)wzs@kw ASERD éuuxw%
fov hio AATIENTS - ard pubo Lheis
;Moabovxa/\m own/ytu\éom
Adetrimnank (GrnC /\.Qa/ugo)

334







%M i A0, bloool 1Ry DO
ﬂ_‘g}\pm Ao LE o WO‘L/&U:;_;:%

W roiclionn A0S T
poki < ' Ounclile - CGronss
Mﬁm&izé Zb@@zw
polants oo not: G bock &
ggec_’é%méﬁ‘\om Of@/o\cm
ol , Oy LAl
i ot ol doapts
ruad ¢ claaore b nptovas




, /bm-fo Aoone. Blon. oo
W/aéoodﬂa& ore Mo nad’

SR

AN we%p@m{

/Oaiza‘u% Wé@(wedé%w
mm,m@e A, Q. adl vead

gj M@wmtcw/cw ADPLOL THOUSANNS
¢ potiento %/\d@ rHhok He
o rot alon g AL Conldsf o

pre nok o © ' vadro Sho o
WW WWW@

/&d@ mo{cﬁw&




il e L et
mmg/om witroctacy !
TE woulod Do b e TRAL |
Mm@mm %Wﬁmﬁmﬁ%ﬁ
@WW I LPIS Countily ¢

()
Yes) @cz&@ b Ao OwmnOunk TO
Ploaar. Luoter, o 49 PATIENTS
ot ane blng brovghk bock '
Aﬂ,?l,/ﬂv @Or S/Cmg « et A

Lnitfornod 7% SO Complain

jglmwaﬂ: thase are plonty
adoble AQﬁib&«/)fhf

OVt tn Ton

D Sknndid A

s bo0, o




MON, 25-JUL-11 14:48 FOTOFIT QUALITY PROCESS.

Tuly 25, 2011

Heather Cook,

Investigation Officer,

Fitness to Practice Directorate,
General Medical Council,

3, Hardman Street,
Manchester, M3 3AW.,

Dear Ms Cook,

T write concerning the review hearing of Dr Gordon Skinner beginning on
Thursday, July 28.

I do not know Dr Skinner personally but I am familiar with two of his
patients, one my daughter and the other a friend, both of whom have
been patients of Dr Skinner and treated by him for hypothyroidism, who
both have subsequently shown marked improvements in their health.

Before her treatment by Dr Skinner, my daughter, | ]
[———| had been tested for hypaothyroidism by bload analysis that
had shown her reading to be within the normal range. [ |
[ |
= : - - - Since her
treatment she [ = | returned to her former
self. It is no coincidence that, with the co-operation of her husband, she
has returned to normal life. She now plays her full part within the family

and successfully works full time in a demanding professional role,

My knowledge of the medical condition of the friend who contacted Dr
Skinner on[———]'s advice is more limited but she has told me that her
health has greatly improved as a resulf of his treatment.
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MON, 25-JUL-11 14:48  FOTOFIT QUALITY PROCESS. P. B2

I also experience some of the symptoms of hypothyroidism, and hape
shartly to be referred to Dr Skinner, If he were not allowed to continue
to practice medicine, many patients and potential patients such as myself
would be denied treatment for a condition that can severely reduce their
enjoyment and effectiveness in life,

T might add that, because of my own symptoms, I have had to labour to
produce this letter. I sincerely hope to learn that Dr Skinner will be

allowed to continue to practice until he chooses to retire.

Yours sincerely,

cc. Ralph Shipway | I
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20JUL2011

Jer

re: DR GORDON R B8 SKINNER"

| have severe thyroid Impalment and ‘consider myself most fortunate In having been referred to
Dr.Skinner by my excelient GP when It became clear that her very best efforts were falling to
restore my health. With Dr. Skinner's kind and dillgent guldance, she has been enabled to
relieve my hypothyroid misery with benefits beyond all measure.

. When first | saw Dr. Skinner | was very ilt, [

I hope of recovery had begun to fade. | now realise

that he Isall too well accustomed to recelving refemals In such sony state, and is at great pains to
put such patients at their ease from the outset {with consummate success). Most impressive was

_his meticulous care and patience In eliciting an accurate history from a patient who was

In subsequent consultations as my health and awareness have improved, | have noticed the
same care and patience being applied without fail - some responses to questions were belng
subtly double-checked by an obliquely equivalent question a few minutes later to ensure an
unerringly accurate reportto my GP. No less impressive was his constant concem to detect and
Identify any coexdstent pathology and his very careful scrutiny of the numerous test results with

which | have been able to supply him.

Dr. Skinner has not presaibed for me any medication, preferring to work in collaboration with my

GP, in which he has engendered excellent results. | have noted that he is unwilling to suggest
any course of treatmaerit which is not supported by clear evidence before him.

In consulting Dr. Skinner) feel prdvileged to have met one of the world's few remaining
gentiemen, and a physidan sans parell whose courtesy and professional diligence should stand
as a shining example to those who may attempt to foliow him. | belleve that his experience in
dealing with problematic hypothyroid patients such as myself Is now quite unrivalled in the UK,
and probably well beyond; 1am appatied that the GMC should yet again seek to piliory him to.
the detriment of patients in grave need of hisexpert help. In.my opinion, such action serves not
the interest of the medical profession nor that of the public, but oniy that of a now mainly self-
serving echelon of bureautracy trying to justify its own continuing, but unworthy, existence.

-

— ]

c. RadcliffedleBrasseur
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| 14/7/11

Dear | |

| am writing to support Dr Skinner’s case, as he is appearing again at
another hearing in August.

| have been treated by him[—————with Armour thyroid, without
which | would not be able to function. This is with my GP's consent, My late
father was also helped by Dr Skinner many years ago.

| feel that Dr Skinner’s work for his thyroid patients is highly
commendabile! Hypothyro_idisn{ does not seem to be addressed properly by
many doctors and Dr Skinner has brought many people peace of mind and
understanding. Several people in my family have this disease, which is very
debilitating and often goes undiagnosed for many years, leaving us suffering
and without fulfilling our potential.

My blood tests proved from the start without doubt, that | was
hypothyroid. However, Dr Skinner taught myself and my GP that | need to have
a T4 test at the top of the normal range, or a little over in order to feel well.
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Also that | was a non-convertor and needed T3 as well as thyroxine. Dr Skinner
prescribes Armour thyroid for me, which is not available on the NHS and
should be.

I know that some people have many debilitating symptoms of
hypothyroidism but a ‘normal’ blood test result and that Dr Skinner has been
able to help,them too by Iistemng to symptoms and by their appearance.

————

" ‘rfully support Dr Skinner’s work and expertise and without him, myself and
manv people would continue to suffer from hypothyroidism, which ruins lives
and can lead to premature death. | could not survive without Armour thyroid.

'} hope th:s letter will help him.

“d ,u. R
- - ..
- T, e

. PRI SEEE Yours sincerely,

L
! .
-l
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Dear Ms Cook,

I have two friends who have been treated by Dr Skinner for about ——} years.

One of them was suffering very badly from hypothyroidism and was repeatedly
wrongly diagnosed. Eventually she went to Dr Skinner who recognised her problems
and his treatment improved her health amazingly. So from years of unnecessary
suffering and a shortening of her career, she regained a good quality of life. The
other friend was not severely hypothyroid but had a similar retum to good health.

It is essential that Doctors are able to treat patients according to their knowledge

and judgment without being constrained by a professional body with a rather
blinkered approach. It appears that some endocrinologists are more concerned about
upholding their views than improving their patients heaith. .

Yours truly
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Testimonial in support of Dr Skinner:

| was referred by my GP to thel: —lin [ ———[ years ago
with thyroid problems. | was unabie to work for 6 months and spent most of the time

| did not feel any better on the treatment from the hospital but the consultant said he
wouid do no more; | would ‘just have to live with it’ and discharged me. | felt there
had to be more that could be done as my quality of life was so poor there was no
prospect of my returning to work. 1 felt | was at ‘rock bottom' and no one was
listening. Life had no meaning if it was to camy on like this.

| contacted Thyroid UK and leamt there was other treatment available. 1 asked o be
referred to Dr Skinner who listened to me and believed | would get better with his
help, and | have.

| have continued to see Dr Skinner and my condition has improved greatly and |
have been able to retumn to work and pursue my hobbies as | did prior to my iliness.

1 now have my life back thanks to the care and treatment provided by Dr Skinner.

Yours Sincerely

Ganoral Medbi::_al Ciaancit
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Heather Cook L P e
Investigation Officer g B Qe |
Fitness to Practise Directorate oo 18
General Medical Council _ 2 6 JuL 20U

For s -
3 Hardman Street T ——— T
Manchester _ Doan Qua®y
M3 3AW Deminen hat phyec: 03P 0

— 1
Re: Letter in support of -
Dr Gordon R B Skinner MD (Hons) DSc FRCPath FRCOG

I wish to pledge my support for Dr Skinner for the improvement he has achieved in
my heaith and lifestyle over the past two years.

I am a [ year old woman who suffered very badly over many years with what I now
know was Hypothyroidism.

General Practitioners and Endocrinologists I had consulted, at no time took any
personal history or performed any physical examination, just merely stated that “my
blood tests were norma I
I | Followmg this advice avidly - did nothing to relieve any of my
obvious and numerous signs and symptoms, other than to make things worse?

Subsequent treatment by Dr Skinner has resulted in a marked reduction of my
previous clinical signs and symptoms.

Dr Skinner has also treated my daughter who has suffered similarly, and her
condition has likewise also improved.

Dr Skinner has'heiped both my daughter and me by giving us back our lives, and the
opportunity for a healthier and happier future.

Yours sincerely

Cc: | 1
Mr Ralph Shipway




Heather Cook’

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council, <
3 Hardman Street, July 24™ 2011
Manchester

PRy
L = | ad

Dear Heather Cook.

My name iSE—————] and I'm aged —— and for the pasi— ] years,
have been a private patient of Dr. Gordon Skinner, I feel so positive regarding the
treatment that | received | can honestly say thanks to this my life has been turned
round. I have had a long history of illnesses for many years, because my own GP’s
had ignored ali my symptoms and told mel—————1. thanks to Dr Skinner this did
not prove to be true, although I really did not feel the benefit on only T4 I came to
optimum health once I started taking Armour thyroid. As T4 was not converting for
me.

I have nothing but praise for Dr Skinner and long may he able to carry on his great
work

Yours Sincerely ——
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Gane.nﬁ fasdize! Cor2duly 2011

Ms. Heather Cook Caginl veim + Phoassopy —_—
Investigating Officer, Fitness to Practise Directorate | argual was Fou Cavty
General Medical Council

i

3 Hardman Street Doss o8 1 i
Manchester, M3 3AW o ccon 26 UL 20
been Fhewoped & Ramas
Dear Ms Cook, m}
Dear:meni had physical oo

Re: Dr Gordon Skinner / Fitness to Practice

It has come to my attention that Dr Gordon Skinner is -being reviewed under his Fitness to Practice

order, and | would like to add my statement of support for Dr Skinner, following the exoellent

treatment he has provided me. -
When | was |} years old, | developed[———and never fully regained my energy levels until
my consuitation with Dr Skinner——lyears later. For those years, [ reluctantly accepted that
this was just the way | will be and that maybe my days of being alert and active were over. My Mother,
however, was determined that she had seen too drastic a change in me and was constantly appealing
to our GP that | needed further testing to get to the bottom of my behavioural change. It was onty
when my Mother was diagnosed and correctly treated by Doctor Skinner for hypothryroidism that she
could see for herself the fundamental impact thyroid illness has on one's life. She realised how many
people in our family had suffered mis-diagnosis, once she became aware of the illness and all its
manifestations. We finally managed to convince our family GP to refer me to Dr Skinner, and my life
has been transfermed as a result. Dr Skinner gradually, cautiously, buiit up my medication to a
dosage where | felt that | had my life back. This may sound dramatic, but it is only once one is
correctly medicated that one realises quite how dormant one has become. | had enérgy, could

concentrate, my physical conditions improved | : .I_ _

v s

Having finally been comrectly diagnosed, | was also lucky in finding an incredibly supportive, intelligent
GP in [———J where | was living at the time, who supported Dr Skinners recommended
prescription for me of levothyroxine at the strength | needed. | got my life back on frack, my then
fiancé was getting to know the woman he always knew | had the potential to be and nathing felt too
great an obstacle at work; | was finally myseif again.

T ———
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| can only hope that you will read the testaments of Dr Skinner's patients, and listen, with
understanding to his patients when they testify. Dr Skinner has himself had the courage to listen to
his patients and has shown the ability to tum around their lives. It is vital that patients are properly
diagnosed and treated with the backup of blood tests following diagnosis. Because trust me, once
you have lived with the condition untreated and then lived knowing that you can reach your full
potential again, you:would move heaven and earth to prevent one further misdiagnosis. Please, don't
let this continue. | for one am terrified of returning to a life with the dimmer switch tumed down low,
terrified and overwhelmed. And { speak from the strength of once having had comect treatment,
who's been through far greater challenges in life than a new job and pregnancy.

Thank you for your time,

Yours sincerely,

Copies to: Mr Rafph Shipman
Dr Gordon Skinner
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Ms Heather Cook
Investigating Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester M3 3AW

24 July, 2011
Dear Ms Cook,

Dr Govdon Skinnes

| understand there is to be a review of Dr Skinner’s fitness to practise, and | wish to write further to appearing
in his defence as a witness at his Fitness to Practise in November 2007.

I f
[ ). However, during these two years
I remain grateful to Dr Skinner for having diagnosed my hypothyrcld condition correctly and setting me up
with the correct balance of treatment, and to my GP for having recognised his skills and presoribed the batance
of levothyroxine and fiothyronine he recommended. | am confident that this has been paramount in helping

me to maintain good health.

However | am concemned about my hypothyrold daughter —]who has been under two GPs In the last
-years. having moved. Her more recent doctor has been governed by blood test results rather than her
well being. This has resulted In wanting to cut back on her levothyroxine dosage after blood tests with the

effects of hypothyroid symptoms. How can it be that GPs are nervous of treating patients correctly, could it
be the threat of litigation?

I | Further to the threat to her health, this has of course also
affected her ability to perform well at work, where she has been struggling to work effectively on reduced
medication. If her correct treatment is not forthcoming, and we sincerely hope it will, we need to be confident
that Dr Skinner will be available to advise her. Without him and the way he carefully monitors the ghysleal and
mental state of his patiants, how can the situation for hypothyroid patients in the British Isles improve?

Yours sincerely, N
Guanesg! Azt Tdw. .
Oany wom i+ Phoe S, . .
oo o Prua Con o iy __l _ .
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Dear Ms. Cook

Once again [ am writing to support Dr. Skinner in his work. It seems beyond
belief that he now has to face a review hearing regarding his fitness to
practise as a doctor when he is a man of such integrity and works to the
highest standards.

I enclose a copy of my 2007 letter to reiterate my history. I would like to add
that there have been times over the last few years when Armour Thyroid has
not been readily available in this country which forced me to reduce my
dosage for a period. This caused my symptoms to start to return, which was

very frightening, [ = .
[———— Proving, I feel, Dr. Skinner’s clinical assessment of me that I
didn’t have ]| but hypothyroidism and | b

It is quite clear to me that without Dr. Skinner’s intervention and treatment

of my thyroid and adrenal glands I would still be either chronically ill,
unable to have any sort of normal life with my husband and family, or in all
honesty [ would probably no longer be alive. Thanks to Dr Skinner 1 am able
to lead a full life, | l

I cannot speak highly enough of Dr Skinner and my hope is that after this
review hearing the GMC will allow him to continue with his valuable and
important work unhindered.

Yours sincerely [——

I_E

Copies to:

I Jand Mr Ralph Shipway at
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23™ July 2011

Heather Cook,

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester,

M3 3AW

Dear Ms Cook

1 wish to register in the strongest possibie terms my support for Dr Skinner.

Yours sincerely — GQuneral Madlac! Couns -
DR v o Pt
Orgeivmd vow [ L o lb___ _l
Dex2n 1oe T o
o v 26 juL 201
mg‘u}: h‘:bem Phomopes & inqsne
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23" July 2011

Heather Cook,

Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester,

M3 3AW

Dear Ms Cook

1 wish to register in the strongest possible terms my support for Dr Skinner. My life
has been utterly transformed since being diagnosed and treated for hypothyroidism.

Yours sincerely
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23" July 2011

Heather Cook,

Investigation Officer, :
Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester,

M3 3AW

Dear Ms Cook
I wish to register in the strongest possible terms my support for Dr Skinner.

Yours sincerely
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21 July 201 |

Cumerad biodiss! Souncd

F.A.Q. Heather Cook, Tegpnsl v« Proiaioup, ;
Investigation Officer, Bregri vl vt Frec Cazvly
Fitness to Pra_ct:se Dlregtorate, Dazs 196
General Medical Council, 2 6 JyL 201%
3 Hardman Street, ‘v ecan L
h a i g ba t g 3 erTe -
v 3w i

’ Dowsmes fet physwat cgjoon. .

Dear Ms Cook,

I understand that the General Medical Council are, once again, investigating a complaint
from someone wholly ignorant of the huge number of patients who owe their life and
ongoing health to Dr Gordon Skinner. 1am one of the many patients left untreated for
years with severely declining health, exhibiting every clinical symptom of
hypothyroidism. 1 am fully reliant on Dr Skinner to receive prescriptions as my thyroid

" function tests narrowly fail 1o qualify me to gain NHS treatment in the arbitrary,
financially motivated lottery system existing in Britain. | have experienced excellent
health thanks to Dr Skinner’s sound judgement and support for the last[——1 years. 1
will give a short outline of my medical history.

| experienced increasing levels of tiredness from [——lonwards and approached a number
of doctors over a[_—l year period, receiving no diagnosis or treatment. During this time
my thyroid function tests were either fractionally within ‘normal range’, or, as | have
later found out, just outside reference range. | 1

D

My
father was fortunately given Dr Skinner’s details. Within a few|[——] of treatment with
thyroxine my health improved. Dr Skinner returned me to complete health and has given
me excellent levels of care to date. He has supported me through| Jthat i
know would not have been possible without his sensible, clinical judgement.
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) have found out from my childhood hospital records that my fhyroid functionr has been
tested as low since | was[——] | was therefore left untreated for over years before
Dr Skinner’s intervention.

Yours Sincerely
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Ms Heather Cook
Investigation Officer

Fitness to Practice Directorate
GMC

3 Hardman Street
Manchester M3 3AW

Dear Ms Cook,

DR G R B SKINNER

21 July 2011

As a patient at Dr Skinner's thyroid dlinic for over [ years, I wolild like to
state that I have found Dr Skinner a very fine doctor who puts the health
of patients before any personal gain and who inspires trust and
confidence. He listens and keeps meticulous records and seems to
actually care what happens to patients. I do not know how I would have
managed all these years without the help and care I receive from Dr

Skinner and his clinic.

Yonurccineoroly 00

cc: [ : ]
Mr Ralph Shipway
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any stress.

people.

Dear Heather Cook,

23 July 2011

I write in total support of Dr G Skinner.

Several specialists misdiagnosed my Thyroid illness. It seemed their in word at the

time was “stress”. | am a normal balanced person and certainly was not and presently am not under

Fortunately [ heard about Dr Skinner and attended in EI His consultation was

! different in that he had a full discussion and took note of my symptoms.

Since then, | continue to consult Dr Skinner but have to get prescriptions from our

local GP, which is a ludicrous situation.

He is the only Doctor who has helped me maintain a balanced healthy life.

I cannot understand why the GMC continue to hound a Doctor who actually cures

I request the Council to fully reinstate and not further curtail Dr Skinner.

Youss faithfully

—— - — e —

Coi dyesdind Mediicat Oeadanii

Cngn.™ vrom 0 Plisu sy
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22 July 2011

Ms Heather Cook
Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester M3 3AW

Dear Ms Cook, :
TESTIMONIAL FOR DR G.R.B. SKINNER

Iam pleased to write for || ]a Testimonial on behalf of Dr Skinner. [ must
point out that I have never met Dr Skinner so my support for him is because of the effect his
regime of care has had on my friend (and 1 hope for countless others too).

{ have known  for many years and have been aware of the wide range of her

interests and curiosity in life around her. She was active and involved in a variety of
s |

It was only when [ began to ﬁgt better under Dr Skinner's care that | reaised just

how much of her life-had been lost. | .

[ 1

[ | The deterioration had been so gradual but it had gone on for years. ==

The marked improvement following Dr Skinner'’s intervention -back into

focus; slowly she emerged as a real person again. She's more eng ain in

life around her, and other people. Shehasmorgeenergyandlsalert,talksmore ai?‘s

easily e?:Lnd sings again (stll off-key), and joins in sometimes. Her appear
e

} The years without sufficient thyroid medlcatum
“havehad a profound effect on|——and I don't think she will ever really come back.

I thank God that there are still doctors like Dr Skinner who are committed to their
patients’ care, put them first, and honour their "do no hamm" assertion. [——Jhas a whole
string of GPs whose Fitness to Practise should be examined.

Yours sincerely, Gravern) Risdile st C‘c—-_h ey
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22 July 2011
Miss Heather Cook

Investigation Officer

Fitness to Practise Directorate

General Medical Council

3 Hardman Street

Manchester M3 3AW

Dear Miss Cook,
DR GRB SKINNER

[ | has asked me to write a Testimonial for Dr Skinner, whom [ have never met. However,
by the end of[——1 [ sawl ]come back to life, so 1 feel qualified to comment on the Dr Skinner
effect, compared to the effect which several GPs (including my own) bad had upon her health. In fact
their lack of competence has undermined my own confidence in my GP. I bave done some counsiderable
reading on this subject. .

The problems with hypothyroidism may be that this incompetence stems from the teaching of medical
students who fail to understand the complexities of this condition. At one level thyroid deficiency is
serious encugh to warrant free medication (a status which cancer patients have only recently achieved) or
the patient is treated as neurotic by the average GP, even after s'he has managed to diagnose the
condition. Then there is the management of this condition.

1 will quote Peter Bourdillon, Head of Specialist Clinical, NHS Executive in the Department of Health who
wrote in April 1995 that . >

“there are two reasons why there is a medico-scientific problem. The first is that the normal range of
thyroid function tests is based on the measurements from a healthy population; by definition 2% of
the healthy population have measurements below the normal range and 2% have measurements above
the normal range. Thus 2% are, by definition, hypothyroid. The second problem relates to the intra-
individual day-to-day variability in thyroid function tests. The normal range of TSH, for instance, is
roughly 0.5 to 5 mU per mL. A change of greater than 0.8 mU per mL in an individual's
measurtment, assuming no intercurrent illness, is a significant change. Consequently, a person
having 2 TSH of 1.5 on one occasion and subseq ya of 3.5 bas had a significant rise in
his/her TSH, yet both are within the norma} range..." :

with the regrettable result that the average GP (by definition, most are average) would reach the all-too-
common diagnosis of newrotic depression.

Peter Bourndillon goes on to say:

* 1 suggested that there were two ways of handling the issue of day-to-day variability in thyroid
function tests: ore is to stimulate some research and the other is to make patients with treated
hypothyroidism aware that they may benefit from a further increase in their thyroxine therapy even
if their thyroid function tests are within the pormal range ...*

This made me LOL! It is the GP who is unaware, or affects to be so, which is even more disgraceful! Ne
GP would risk this approach despite having a duty of care for their patients. Only Dr Skinner, and his
like-minded colleagues, are willing to try this approach to effect a beneficial improvement in their
patients’ health for which he stands before your panel. Two per-cent of the population is equal to well
over a million people, most at the mercy of their GP. This tE:;'um should frighten you. One day this lack
of care of GPs will really hit the fan. Ouly Dr Skinner (and cotleagues) will be left standing with their
moral integrity intact.

One last comment: are the members of the Fitness 1o Practise panel the same people who fail to teach
medical students to treat their patients and not the blood test result. I suspect it is these teachers who have
a vested inferest in maintaining the status quo.

Yours sincerely,
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Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester M3 3AW

TESTIMONIAL FOR DR G R B SKINNER

Dr Skinner began treating my hypothyroidism in the Spring o1 The previous[—]years
had seen a gradual diminution of my life and [ attach a copy of my symptom list current on my
first visit to Dr Skinner. He questioned me closely going over the detail of my symptoms,

wanting to know how different this was. He took a family history and established that this is

an condition inherited from mv mother.

negotiaﬁnghlwim myself all the reasons for staying at home; [ can just do things without
liessly thinking at toing & pLIOL SVIng 31 hon

A condensed version of this list had previously been given to an NHS GP (Dr[——) who
agrecd there was clearly something wrong but stated categorically that it was not thyroid-
refated. She was just one of several NHS GPs who were either unable to diagnose, or then to
treat my hypothyroidism adequately. My current NHS GP joined this group, after a
consultation of less than 10 minutes in which he failed to look at me, failed to ask about

or otherwise, checked my blood test resuits and declared a reduction in my thyroxine
meds would be appropriate. | thought that hypothyroidism was a condition where it was
crucial that NHS GPs treat the patient and pot the blood test result

Dr Skinner treats me with respect, answers questions | may have, consults me about how |
think I am managing and questions my responses. He discussed with me a possible way
forward. Aiall times he maintains a most professional approach. I regularly receive a copy of
*Possible side-effects of thyroid replacement® in which he makes clear the problems of over-
medication. I have a priori knowledge of under-medication. He treats the patient and their
symptoms, ot the blood test result.

Dr Skinner gave me back my life. I can now laugh again and sing; [ can go out without

n 71, LU 1

| Living, in other words. [ 1l

In [——— under Dr Skinner's care my life began again. He gave me back the freedom to
be myseﬁ ﬁ to live. Had there been no Dr Skinner I would have arranged my funeral whilst
I was sti e.

20 July 2011
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To m it concerm

| have had an under-active thyroid for[lyears. My late husband would have said longer as he had
spent several years urging me to have it checked but blcod samples confirmed it was “within normal
range”. [ 1

About this time | saw another doctor in the practice that weuld only go by the guidelines given by
the laboratory so | started a downward spiral going back to the early years before | was diagnosed
|| III‘ MV
quality of life was greatly diminished but all my GP was prepared to do was to treat the symptoms
not the cause. During this period | was not examined at all other than by a hospital doctor when i
|

| started to look for an alternative and found Dr Skinner praised a Newsletter online. He was very
well recommended but | was horrified to see he was due to be questioned by the GMC. 1 put
contacting him on hold but read many testimonials as to his expertise, his knowledge and his
thoroughness. The point that was mentioned time and time again was that he listens. Once the
hearing was over | contacted my then GP and asked if | could be referred. | was honest and told her
all | knew and although she voiced caution she did refer me. With Dr Skinner’s help | feel very much
better than | have been for many years. He gives me a thorough examination, both physically and by
probing questions which is so refreshing. He also keeps me informed when | visit of what the
national trends seem to be. it is not a bias conversation that predudes the thoughts of others but it
does give me the chance to ask questions and also ask and comment on his views. My GP is reluctant
thaugh to let me follow his advice and at times it is a battle but would | spend a day travelling down
to and paying for a consultation if | didn’t think it was in my own interest? | think not.

CC Dr G Skinner; Mr Ralf Shipway a Sh Q‘u% 2o\
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Dear Ms Cook,

REVIEW HEARING - DR G R B SKINNER

I am writing in support of Dr Skinner who bas treated my wife, ], for the past
years. .

During the ——lyears prior to seeing Dr Skinner in I——] my wife’s health had been
extremely poor. This resulted in a very different lifestyle to that of our previous[—]
years of married life when we both led busy professional and social lives.

My wife experienced many debilitating symptoms,|

[——1's parents, relatives, friends and myself were all very concerned about her
fhiealth and frustrated that no treatment or support seemed to be offered by her GP.
1 don’t kmow bow Susan did pot suffer depression daring this tine as the reduction
in her ability to lead a normal life was so profound.
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The difference after[——] saw Dr Skinner, was diagnosed with an under active
thyroid and commenced medication was amazing. Her symptoms gradually
reduced and her quality of life improved to the point where she was abie to resume
work properly again and return to social activities she had stopped. I know how
very grateful she has been to Dr Skinner not only for diagnosing her condition after
years of poor health but also for the care and understanding shown in treating her
symptoms, something she had not experienced prior to this. 1 also feel very thankfal
that my wife heard of Dr Skinner and as a result obtained the treatment that she
obviously needed.

I find it very disturbing that someone who has helped so many people including

many who have suffered thyroid problems for many years without getting treatment
should be called before the General Medical Council in this way.

YoursSipcerelv,
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Dear Ms Cook,

REVIEW HEARING 28.07.11-03.08.11 - DR G R B SKINNER

I am writing in support of the diagnis, treatment and care given by Dr Skinner in
respect of my thyroid condition.

I was unwell for|

lyears fromi; ] [ ]
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On a number of occasions I asked my GP if I could have my blood tested for low
thyroid function as I felt my symptoms fitted this condition. On each occasion my
GP informed me that the resalts indicated that mry thyroid was functioning
normally. :

1 arvanged to see Dr Skinuer following an article in “InterAction;’ (ME/Chronic
fatigue publication) regarding his work with patients whose chronic fatigue may
have been the result of undiagnosed hormonal conditioas. I first saw Dr Skinner in

[ . [ |1 was very impressed by the very thorough

medical history and examination undertaken. I was also overwhelmed by the
concern and understanding shown as well as the explanation of the signs and
symptoms I had been experiencing during the previous few years. The combination
of the signs and symptoms and blood tests resulted in a diagnosis of an underactive
thyroid being made. A small dose of Armour thyroid was prescribed, gradually
increased during the following year. I bave been regularly reviewed by Dr Skinner

| to monitor my condition. I have blood tests

: everymonths.

On commencement of medication my symptoms diminished over the coming months
so that—————Jlater I was almost back to my previous state of good health. My
strength and stamina continued to improve and I became able to increase physical
activity. I now lead a bugy and fulfilling life again and am working part time once
more. .

I feel extremely fortunate to have been able to receive excellent medical treatment
from Dr Skinner. By taking a detailed medical history as well as the consideration
of my thyroid blood results, a diagnosis of an anderactive thyroid was made and
appropriate treatment piven. Without this diagnosis and treatment I feel sure that
my health including my cardiac problems and lifestyle would have deteriorated
further with, I am convinced, very serious conseguence.

I appreciate and understand that blood investigations are important in reaching a
diagnosis but to make that diagnosis solely on blood results without taking into
account the patient’s often very serious signs and symptoms (indeed often
dismissing them as insignificant) would seem wrong and negligent. Despite having
many classic signs and symptoms of the condition, my TSH level being slightly
raised and my FT4 being near the lower end of the range I was seen as not having
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this condition. This situation has resulted in very many people remaining
undiagnosed or on inadequate doses of thyroid medication causing severe ill health,
inability to work and NHS finances being wasted on unnecessary investigations and
treatment. Since my diagnosis and treatment many people with similar medical
histories have contacted me for support and advice in trying to obtain diagnosis and
treatmeant.

- I'have been shocked and upset that Dr Skinner’s medical expertise has been
questioned and investigated during recent years. Myself, along with so many others
have had their health and lives transformed as a result of his diagnostic skills,
treatment and his desire to ensure patients achieve their optimal health. Surely the
focus must be on changing policy oo the diagnosis and treatment of the many people
whom the NHS has neglected for so long.

Yours Sincerely,
|
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Dear Wg&%} (%avé N

Dr G.R.B.SKINNER

My Wife and Daughter suffer thyroid problems. We attended various specialists but
achieved nothing.

We heard of Dr Skinner and visited him. His consultation and examinations were
more thorough than the visits to others.

For =l years my Wife and Daughter continue to consult Dr Skinner and they
remain in good health.

Why the GMC attack a Doctor who actually cures patients or succeeds in reducing
their health problems is beyond me. It is as bad as the present phone hacking scandal.

We have only praise for and great confidence in Dr Skinner and hope common sense
prevalls at this hearing. 1 am assuming the GMC is interested in restoring people to health.

* His work in this field should be applauded by the GMC even though it may be
against their entrenched principles from the days of the arc.

Yours sincerd il ————
| | —
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Dear Heather Cook,

I write in support of Dr G Skinner.

After visiting other medical people, who did not seem to know what my problem was
and therefore could not offer treatment, I visited Dr Skinner,

Dr Skinner was more thorough in his consultations and examinations than the
previous specialists. He diagnosed a thyroid deficiency and prescribed medicine.

. With his help and expertise, during the lastt——]years I have been much healthier
and virtually symptom free.

The GMC should support him in his work and recognise his ability.

Yours sipm;r\ely
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Dear Ms Cook -

RE: Dr Skinner's Hearing in Manchester.

{ am a patient of Dr Skinner and 1 live in the ——] area.

I have been suffering with extrerne symptoms due to an underactive thyroid
(Hypothyroidism) for many years and have been unable to get any satisfactory treatment
through my own GP. It is only since | went to see Dr Skinner for both myself and my
daughter ——]that | have had any success in achieving much greater health.

It is only since | have been receiving treatment from Dr Skinner that | have started to
improve in health. 1 have been misdiagnosed with many things; |

| have been unable to work for seven years due to| I

loffered Thyroid blood tests in the past by my GP but
from those tests have been told that | had no need for thyroid supplementation and that my
thyroid is the ‘normal range’.

However, since speaking extensively with Dr Skinner and being treated with Levothyroxine, |
am for the first fime in many years of suffering starting to feel much better with gradua)
improvements in many of the symptoms that | have been suffering for such a long time.
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Dr Skinner has never mistead me or told me to expect quick results, he has informed me
extensively about my symptoms and has really reassured me that my symptoms (such as
memory loss) are all part of the underactive thyroid condition. He put me on a very low dose
of Levothyroxine to begin with and has slowly and safely ramped up the dose to the point
that | am now beginning to fee! the benefit in many ways.

Dr Skinner is the first parson | have had faith in for a long time. | won't say that | was nota
littte sceptical when | first read about him and decided to make an appointment, as | was not
able to work out how yet another doctor could have a drl'ferent opinion on my symptoms than

all the others | had spoken with. | was at the of . | was quite desperate to find
someone who would believe | was suffering, |
|

| consider myself to be a level headed person who is capable of making an informed
decision and that is why after extensive reading and checking of Dr Skinners credentials, |
decided to make an appointment for a consultation with him.

It was most certainly the best decision | have made in many years. | can honestly say
that for the first time since my late[——l[ = ), | have started to feel
relieved of some very extreme symptoms.

Dr Skinner is thorough, informative and very considerate of long term health problems. |
believe that more doctors should be aware of the problems with the current blood tests for
low thyroid and that they should not be so afraid to ‘think outside of the box’ when it comes
to treating hypothyroidism. If | hadn't met Dr Skinner 1 would be facing yet ancther miserable
year of suffering and emotional heartache. During my illness | have lost thousands of
pounds on lost income from lack of emptoyment, | have spent thousands of pounds on
natural heaith remedies, seen doctor after doctor, hospital after hospital, had blood tests,
one after another and have never had any satisfaction or proper explanation of my
symptoms.
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When | approached Dr Skinner for a consultation he was my last resort. | was at the end of
my rope. | also went to see him with no great hope that he could do anything for me as | had
been disappointed so many times in the past. | am really assured that he did not have any
kind of ‘placebo’ effect on me as | was so used to not getting any improvements from taking
tablets recommended by doctors in the past that | thought, well, | will just take the
medication and see. You could say | was rather sceptical due to past experience.

I needn't have been, | noticed a very subtle change at first and now as time has gone on and
the dosage has been adjusted by Dr Skinner, | have started to find great improvement for
the first time in ——Jyears.

1 am now facing a positive future with every day improvements in my health and the
reassurance that | have found a 'sensible doctor’ who is willing to really listen to me and help
me to get my life back on track. My daughter has only just started to see him for treatment
as we discovered she has the same condition.

>

. When | read about hypothyroidism and how the test results are evaluated, | was rather
shocked that so many people are being overlooked and not treated due to the poor
reasoning behind the way the tests are interpreted. It was through this that | found
information on Dr Skinner and it was this reason that led me to him. | had been convinced
for many years that the thyraid was at the route of my problem but blood tests done by own
GP kept disputing that anything was wrong as it was explained to me that | was in the so
called ‘normal range’. If my endless list of symptoms had also been taken into account as
well as the blood test | feel that | woukd have been treated a long time ago for this condition.

+hat would have saved me not only physical pain but emotional heartache, loss of a job, the
disruption it caused to my husband and my family and the loss of confidence, self esteem,
friendships etc etc. | feel very strongly that more doctors should have the same attitude as
Doctor Skinner when assessing patients for the possibility of hypothyroidism. The so called
‘normal range scale’ that the blood test indicates cannot be the ultimate decision maker in
diagnosing this illness.

Dr Skinner does not deserve to have to be reviewed for his fitness to practice. | just wish
more doctors would have the strength to dispute the way that this illness is assessed and be
willing to come forward to dispute that that the blood test is not the cumulative answer when
making a decision for diagnasing this illness.

Dr Skinner should be admired and applauded for administering some good old fashioned
‘bedside manner’ in the way that he really listens to and evaluates a patients symptoms and
looks at the whole picture rather than relying solely on a very inaccurate blood test.

| certainly hope that my daughter—Jis destined to get similar results and some relief
after suffering all through her teenage years with this awful condition.

| hope that this assists in your review hearing. If | can be of any further assistance please do
not hesitate to contact me.

_Ynours cinrerely
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Dear Ms Cook

Dr G R B Skinner MD, DSc, FRCOG, FRCPath
I write in support of the above doctor.

With a family history of thyroid conditions, | know from personal experience that the
strict adherence of diagnosing by blood results alone leaves many undiagnosed and
living a very incomplete life,

Having been an endocrinology patient then outpatient for a considerable number of
years | think the cutiook for many NHS thyroid patients appears increasing
unsatisfactory | have witnessed a change in view from my first consultant,

who initially prescribed a combination thyroid replacement until he reluctantly had to

stop (‘my hands are tied’) through to the current thinking of ‘one size fits all' with only
one medication offered and at a dosage that takes little regard of anything but blood

tests within a perceived ‘nomal’ reference range that is applicable to all.

Doctor Skinner is able to look outside this narrow way of thinking and take account of
individuals and their clinical presentation and history, both when making a diagnosis
and with subsequent treatment.

| know that Dr Skinner gives invaluable advice and that he has given hope and
heatth back to so many and | fully support him.

Yours sincerely
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Dear Ms Cook,

Review Hearing Dr Gordon Skinger — 287729 July, 17/2™/3™ August, 2011.

In[——1, I first consulted Dr Gordon Skinner.

For years | had suffered from general debilitation and as my mother had a thyroid problem 1 wondered
if I could possibly have the same condition as these things do tend sometimes to run in familics. Every few months

over a number of years | visited my G.P. for tests on the Thyroid Gland. Every time | was told that the readings were
“within the range”. '

L became quite desperate about my condition and eventually sought the advice of a nutritionist in[=———] recommended
by a friend. This lady felt that my Thyroid could be the problem and told me about Dr Skinner. 1 then asked my G.P.
to write a referral letter to Dr Skinner, although he was not very happy doing this, but | was very insistent, as 1 had a
right to be and armed with all my Thyroid test results, I saw Dr Skinner in [—————| He felt that my results showed
a deficiency and put me on a programme of Thyroxine.

I started taking it straight away — first of all in a low dose and then gradually increasing over[—|months.
During that spring and summer I very slowly started to feel better. By 1 was feeling significantly better
and was feeling very hopeful that | was on the right track. Since then | have improved enormously and have

considerably more energy and general welibeing than 1 have had for many years. Some days before taking Thyroxine 1
could hardly rise off the sofa.

I need to be able to continue consulting Dr Skinner. The thought of not being able to take Thyroxine any more is
unbearable and while my G.P. is unable or unwilling, for whatever reason to prescribe this for me, that is what would
happen. What would happen to my health if I were suddenly unable to obtain the prescription, and actually have to stop
taking Thyroxine? I dread to think!

I feel that Dr Skinner has saved me from a miserable and wretched time and he has my total support in what he is
doing.

Y ours sincerely,

v

cC [ 1|

Mr Ralph Shipway
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Dear Ms Cook,

Review hearing Dr G. Skinger — 28%/29° July 1/2*/3” August
You will have received my wife’s letter of the same date as this.

| would like to confirm all that she writes. In the early days our lives, and particularly hers, were a miserable
experience, chiefly due to the intransigent stand of her G.P. Thank goodness for the understanding attitude of the
nutritionist in the guidance she gave my wife and later, particularly, the support and counselling she received
fram Dr Skinner.

We made, and wefe happy to make four round trips to Dr. Skinner’s consulting rooms in[————] A small price to
pay for the medical and moral support that my wife experienced.

Should Dr Skinner not be able to continue practising, I don’t know what would happen to my wife’s mental and
physical health. It is very worrying to think about. To return to the early days of this experience would be a disaster
which I feel quite desperate about.

In view of our experiences I wish to add my support for Dr Skinner and his work for his patients which 1 consider to be
invaluable.

Yours sincerely,

cc | i
Mr Ralph Shipway

388




25th July 2011
F.A.O. Heather Cook, ’ o

Investigating Officer,
Fitness to Practise Direciorate,
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Dear General Medical Councit, "~ ™' L __""“_H“ o
* Dr Skinner, Listened to me, He‘l-leard Me, Understood, Helped and Supported Me.
* Dr Skinner saw me as a person, a human being that counts, as an individual.
* Dr Skinner was and still is my sanctuary.
* Dr Skinner gave me back my life,

As I see it based on my own personal experiences’. NHS ‘pretended’ to listen to me,
fobbed me off, dismissed and rejected me my voice, and my words.

* For years, 1 was ill; I was in an awful state. My health was deteriorating, I was
deteriorating, my life was deteriorating, and my life has been terrible, horrible and awful,
frustrating and distressing.
* As I see it, Heaven knows the state I would be in If it wasn® for Dr Skinner.
* GOD KNOWS the good Dr Skinner has done. He is a medical Angel.
* Tt's my believe, the unpleasant, distressing, neglected, abandonment I experienced, that was
=~ ~ inflicted upon me by the NHS; - 1s Just The TIP of a Major load of Massive ICE BURGS'.
* There's no reason at all why the ( GMC and NHS could not learn the good from Dr Skinner.
* With Thanks, the . - © 737 2 ? gk LT RO e B
GMC and NHS should take heed, en!brace and utilise Dr Skinner's wisdom.
* . . AsI ee it, based on my own personal experiences; - Life without Dr Skinner would be scary
where the only other option belng, Is the out of touch NHS at the helm.
* - - Thank you Dr. Skinner for having courage and self belief.
* Thank you Dr. Skinner for being you and the person you are.
* Thank you Dr. Skinner for taking an interest in, and giving your devotion to Thyroid.
* Thank you Dr. Skinner for VALUING the Thyroid SUFFERING person.
Yours sincerely,
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Dear Ms Cook i
—_—

TESTIMONIAL

Further to ietters of support in favour of Dr Gordon R.B, Skinner (for both current and previous
investigations), by my mother, | 1|, a patient under his care, | hereby give
testimony to the transformation | have seen in my mother, since receiving treatment and
prescriptions from Dr Skinner.

Following a period of prolonged ill-health in the eadyl:
L iy mother struggled for many vears wi : ]
[ ]
||We feared that she was in a gradual process of
declsne She was subsequently diagnosed with poor thyroid function and was prescribed a variety
of chemical thyroid substitutes. Unfortunately, the side-effects of these prescriptions by far
outweighed any benefit, so there was no tangible improvement to her qualily of life. -

Then, in[=—], she consulted with, and came under the care of Dr Skinner. Within a few months
_the transformation was almosi miraculous. 1l

I | Twould say, as a lady in her earlyL_]'s she has at least as much gel up and go as
peers of her age, if not more s, and | ¢an only put this down to the good offices of Dr Skinner.

It is right and proper for the GMC to actively vet the medicatl community to ensure that any rogue
elements and bad practices are weeded out. By the same token medical science would nat be
what it is today without there being pioneers, and sometimes 10 be a pioneer you have to depan
from convantion. The travesty arises when convention suppresses true and good pioneering
spirit.

My own belief is that any questioning of Dr Skinner’s activities as being unacceptable is
misguided. The results speak for themselves, and | am sure you must be in receipt of many
testimonials to this effect.

My personal fear is that if the GMC find against Or Skinner such that he is unable to continge his
practice, that it will effectively be a slow-death sentence for my mother.

Yours sincerely
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Re: Review Hearing for Dr Skinner ]

in ==, my sister discovered she had an underactive thyroid gland, and on the advice of her GP, she insisted
that the whole family wenti for tests to find out if anyone else had the condition. She was especially concemed
Ou‘t ITIQ. l' |I
[ | Whilst | understood her concern, | was very
reluctant to take a test, as at that time, | was mare than happy with the way | felt. | was reasonably fit and
active, and 1 feit very heatthy. [ — |

Howaver, o reassure my sister, | finally agreed (o take a test and was stunned to learn that | did have the same
condition, although mine was described as a "borderiine® case. Despite being borderline, my GP strongly
advised that | commence treatment immediately, assuring me that in the kng run, this would be the best option
for me, and it was stressed that there would be no side-effects, as this was hormone replacement, rather than
medication. Qther than that, he believed that | would feel the benefits almost immediately, and would end up
“feeling even better”. | considered his recommendation carefully before agreeing to it, and | regret to say that |
did nio actual research on the subject, befora | agreed to it, but | couldn't fault his logic. With hindsight, this was
the worst decision of my life, and | have regretted it ever since.

As more and more information bacame available on the internet, | discovered “I was not alone® and that ather
people suffered side effects with T4. | also discovered that there was "at least ane alternative treatment
available® that | could try: T3. After a great deal of effort, 1 did eventually persuads one doctor to let me try it.
Although | improved a little initially, | encountered problems as soon as | tried to increase my dose, but | had to
admit that my symptoms were not quite so severe. It was only a subtie difference but any improvement was
welcome, S0 | stayed on T3. However, my overall condition continued {o deteriorate and | became so ill that at
the end | gave up my job.




1 promised myself that | would use every last drop of energy | had, and immediately started to scour the internet,
| was surprised at how quickly | found the help | needed. Several brands of natural desiccated thyroid {ablet
existed, that had helped many others, but | also quickly learned that they were not licensed in the UK.

Armed with this information and lots of cormoborating evidence, | sought help from my GP again, and was flatly
refused any support, cther than a referral to another endocrinologist. My GP would not even investigate the
matter or consider trying the treatment. The endocrinologist also refused to help, and | went away disgusted by
their apathy and intransigence. | then discovered Dr Skinner, who came highly recommended, but | needed a
referal, and this proved to be just as difficult to obtain. [; ]

When | saw Dr Skinner, | was immediately impressed by his professionalism and caring nature. He was the first
person to truly listen to mea and he immediately tried to piece together my medical and life history, wanting to
know how | had ended up in such a poor state. He examined and questioned me, and | had to fill in forms,
giving details of all my symptoms. 1 ticked almost every box on the symptom list and it was a very extensive list.
I hadn't even realised that some of the symptoms | had were "directly attributable to hypothyroidism®. { was
even taken aback at his genuine anger and disgust at how | had been treated up until then.

He realised that | had a good understanding of my situation and had come to him with a plan in mind, and he
asked me how | wanted o proceed. When | told him that | wanted to try Armour Thyroid, and why, he talked me
through what would be involved, and agreed that it could indeed be the right way forward for me. He was quick
to stress that it might not work, but that he felt it was well warth trying, and he reassured me that “if it did not
work, he would never give up on me”. it was clear that he was genuinely prepared to investigate and try
anything and everything that might help me. He was the first doctor to care what happsned to me and he
instilled a sense of trust and gave me hope.

Within days | began to take Armour Thyroid, and enjoyed the benefits almost immediately. [ f

Since then, | have gone from strength to strength and | am sure | will continue to do so. | |
I 1l There are only

a few symptoms left, and | know that [ may have to live with some of those for the rest of my life. After all, many
of them are the result of other symptoms not being treated,[; ] However, | am optimistic
about the future now and | am living life again. | am able to work for a living, be a good wife and enjoy social
pursuits and hobbies again. | have enough of my life back to want to live it; ]

Considering my case and how appallingly | have been treated, | do nat know how you can even ramotely
consider removing Dr Skinner's right to practise. If he is not allowed to practise any longer, then the very least
you can do, is to also invastigate every single doctor and endocrinologist | have ever seen, and strike them off
too, for they have not just failed me, they willingly condemned me to a life of suffering and distress.

In short, Dr Skinner saved my life and ! will always be indebted to him.

Yours faithfully

cc 392
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Re: Dr Skinner Review Hearin

If you've never been In love, you don’t know what it's like!

Some people, out of a subconscious desire to appear intelligent and knowledgeable, often use
glib phrases, such as the above, having heard others use them. Another example would be the
ridiculous and Inaccurate saying "It's too cold to snow”.

I am NOT cne of those people. The things that [ say and the opinions that I hold are born of
my innate ability to observe, digest and judge things on their own merits. So if I were to say,
“If you've never been in love, you don't know what it's like.” I would be saying it because 1
knew what I was talking about. I used to THINK I was in love with my first wife, and my
second, but when I met she who was to become my third (and final) wife, I KNEW! It was
instinctive,.

I only mention this in order to emphasise that this letter is the product of my own
observations and NOT a rehashed version of someone else's.

So, 1 DO know what it's like to be in love. However, if there is something that you have not
experienced for yourself then the next best thing is to five with someone who has.

My wife was diagnosed with hypothyroidism shortly after we first met. When we met, she was
lively, attentive, bright and sharp witted, a bit like me which was why we hit it off! She was
then prescribed Thyroxin tablets (T4) which she dutifully began to take and I observed, over
the following months, the bright and sharp witted love of my life descend into a state of
apathetic torpor. She became a zombie but retained enough wit to search the Internet for
alternatives to the tablets that were taking away her livelihcod.

As the years rolled by she was allowed to try Triiodothyronine {T3), which suited her better
but stilt had unpleasant side-effects; | |

These are NOT the things that a woman in the prime of her life should have to put up with. In
short, the NHS recommended treatment took away her life!

Eventually my wife discovered that there were "natural™ alternatives to the drug companies’
synthetic, chemical “cash cow” tablets and lobbied medical practitioners to prescribe one for
her. THEY REFUSED! It seemed that in spite of these products being the preferred course of
treatment in the USA, they are not licensed in this country. My wife saw alternative GPs and
two endocrinologists whe, it has to be said, were less than sympathetic and appeared to be
ignorant of the symptoms and implications of hypothyroidism, preferring to hold the untenable
view that the symptoms were all ‘in the patient’s head’ — complete BUNKUM!

As these consultations led nowhere and it became clear that the NHS didn't care, ra‘?a.rife




managed to obtain a referral to Dr. Skinner. I accompanied my wife to many of the
consultations she had had through the zombie years and was less than impressed with her
treatment at the hands of the NHS. However, when I sat in on her first consultation with Dr.
Skinner I observed a sympathetic, caring and VERY professional person at work. Not only did
" he bother to actually LISTEN to his patient, he was at pains to carefully outline all of the
implications of the alternative medication my wife wished to make trial of.

The first thing my wife was given was a sheet of paper containing a list symptoms, She was
asked to tick all that she felt she had experienced since being diagnosed. Many of those that
she ticked {in excess of 50%) were ones she had not even realised were symptoms of
hypathyroidism, unquestionably due to the fact that none of the NHS people she had consulted
had mentioned them. Surely this indicates a serious failing among NHS staff (INCLUDING the
endocrinologists!!1)?

Dl; Skinner carried out an extensive and sympathetic examination, both physically and
verbally, and agreed to prescribe the “natural” product the NHS had refused, to see how my
wife coped with it. The transformation was astonishing!

Within a very short space of time the depression and headaches disappeared. Palpitations
faded away and I observed the vitality return to my wife’'s day to day demeanour. Her sense
of humour returned to full strength, she once more had enthusiasm for domestic projects and
leisure activities | 1 In short,
Or Skinner gave her back her life

In conclusion, I have to observe that if the GMC seek to prevent Dr. Skinner from practicing
then it will be a VERY, VERY sad day for British Medicine. If Dr Skinner has to go then surely,
indubitably, all the NHS staff who FAILED my wife must also go, otherwise the only conclusion
will be that the GMC will have left the path of wisdom!

1 DO hope, not only for my wife's sake, but for alt of the many patients Dr. Skinner has

successfully treated that the GMC continues to allow the good work practiced by this paragon
of medical science,

Yours Sincerely

e | |
Mr Ralph Shipway
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My wtfe IED has been a patlent of Doctor Skinner for several years dunng tlus period he
has treated her-for .an.underlying’ Thyroid ConditionWé sought, hischelp as we discovered
that her treatment elsewhere was mostly dependent upon laboratory test results, if considered
to be “within range” was either given no help or 2 course of medication which did not work
for her, despite her symptoms, in what appears to be a one size fits all remedy. I understand
that there-is some dispute with established medical practise in this particular field and with
some patients and other more open minded Practitioners who are willing to challenge the
established protocols in treating their patients. That said the purpose of this letter is not to
debate this issue but to offer support for Dr Skinner for his review hearing,

In the time I have known Dr Skinner he has always conducted himself in a most correct and
professional manner. He has acted with integrity, explained issues thoroughly and conferred
with [——]s’ GP at all the relevant times of her treatment. Her GP being well aware of the
ineffective response to conventional remedy was willing to seek a solution for debilitating
symptoms and very much like Doctor Skinner wants to treat the whole person as an
individual avoiding the stereotypical approach to treatment by numbers.

1Dr Skinner was very supportive with regular telephone

consultations with ——l. He [ | remains very much
part of Susan’s overall “Care Plan”. is far from well but has confidence in Dr Skinner
as a caring, experienced and knowledgeable professional who has been willing to push at the
boundaries of convention to seek a solution for her illness which he should be applauded for
rather than pilloried.L 1l

Yours sincerely
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Investigation Officer
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3 Hardman Street
Manchester
M3 3AW
Dear Ms Cook

Hearing: Dr Skinner

[=—=] my wife of [ years, became increasingly ill following a hugely stressful, prolonged
external event during thd———Js to early [ | |
I )l

[ ] Aside from many of those standard and *
well documented hypothyroid symptoms, she increasingly became more|; | -

Froml——] life became more and more difficult for her and our relationship. Not one doctor
or endocrinologist she consulted really took any of the[; difficulties
seriously. There seems to be a general consensus and/or intimation that—=——"—"—"=,)

[=——=lrequires lifestyle changes, when in fact ——]could not posssbly have done any
more than she had already done.

Finally my wife visited Dr Skinner during[——_——1 I now understand that the T4 she
was initially taking was only helpful to her in a minor way. Following her taking Armour
Thyroid there has been a considerable improvement in her|; ]

I ] In my view my
wife is now two-thirds plus improved to those dark days, when hypothyroidism had really
‘taken hold’. Improvement is purely down to her seeing Dr Skinner. I also know my wife is
very concerned and [ am too when considering the inevitable day that Dr Skinner retires. The
prospect of going back to those days without Armour is unthinkable and incomprehensible
when the role of doctors in not to disregard, seemingly out of hand, the health of their
patients by castigating a medication that is long tried and tested.

Yours faithfully

Ce Mr Ralph Shipway, RadcdliffesleBrasseur [Solicitors], |
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23 July 2011

Heather Cook, Investigation Officer
Fiiness to Practise Directorate
General Medical Council

3 Hardman Street

Manchester M3 3AW

Dear Heather Cook

Dr Gordon Skinner - Hearing

Since [——————|I suffered a range of|, - llsymptoms,

. 1 was progressively

ignored by doctors over three decades. More latterly, and at my insistence to be tested (I:}

[E=. endocrinologists declared me not to be hypothyroid|; —|, over
the long run, my displaying increasingly debilitating signs/symptoms including pre-syncope,
|

My first contact with Dr Skinner was | Dr Skinner took my medical history,
examined me and stated that 1 had hypothyroidism (something | had come-to realise in my
own long search to try to fee¢l well again). He prescribed Levothyroxine and wrote to my GP.
Minor success was achieved with this medication but as soon as | progressed beyond[ g, I
became ‘toxic’ (feeling weird, simply ‘not right’) and so sensibly reduced this back down.

1 read sufficient to grasp that T4 alone may not be a successful treatment for all patients.
Given the duration of my other (not listed here) multi-faceted symptoms, [ considered buying
Armour Thyroid online but was too wary to do s0. On my next visit to Dr Skinner | asked
him if he could prescribe Armour Thyroid for me. Dr Skinner did so and this led to a more
" significant improvement than wijth T4 alone. My progress on a combination of [Img of T4
and Armour (commencing with [ ] Grain each day, increasing in(; |
[C] Grains) has significantly improved my overall health [ ]

Certain US research indicates that people in my circumstances (long term untreated
hypothyroidism, also the genetic variant of Hypothyroidism Type I proposed by Dr Mark
Starr) can have T3 conversion difficulties. I have familiarised myself with the work of many,
including Dr Hertoghe, Broda Bamnes, Barry Peatfield, John Lowe and Dr Skinner.
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With my own scientific background and knowledge (including my own self knowledge) 1 feel
adequately equipped to be able to decipher wheat from chaff and monitor my own perceived

sense of illness and of well bei“g'l==ﬂ=:l==IJ

| ] it is my belief that 1 know when [ am

taking too much or too little thyroid hormones, be these artificial or natural. I believe anyone
taking such medication will quickly work out whether or not such preparations are needed!

Without the help of Dr Skinner in———=11 simply do not know where | would be now.
My condition had become so dreadful that I *lost’ several years of my life dragging myself in
and out of bed, barely able to function. There are no words sufficient to express my gratitude
to Dr Skinner. His professionalism is so refreshing against the dismissive and disgraceful
treatment to which I have been repeatedly subjected over decades.

I heard that T3 is difficult to come by but a relisble source (not Dr Skinner) told me where [
could purchase it abroad. Use of Cynomel (Cytomel in UK) has further improved my health.
I use T3 with some trepidation but, in the absence of a sustained release formula in the UK (I
could have this made up by a compounding chemist in the US city where my family lives but
a prescription is required), [ manage by using; |

My health is constantly improving and, save for my one attempt to purchase Armour Thyroid
abroad to save some money (——— |
I ), 1 shall continue to use T3. I will sensibly monitor my
own health until statutory health authorities recognise their folly and begin to implement the
exacting knowledge acquired over one hundred years ago. As someone with hypothyroidism -

it is my believe that current UK treatment is akin to Middle Age ‘dooking stool’ mentality. .

From all accounts it would seem that the calm, cool, compassionate approach of Dr Skinner
gives many people a light at the end of a terribly frightening dark hole. 1 am interested to
know what will happen to patients when Dr Skinner retires? Are we to be informed of the
provision of proposed alternatives for those who do not ‘satisfy* the blatantly flawed [for a
significant number] TSH test and for those who also do not respond to Levothyroxine in any
meaningful way?

Y incerely

cc Mr Ralph Shipway, RadcliffesLeBrasseur [Solicitors],
[ f
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Investigating Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street

Manchester M3 3AW

22™ July 2011
Dear Heather Cook '

DR GORDON SKINNER MD. BSC FRCPath FRCOG
GMC HEARING 28™ July to 3™ August 2011

| have recently retumed from an extended holiday to hear, with deep concemn, of yet
another GMC Hearing for Dr Skinner regarding his fitness to practise. -

| I|
[——1I am very aware 0t the exce wo one Dy Ur oKinner in helping our

members and many others regarding their thyroid/adrenal dysfunction.

Dr Skinner is caring, well qualified and very experienced and knowledgeable in this field.

Without hi rtise | do not believe | would have achieved full
I| out his expe : ot believe ve achie recovery——|

My NHS Consultant and local GP's all failed to diagnose or treat my T3 dysfunction, which
was a major factor in my illness. Like many others | did not respond weli to synthetic
medication and the long proven Amour Thyroid has been essential to my recovery and the
maintenance of my now heaithy and productive life.

Many peocple have expressed the very strong feeling that the GMC is unfairly persecuting
~ Dr Skinner, who has a long, excellent and safe track record in this specialist fieid.

Why does the GMC not focus it's attention on the reasons for the major tragedy in the UK
of so much undiagnosed hypothyroidism and the lack of effective treatment by GPs and
Consultants?

Yours sincerely




Ms Heather Cook

Investigating Officer

Fitness to Practice Directorate
General Medical Council

3, Hardman Street

Manchester M3 3AW

RE: Dr.Gordon R.B. Skinner review

21st July 2011
Dear Madam,

My first contact with Dr.Skinner was in [—. There was the
initial consultation to which 1 had to bring a letter of referral
from my GP with names, addresses, postcodes of any specialist I
had seen in recent years. In addition copies of any thyroid or
other blood tests which would be helipful i.e FT4 TSH FT3 cortisol
Bl2 and fasting blood glucose. Which I did. I also knew that a
diary of pre-rising morning body temperature over a 3 week period
would be helpful. There was a lenghty examination, a long qQquesti-
onaire had to he filled in. He gave me ten pages of printed
matter on his work, clinical research, and professional qualif-
ications. He explained, that 1 would be obliged to provide
regular 3-4 monthly thyroidfunction tests, monitor and report my
body's reaction to the medication.

I have been under Dr.Skinner's care for more than | e
Apart from fulfilling the above requirements, I write to him
about changes., [— ]
It 1 I like to
physically consult him at least once annually, making the journey
tolEEEEEEEEEﬂ. With every prescription he sends, there is much
paperwork i.e.new prescription request form, up-dates of inform-
ation etc. I believe every last aspect of state of health and
treatment follow-up must be covered.

I am delighted to have Dr.Skinner looking after my health, he

has my complete trust and I cannot possibly imagine anyone more
qualified, caring and good.

May I refer to my letter of 17.06.07, addressed to Ms P Collins
for Dr.Skinners first hearing.(copy attached) in which I gave a
brief history. 1 need to expand on this, to properly explain the
devastation of my life by my thyroidmalfunction.




ah

- L]

Pr.Skinner 21.07.11 pg.2

At last I found Dr.Gordon B.Skinner. No doubt, he has saved m
life. His care and the correct treatment made me well [——

At [::::::]I have become slow, life is sedate and apart from
creaky bones and other nuisances that befall one with age, 1 am
well. There are a few friends left, hobbys to enjoy. the pleasure
of my two grand-children of [::::::] I am delighted that 1 am
stiil usefull and needed. .

In conclusion I would like to say, I have been through hell and
back twice and I will not be able to do it a third time. If you
find against Dr.Skinner --- you will condemn me.

Yours £ a}ﬁlful ly
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From: | )

Sent: 26 July 2011 12:47

To: Heather Cook (0161 923 6472)

Subject: FW: Testimonial for Dr Gordon R B Skinner, F.A.O Heather Cook.
Dear Ms Cook,

This patient has sent his testimonial to us directly and | wonder if you could include this in your bundile to
the Panel please.

Kind regards,

Gordon Skinner MD, DSc, FRCOG, FRCPath

From: | |

Sent: 26 July 2011 11:55

To:| )

Subject: Testimonial for Dr Gordon R B Skinner, F.A.O Heather Cook.

For the attention of Heather Cook, Investigation Officer, General Medical Council, 3 Hardman Street,
Manchester M3 3AW.

| first came under the care of Dr Gordon Skinner overyears ago, i presented him with symptoms i was
experiencing,[ - p—

1|
iu |i i had lost all drive and motivation, i had

no zest for life at all, in fact i was at my wits end, i had travelled the length and breadth of England seeing
supposed specialist's to try and identify exactly what was wrong with me, a number of physicians had
identified a low thyroid reading with blood test's but were not prepared to issue me with thyroid medication
because although my reading's were low i was stifl within NHS guidelines and range.

| eventually came across Dr Skinner, after a lengthy and very thorough consultation he organised for me
to have a set of blood tests after which i went back to see him for a further consultation, again, lengthy and
thorough, he explained in great detail and depth about the fact that he thought i was in fact suffering with
hypothyroidism and that there is so much more to the condition than just attempting to determine whether

someone is suffering with it or not by a simple blood test and whether they are within the NHS prescribed
range of results.

| started on the prescribed thyroid medication and within a week i noticed a distinct improvement and after
approx a month i was positively euphoric, the difference was night and day, chalk and cheese, life was
worth living once again, Dr Skinner is a consumate professional and has made a colossal difference to the
quality of my life, i will never be able to thank him enough!

yours sincerely
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22 July 201t

Dear Heather Cook

1 am writing in support of Dr Gordon Skinner. | have an under-active thyroid condition diagnosed by
my G.P. when I was[—] have been very unwell with my condition and have a much better quality of
life since being treated by Dr Skinner. My progress would be threatened if I was no longer able to
access this treatment. My G.P. is supportive but does not have the specialised knowledge and

experience to help me.

Yours sincerely
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23" July 2011.
Heather Cook,

Investigating Officer,

Fitness To Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester, M3 3AW.

Dear Ms. Cook,

My daughter [ lhas been a patient of Doctor Skinner for about [ years.
Prior to this her GP. at the time did not take her condition seriously and she was very
unwell with all the symptoms of an under active thyroid. Dr. Skinner's treatment
changed her life for the better and he continues to be a very knowledgeable and
sympathetic doctor. I dread to think what will happen if he can no longer treat my
daughter.

Yours Sincerely,
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24/07/11

Heather Cook

Investigating Officer

Fitness to Practice Directorate
General Medical Council

3 Hardman Street
Manchester. M3 3AW

Dear Ms Cook,

1 write in support of Dr Gordon Skinner MD Dsc FRCOG, who has treated me for
Hypothyroidism for the last years. It is my understanding that Dr Skinner is awaiting
a hearing with the GMC as part of the review process for the case brought against him in
2007. I submitted a letter at that time, addressed to Ms Patricia Collins (24/08/07 ) outlining
my experience as an undiagnosed Hypothyroid patient, subsequently returned to health
through excellent professional care from Dr Skinner.

As a patient of Dr Skinners for many years, I sincerely hope for a favorable outcome from
this process, and must reiterate that he plays a vital role in the lives of his patients. Indeed, 1
am concemned that there is heightened anxiety among these patients, who fike me have the
utmost respect and concem for Dr Skinner, who finds himself yet again under scrutiny.

Please accept my total support for Dr Skinner, and that of my husband, who appreciates and
enjoys my good health as a result of Dr Skinner’s unequalled care and attention.

We wish him weli, and pray for his continued success.

Yours sincerely,
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in reference to the Fitness To Practice Hearing in respect of Dr. Gordon Skinner to be held in
Manchester on 29/07/11-05/08/11.

| wish to be made known my whotehearted support for Dr. Skinner , who has restored me to full
health in the last few years. When | first became ill with [ 1|, my Thyroid blood test
results were within the "normal” range. After struggling for almost a year and finally confined to
bed, | was told of Dr. Skinner's approach to the treatment of the Thyroid. Since | was suffering from
almost all of the symptoms of Hypothyroidismis 1

I H
decided to make an appointment with him immediately in[————]. | had by this stage attended
a variety of doctors, including a consultant Endocdnologist Dr. [; lin [; ]

I 1| who said | most likely had a “Syndrome” of some kind and prescribed me

[t was ,therefore, with some hope in my heart that | attended Dr. Skinners dinic in
After careful examination of my clinical symtoms and taking into account my family’s history of
Thyroid problems , he prescribed [Jug of Throxine with further increases as my health improved.
Over the next few years | was restored to now full health , and | am now taking[Cug of Thyroxine
and[g of Liothyronine daily along with [——Jug of Vitamin B12.

My GP, D1: 1| of]; 1} is supportive of Dr. Skinner and has been a
witness over these last few years 1o my returning health. She has happily supported his guidance in
prescribing me such a high dosage of Thyroid medication.

1 cannot praise DR. Skinner highly enough. It is not too much of an exaggeration to say that | owe
him my quality of life today. It is appalling that his work to improve the lives of so many clinically
Hypothyrcgi.‘d _\‘p_‘gg_?r.l_‘ts;hgﬁﬁone unrecognised by the GMC. Surely the Hippocratic oath taken by all
doctors seastsanith the words “First do no harm”, By failing to recognise the fact that current Thyroid
blood tests are flawed, the GMC are guilty indeed of doing harm to many poor Hypothyroid souls
who suffer on needlessly.

it is,therefore, not Dr. Skinner who should be tried for misconduct, but those who support the
current methad of diagnosis of Hypothyroidism. Too many people are being treated needlessty with
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expensive anti-depressants and confined to a life in bed, when they could well be suffering from an
underactive Thyroid.

My daughter ,[————] has since also been successfully treated by the good Dr. Skinner and is
now too restored to fuil health,

1 hope this letter reaches you in time and | bitterly regret not being able to attend this hearing.

Your most sincerefy
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July 25™ 2011.

Sir,

| am a sufferer who cauld and should have been returned to full heaith more than ayears
ago but for the current stance of the GMC.

following the birth of twin daughters [lyears ago, | was, | believe, wrongly diagnosed with
[ |and given |; 1| which I took for several
years, during which time my health deteriorated further. inadequate “partial” TSH-only '
blood tests during this period failed to pick up a worsening thyroid problem.

It was not until | had a fuli tests done privately, which included the TSH, FT3 and FT4 tests
and went to see Dr Gordon Skinner, who diagnosed myxoedema, that my condition was
finally acknowledged by my own GP. He then prescribed for me as directed by Dr Skinner.

Unilike all the other GPs and endocrinologists | have seen in the intervening vears, Dr Skinner
is the anly one to take time to assess my blood results in conjunction with signs and
symptoms, taking more notice of the symptoms and how the patient feels, considering how
these impact on their quality of life in preference 10 a single blood result number.

Dr skinner started me on T4 treatment and recognising that it was not working changed me
firstly onta T4 with T3, and when that did not alleviate my symptoms, onto T3 with Armour.
The T3/Armour suited me and my health began to improve significantly.| 1
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What took Dr Skinner 12 months to rectify was destroyed in a matter of weeks by the NHS.
it has taken overEIvears to restare my health to the point that he had got me to. Partially
with my own input as the endocrinologist was quite adamant in ——]that the [(—lpg T4
and Elug T3 were sufficient by merely looking at the TSH figure and not taking my signs

[ ) and symptoms into consideration.

| genuinely feel that the NHS has failed in its duty of care, subjecting me to years of
unnecessary suffering, through the persistent prescription of incorrect medication when
others are available and known, through experience, to work more satisfactorily.

Consider utilising Dr Gordon Skinners experience and expertise, putting them to good use
treating people like me, restoring us to health economically in months rather than
consigning us to years of suffering. Like Dr Skinner listen to what the patient is saying about
their quality of life and symptoms, do not dismiss them out of hand as irrelevant, suggesting
the symptoms are “all in their minds” or “due to their age, diet or lifestyle” in favour of an
inaccurate single hjoad test result, the TSH.
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Having seen Dr Skinner at the start of my thyroid journey | knew wha‘t the “gold standard”
was. This has enabled me to persevere through the years of neglect | was subjected to by
the NHS. Had | not had his input initially | fear | would not have had the strength to fight for
what | knew was the right medication for me.

Please, stop pillorying a doctor who has the best interest of his patients at heart and look
closer to home at the so-called professionals, whe fail on a daily basis to diagnose and
adequately treat thousands of thyroid sufferers nationwide, consigning them to years of
unnecessary pain, suffering and in numerous cases poverty because they are too unwell to
work.

Yours faithfully

L | —
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25" July 2011

Heather Cook

Investigation Officer

Fitness to Practice Directorate
General Medica! Council

3 Hardman Streat
Manchester

M3 3AW

Dear Mrs Cook

Re: _Dr Gordon Robert Bruce Skinner

Please find enclosed my testimonial in support of Dr Skinner.
Kind regards

Yours sincerely

Encs.-

_ce. |

[
Mr Ralph Shipway
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Dr Gordon Robert Bruce Skinner
GMC Ref No. 0726922

L | of [ |
[=—] state as follows:-

It has beenyears since my initial visit to Dr Skinner's Clinic in [ | in | 1
[ and | have to say with great conviction that | have never looked back.

Dr Skinner's whole demeanour is patient and caring, having seen so many doctors during
my time as a very unwell lady, this came as an extremely pleasant change.

After Dr Skinner's examination and blood tests in[——|for FT4 and TSH, he started me on
thyroid replacement. Dr Skinner thought that this was the right treatment and of course he

was right.

Dr Skinner has always strived to be professional in that he asked me as a new patient for a
referral letter from my doclor together with a complete history. He carried out a medical
examination, for example, blood pressure, pulse rate, temperature, examination of thyroid
gland and fongue. He also asked me if | would like a chaperone during my medical
examination.

During the consuitation with Dr Skinner, he explained what he had found, his diagnosis,
further investigations required and suggested a treatment plan that | should follow. Dr
Skinner answered any of my questions that | had regarding all aspects of the diagnosis and
treatment.

Dr Skinner wrote a full letter to my GP and copied in any other medical carers and he
explained his findings and treatment plan. No new treaiments or modifications of

previous treatments would be carried out without prior agreement from my GP.

| was provided with explanatory sheets regarding thyroid replacement.




If a follow up appointment was required, then Dr Skinner would advise of the appropriate
interval and | would then be required to make a further appointment through Dr Skinner's
secretary.

My recavery since [ has been remarkable. | was so poorly at the fime [—
I 1 1 thought that

there was no hope until | saw Dr Skinner. In fact, | made such a remarkable recovery that

| feel it a great privilege to support Dr Skinner. My own doctor, Dr——— | has often
said that Dr Skinner truly is a marvellous man as he has seen such a significant difference
in my health that he decided to take over my care and now prescribes my Thyroxine. Dr
has also referred other patients to Dr Skinner including my husband,
who also has hypothyroidism. Thanks to Dr Skinner, my husband is also now well after two

years of poor health.

A very dear friend, || | also found herself battling with ill health many years
ago. She was also treated by Dr Skinner and is now back to opfimum health. [ cannot
thank Dr Skinner enough for his dedication to his patients. | truly believe that without his

intervention, | would not be here today.

Date
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25" July 2011
Heather Cook, .
Investigating Officer, General Medicrt Cousni
Fitness to Practice Directarate . Oxiginal vas & Potoucay
General Medical Councit Origgnal was Poor Juality
3 Hardman Street, — .
Manchester ' . o 2 7 ful 2ot
T Htof scan
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T Ludfh .

.20 TIGC physical 00308 167

Dear Ms Coak

Re: Dr Gordon Skinner

I write in repeated support and in the hope that Dr Skinner may be allowed to continue his
good work, because without his help many of us would suffer greatly.

For myself, his knowledge and understanding of thyroid symptom’s and wise prescribing
_aliows me to continue with a much better quality of live.

Prior to having met Dr Skinner (he was recommended to me, and referred to by my G.P.)
I struggled wath a system with such narrow bands of recognition, by blood tests and G.P.s -
that ignored the many symptoms of thyroid problems.

My symptoms included| : 1
f ] Which with Dr Skinner’s help
have been smich improved, and some symptoms have disappeared altogether.

I now have the quality of life I thought I would never see again.

-

1 have compiete trust in Dr Skinner and find he is very professional in all regards.
Yours faithfully
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Ms. Heather Cook,
Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street,
Manchester, M3 3AW

Dear Ms. Cook,

I am writing in support of Dr. Gordon Skinner’s review hearing by the GMC.

My thyroid illness all began in[— | suffered[; 1
[t f

t went to see my local GP concerning these symptoms {DrL |
[ 1), he ordered some blood tests to be undertaken for my thyroid.
Followmg the results of the blood tests, Dr[———]made the decision that my thyroid was not an

issue and advised me to “take a tonic”. — my husband was present at this appointment as | was
feeling so unwell.

Stifl suffering with the symptoms | was visiting family in ——lwhen | decided | must undergo a
second opinion as Dr ——1's prognosis was risible. | visited (| |

[ ). They immediately took blood
tests and diagnosed, based on the results, that I had hypothyroidism. The practice referred me to Dr
Gordon Skinner for further treatment.

On my first visit, Dr. Skinner examined me and asked me lots of questions about my symptoms and
locked through the resuilts of my blood tests taken in[———| Dr Skinner initially prescribed Thyroxin
but after a couple of months, it was clear it wasn’t producing the required results. Dr. Skinner
suggested taking Armour Thyroid; | accepted and within a short space of time my general health
improved dramatically and my symptoms started to dissipate. | have been taking Armour Thyroid
now for the past[] years and my quality of life is far improved.
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Dr Skinner is fantastic. When | have visited Dr Skinner for any appointment, he has been sp
understanding and always checks to see how you are feeling as an individual. { can’t tell you how
seeing Dr. Skinner and taking Armour Thyroid medication has changed my health. | now have three
young children and know for a fact | could not cope without this medication and knowing | had the
support of Dr, Skinner.

,

1 would personally be devastated if | thought | could not attend Dr. Skinner as | have complete trust
in him. | can only say that | just accepted the advice of the NHS doctors that had treated me | would
have had a far lower quality of life. There is a lot to say about listening to a patient, this is what Dr
Skinner is about.

Yours sincerely,

Mr. Ralph Shipway, || 1
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26 July 2011 .

Generil BRadicay Cour:cir_

Heather Cook, Investigation Officer, O was s Photoccry
Fitness to Practise Directorate, 0"_9'“'=" vias Pout Quality

General Medical Council, Dt i

3 Hardman Street, S — 27 JuL 20
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Review Hearing for Dr. Gordon Skinner (28th July = 3rd Angust 2061 H———

Dear Ms. Cook,

I became a patient of Dr. Skinner in[——1 || l

[ | At that time
my GP told me that tests (including a thyroid test) indicated nothing wrong

[lyears later I was recommended to Dr. Skinner. After a blood test

and examination he suggested [ try thyroid replacement. Starting with
li Jarmour thyroid daily we progressed slowly to a higher dosage,

eventually twol] grain. It was NEVER increased without a further
examination and frequent further blood tests. For the first time in years |
experienced an improvement in my condition. I understood that, given
normal reference levels, thyroid replacement was considered inappropriate
and I was warned of the dangers and symptoms of hyperthyroidism if I took
too high a dosage. '

I would like to make the following points.

1) Dr. Skinner always discussed his proposed course of action with me
and maintained a consistently cautious approach to treatment by
thyroid replacement, advising me if he thought there could be other
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possible causes for my problems. My GP later confirmed that the
dosage prescribed by Dr. Skinner left me within normal reference
levels in accordance with blood test results.

2) His concem for his patients’ well-being was self-evident. It was also
seen in the low fees he charged in comparison with other colleagues in
specialist medical fields| |1 noticed that Dr,
Skinner was charging no more for imported armour thyroid than it
would have cost to buy it direct in the USA.

3) I am aware from his publications that Dr. Skinner would welcome
larger trials and deeper scientific investigation of the issues surrounding
thyroid replacement but has been unable to obtain the necessary support.

Blind adherence to blood test results appears to leave thousands of
people, who could potentially be helped, suffering needlessly. Knowing -
Dr. Skinner’s work at first hand I see a doctor who has transformed the
lives of untold numbers of his patients. In my case his diagnosis of many
years ago has proved correct. I am now kept stable by taking
Levothyroxine and Liothyronine as prescribed by my GP in accordance
with regular blood tests. But my need for this medication was first picked
up by Dr. Skinner. He alone has enabled me to continue working as a
concert pianist. You will understand my strong desire to support his
work.

Yours sincerely,
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28th July, 2011

Heather Cook Groeral Radica! Council
Investigation Officer Cgd! et = Phirfany
Fitneas to Practise Directorate 'eﬂﬁmdwhavaﬁihﬂmy ]
General Medical Council Dokt 15,

T 27 JuL 201
3 Hardman Street 3 i

MANCHESTER M3 3AW T g it b mibiove

i 1wl pRYSIGE Digacts ral

Dear Ms Cook, SR

I have been a patient of Dr. Skinner's for the past [} years.

The problem then, as it is now, the reliance of GPs basing a diagnosis

- on the use of the blood test and the absolute limit applied to its

use.Even though the GP thinks there is a thyroid problem, because
the reading on the blood test is high in regard to thyroid function,

the patient's illness is thought to have some other cause.

Whilst many GPs nowadays let the blood test result dictate their patients
treatment, certain people - and there are many of us - fail the thyroid
blood test as our reading is high although we still have a thyroid
problem.

People 1lik :¢ myself spent years being misdiagnosed, and in my case,
having to give up work prematurely because of the failure to recognise

that there are those of us outside this scale.

Doctor Skinner has brought treatment and hope to many, many patients

which has been truly dramatic. Surely these results speak for themselves

Doctor Skinner is a man of the greatest integrity and in all his work

his patients come first with him.

I just wish that some of you who are bringing this acticn against

Dr Skinner would have to spend years in our shoes, denied treatment
for thyroid illness, turned away at GPs, labelled time wasters at
hospitals, and left to suffer as we have been, until Dr Skinner shone

the light of understanding and compassion on us. ..

_ VY¥eouro denly
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Heather Cook 26 July 2011
Investigation Officer

Fitness to Practise Directorate

General Medical Council

3 Hardman Street

Manchester

M3 3AW

Dear Ms Cook
Re: Letter in support of Dr Gordon R B Skinner MD {Hons) D5c FRCPath FRCOG

| wish to pledge my support for Dr Skinner for the improvement he has achieved in my health and
lifestyle over the pasf——] years.

| am[—] years old and have suffered from[ btc. for years and years. Sincl'e being
treated by Or Skinner | feel that all the symptoms that | have had for years have disappeared and |
have my life back at last.

Dr Skinner is also treating my cousin[; l(who has written to you as well} and her
daughter and they are so much better now as well.

Yours sincerely

Cc: | 1
Mr Ralph Shipway

General Medicel Counvil _
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HEARING REVIEW OF DOCTOR GORDON SKINNER
Dear Madam,

I understand that a practice revue of Dr Gordon Skinner is about to take place and I should wish to
make the following points concerning this doctor and ﬂle‘u-catmen‘t that 1 received.

I first consulted Dr Skinner in E as a result of my havmg been, reluctantly, d:agnosed with
‘sub clinical * Hypothyroidism in ——land consequently, inadequatcly treated by the GP and
Endocrinologist, to the extent that I was still suffering oons:dmble symptoms of the condition,
aithough my blood test results were shown to be in the ‘normal’ range. My symptoms included[—]

I always found Dr Skinner to be entirely professional, compassionate and careful in his treatment of
me. He always checked my vital signs and examined me at each and every consultation (this has
never happened when I have visited my GP) and he also took a careful record of my symptoms and
physical condition. . .

Doctot Skinner’s treatment involved prcscnbmg both Levothyroxine and onthyromne and there has
been a dramatic improvement in my oondmon, partlcularly after my takmg the Llothymmne alone.

Dr Skinner has, undoubtedly, allowed me to regmn a quallty of Ilfe whlch, as a result of the

debilitating symptonis of Hypothyroidisi, 1 have not experiericed for many years. L therefore, cannot
speak more highly of hl;. professionalism and dedication to his patients.
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I can only say, that I wish more of our GPs and Endocrinologists expressed the knowledge, attention
to detail and dedication to their patients that his doctor has shown.

I trust that you will take this information into account when considering this Doctor’s fitness to
practice

— Yours faithfully

ce: | . I
Mr Ralph Shipway, Solicitor, RadcliffesLeBrasseur
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Heather Cook

Investigation Officer,

Fitness to Practice Directorate,
General Medical Council,

3 Hardman Street,
Manchester,

M33AW

27% July 2011

Dear Madam,
Ref: Doctor Skinner Review Hearing

When diagnosed with—] in the {———5, following a long severe viral

iliness from which I seemed unable to recover (main symptoms:

T T

I - ) 1 consulted Doctor Skinner whose slow and
careful treatment, and regular monitoring with blood tests for under
active thyroid, helped to restore me to normal life.

At the age of[], still take [ grains of Armour Thyroid daily, which for
me means my body works well, | ]
1

Doctor Skinner has looked after me for many years with kindness,
humour and sensitivity for which I have been very grateful.

[ wish him well.

Y ours sincerely,
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26th July 2011

Dear Sirs,

1 write with regard to Dr Skinner who has been treating my partner ———Jsince [——J.

[ began suffering from[——— in ==, and she became increasingly unable to
lead a normal active life.

We sought treatment initially from her GP and then from a genera] consultant, and an
consultant endichronologist consultant. The GP ordered thyroid tests and was pleased to learn
that the results were within normal paramcters and therefore advised that the problem lay
elsewhere but was unable to be more specific) I

became increasing fatigued and frustrated that conventional medicine could neither
diagnose the problem nor offer any solution. Our impression was that they practised
“diagnosis by text book™ in that they tested and measured and when they found the results to
be in accordance with text book parameters they appeared both cynical and helpless.

in increasing desperation, trawled through web pages looking for people who had
experienced similar symptoms, and eventually found Dr Skinner to whom she was referred by
her GP. Our initial impression at the first meeting was that Dr Skinner had time to listen to
the problem, understood the effect that the symptoms were having on her life, and was
prepared to consider a diagnosis that was unconventional, based not upon laboratory tests but
on how she felt . The meeting with Dr Skinner and subsequent prescriptions of thyroxin and
armour thyroid, have enabled[——lto almost return to a normal life, where she used to have
the odd “good” day, she now has the odd “bad” day.

1 believe that Dr Skinner has researched and specialised in this elusive illness, and offers his
patients a lifeline that no-one else that we consulted had any enthusiasm to discover, In my
opinion this illness is one of the “too difficult”™ variety that confound doctors who have only
Laboratory tests and text books to support them. Dr Skinner however, has had the courage to
challenge conventional thinking and has given[——Jand many other patients a quality of life
that they had despaired of ever experiencing again.

L}

_Yonre sincerely
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1 am writing to suppon Dr Gordon Skinner who IIanSformed my life havmg been greaﬂy let
down by the NHS and Bupa.

From (== until ==}, I experienced] Iwhich went undiagnosed by two
different Doctor’s practices, [; 1 -

During the ——] years, my thyroid levels were tested by my local GPs and since the results
fell in what the NHS deem to be the normal range, I was told that it was not a thyroid
problem. I tried many alternative options to try and improve the quality of my life, all paid for
by myself, these included,[; ]

Since the NHS thought that my thyroid was {ine, 1 researched which ptivate consultant to be
referred to and thought Dr Skinner to be the most suitable for my situation.
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Following my consultation with Dr Skinner, [ began treatment with Thyroxine and later with-
a combination of Thyroxine and Armour thyroid. Under Dr Skinner’s supervision, the
medication was adjusted until | became stable, my health and well being greatly improved.

I can only thank Dr Skinner for the care and treatment that I have received from him so that 1 -

can now lead a normal life. I do not know what | would have done had he not been there and 1
had to rely on the NHS who rely on outdated blood tests.

Your Sincerely,
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26.7.2011

Dear Héather Cook,

| am writing to inform you about my experience of Dr Skinner.
Since seeing Doctor Skinner | feel so very much better.

| felt and was very ill when | was first referred to him even thbugh | had been diagnosed and
treated by my GP previor_@y- _ .

rl

Dr Skmner Ilstened to me took me and my specrﬁc hypothyrmd symptoms senously from
the start. .

He was actually the only Doctor to observe and make a note of my specific syrnptoms. =l

After seeing Doctor Skinner my quality of life has and continues to improve remarkably.
Prior to seeing Dr Skinner | had experienced numerous hospital admissions related to my
hypothyroidism and felt ‘untreated’ by GP's and hospital Doctors | saw.

Slnce seemg Dr Skinner | have had no hospntal admlss:ons

Dr Sklnner is d:l;gent swrtched on, thorough and always ensures my COI’Idlthl’l is momtored

regularly and encourages me to monitor myself. | have learned a lot about certain aspects
of the condition | wasn't even aware of|

He has always behaved professionally and with the utmost integrity towards me. | am sure,

from my experience, that my quality of life would have remained absolutely unbearable had
| not been treated by him.

Thanks for your kind attention

-
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26™ tuly 2011
Dear Ms Cook,

1 am writing in support of Dr Skinner, | have been a patient of his for——|and when he
prescribed Armour natural thyroid medication for me. Prior to this | had been prescribed Thyroxine
for[—Jyears by various consultant endocrinologists’. | sought out Dr Skinner after finding a book on
alternative treatment of hypothyroidism on Amazon. | was quite intrigued by what | read as it
explained reasons for 50 many of the problems | had experienced over the years.

The period during my life when | experienced the most intense and disturbing symptoms was just
prior to my[)™ Birthday when I felt like | was starting to go insane. [ ]

Since starting Armour {after a few initial hiccups due to my over treatment) | have started to
understand and appreciate ‘to feel normal’ actually feels like. | i

[ -
I i | feel that so much of my life has been stolen from me due to

inadequate treatment,

Dr Skinner has been a saviour for me. | am now [ years old and | want to enjoy as fully as possible
for my remaining years. | feel | need to make up for lost time, in fact[] years of lost time. | am
happy to pay for my medication as | would much prefer a full life rather than to revert back to the
half life zombie state | existed in prior to receiving treatment from Dr Skinner. if Dr Skinner is struck
off, which would be an absolute tragedy; | along with many others will be forced to seek expensive
treatment abroad. Those who can’t afford this will have to revert to living a half life once again.

i do not understand what the issue is? Dr Skinner is doing his absolute best to treat his patients with
the medication that best suits us, why is it possible to receive this treatment in other countries but
you are trying to deny us patients this treatment in this country? My wish Is that you could live for
just one month in the manner | was forced to exist in for] ] years. | feel that you would be assisting
Dr Skinner and not trying to destroy him if you could only live in my shoes for just one month.
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Please allow Dr Skinner to continue his valiant work — surely it is not a lot to ask to be able to live like
a human being rather than a zombie!

Yours sincerely
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- expanding and developing field. The truths held so dearly at one time can subsequently be

Heather Cook R ' - 27711
Investigation Officer - : : '

General Medical Council T s Iedail Ceuncil

7th Floor : e Py

St James’s Buildings - : v P iy

79 Oxford Street -

Manchester : : o 29 JuL 2o,

M1 6FQ ' . Cor T R Theeased 1 sapave

Dear Ms COOk' . '~.___..___.- .. pheees Ghject W —

—

[ happened to notice on the internet that Dr Gordon Skinner is yet again being examined at a
hearing by the GMC. I would like to ask (under the Freedom-of Information Act) why this hear-
ing is taking place. I would also like to ask why he originally came under the scrutiny of the
GMC in the first place

I believe I read somewhere that there was a complaint made by ‘one patient’. I sure you will
enlighten me as to the veracity of this fact. When I think of the incompetence of some medical
personnel that I have encountered in my experiences within the NHS, I find it farcical that a
clinician of Dr Skinner’s calibre should be treated in such a manner. Qunte honestly, it smacks
of the Salem Witch trials! | ’

I have always found Dr Skinner to be well informed and helpful and to have his patients best
interests at heart. His enlightened view on the treatment of hypothyroidism has helped his many
patients (myself included).

Medicine claims to be a “science’. Science and human knowledge in generat is an ever
proven to be, at least inaccurate or sometimes downright wrong.

Current endocrinologists appear to think that the TSH standard testing for thyroid disorders was
handed down from Mount Sinai on tablets of stone. Do none of them take time to keep abreast
of research and changing views. There is a wealth of information on the intemet from eminent
and educated medical personnel who agree with Dr Skinner’s views on the subject of hypothy-
roidism.

They say ‘if it aint broke, don’t fix it.” Unfortunately endocrinology in the UK is broken and
requires a thorough overhaul to make it fit for purpose. How many NHS endocrinologists
would have happy and satisfied patients willing to go out of their way to show support and
gratitude to them. Not many, I fancy.
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The worthies of the medieval church (who felt that they were the keepers of all
knowledge) were quick to deride Copernicus and Galileo for their advances in the
science of astronomy. Who looks stupid now?

I would hope that the persons involved in this hearing prove themselves to be the enlight-
ened and educated people that they are. Do what you are supposed to do and help patients.

I thought the Hippocratic oath was ‘First do no harm.’ You are harming patients if you re-
move the one source of support and effective treatment that they have managed to find.

You can take it that this letter is to state my very strong support for Dr Gordon Skinner and
my disappointment that the GMC is acting like a group of school bullies.

In this time of financial restraint why is a five day hearing being scheduled into this mat-
ter?

Another freedom of information request, How much is it costing for this hearing and where
is the money coming from to pay for it?

I am sure that common sense will p.revail and that the GMC will make the correct -- v -
dectision and completely exonerate Dr Skinner, allowing him to do what he does best

help people' ‘ : _- . : : : Do

- .Yours sincerely

/5. /m/ow/’ﬁmmtmw m;m
LW Ny noticed That s hear
/aacaﬂﬂw o

M%@Wm%&

Ammg /4
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8 July 2011 Gerera! Rledicst Counch
Original was a Photouspy

Heather Coak Ot was Hout Uuainy

Investigation Oﬁer . Dale rey,

Fitness to Practise Directorate y) g JuL me
General Medical Council o1 sLan

:h::a;:’“a"lw Street QT_T.‘: 1S Desa Friatecopied t uipeve

. fuecumad Bag physical objscts ret

Dear Ms Cook
-‘Ref. Dr Gordon Skinner

1 write in support of Dr Gordon Skinner who | understand is to undergo a hearing to review the
canditions placed on his Practice by the General Medical Council commencing on 28" July 2011.

t have been a patient of Dr Skinner since 2001.

| first became il when ) was [ ] years oid inL ] Over the following two
years § sought medical help from my General Practitioner for a wide variety of symptoms which
included; [ p—

l W_le
=l | saw many GPs within the 1 al e in

an effort to g:t help_t;ut was repeatedly told th'a‘l"l was ‘suffering post viral syndrome.

| was referred to several specialist praciitioners, including a Dermatologist, Gastroenterologist and a
General Physician. | 1
I . These practitioners all refused to link my
symptoms which | was convinced were connected and | explained had ocourred at the same lime.
The investigations and consultations they conducted were paid for by my private insurance but |
consider that they were all unnecessary when | could have been treated easily and cheaply by my
own GP with thyroxin, had they recognised my symptoms. | know that many patients have had similar
experiences and these consultations and tests cost the NHS thousands of pounds unnecessarily.

it was only on visiting Dr Skinner, who thoroughly examined me, investigated my full medical history
and assessed my symptoms as well as blood tests results, that | got an accurate diagnosis after three
years oflife changing suffering.

During my treatment by Dr Skinner, | have always found him exiremely professional, | consider him to
be an excellent and empathetic doctor with unrivalled knowledge of his area of speciafisation. He has
taken time to fully investigate, explain and record my symptoms as no other doctor | have seen since
the beginning of my illness has done. My GP takes blood tests every[ ] months, the resutts of which
are sent to Dr Skinner and held on file. During our consultations we discuss these blood test results
and go through medication and dosage, which is adjusted as appropriate. | do not consider that Or
Skinner has ever inappropriately prescribed medication for me, quite the opposite, without the Ammour
thyroid medication Dr Skinner prescribes for me | would not be well. Dr Skinner has always ensured
that ¢ fully understand my treatment plan and he has written to my GP, DI—— | following
every ‘appointment to keep her fully informed. She is happy with my care and the medication
prescribed: R T oo A

L P - - . - a - . . . e,
a . - - .

496



maresuhofDrSkmersmrelhaveregamedmyfuilheaim | am able to lead a normal busy life, [

——)- Without his treatment | fear that | would be unable ta keep regular
employmﬂduetopoorheaﬂhmdwouldbeoomaburdentotheNHSandhavetoconsequenﬂy
claim social benefits. This is cbviously a situation that | wish to completely avoid.

| befieve that Dr Skinner has been wrongly pursued and persecuted as he prescribes natural thyroxin
and T3 in order to help his patients become well as many of us do not respond to conventional
synthetic T4 medication alone. | also believe that without doctors like Dr Skinner who have entered
medicine with a genuine desire to help people and who are open minded and willing to challenge
nomal protoco!, there would be no strides made in medicine. It is not right that what has become
‘nommal’ procedure is considered the only accepted treatment method, all patients.are individuals and
react in different ways. In a recent article in the Mail on Sunday, Dr Mark Vanderpump of the Royal
Free Hospital states that “five percent of patients do not respond to conventional T4 therapy and that
there is active research being caried out to find out why these people react differently to their
medication”. Surely whilst this research is going on we must not ignore the suffering of these patients
and refuse to treat them with medication that improves their condition cheaply and effectively, nor
persecute the doctors that help them when gthers refuse.

l | feel very strongly that Dr Skinner must now

be allowes to continue to practice without “restriction and to consequently help his many patients to
regain and maintain their full heaith.

| sincerely hope that the proceeding in Manchester will follow the course of natural justice and will be
conducted in a far more professional manner than was encountered during the initial Fitness to
Practice hearing in London, where it was both an eye-opener and temible shock to encounter how the
GMC handles complaints and conducts hearings, with emphasis being given to immaterial facts such
as the use of Post it notes and with Dr Skinner being refused opportunity to speak in his defence.

Should you require any further information in support of Dr Skinner please do not hesitate to contact
me. )

Kind regards

< [ |

Mr Ratph Shipway, RaddliffesieBrasseur, 5 Great College Street, Westminster, London,
SwiP 3sJ
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' Genoral Madisal Councll

Sm e e [ Original v - Phwucopy ]
* gl wes Peui Qua'ly

ek Gt AUG 2011

0 oca

Cvapeiad haw Betn Phemoopisd 10 Mo

i Decusmisrt bt playeist objects Wi

Dear Ms Cook,

| am writing in sheer disbetief at the news | have heard recently regarding Dr Gordon Skinner
and the GMC, and the hearing that is going ahead this week.

| was treated by Dr Skinner back in [——J. } was a Slyear old Jat the
time. My life was living hell. | was plagued with ill heaith;[ 1

A student | |one day commented on how
similar our symptoms were, and informed me that after years of il health and no support at
alt from her GP, she was seeing a wonderful practitioner inlEl | immediately asked
for hIS corttact detatls lt h‘ansp(ted she had an underactlve thyrond

)

My GP had quened my thymrd resutts prewously [ — ] but admntled he didn’t
know what to do'aboud it as it wasn't really that bad'. C

| took my results to Dr Skinner, who acknowledged thé'clinit:‘.al proof but actually listened to
what { was saying, and how | feit, which my own GP had not done. My GP had convinced .
himself that my profession was the problem.

| started a course of thyroxin and| : I

| retumed to my GP who admitted that the change was immense, only to be told that ‘now
you are better, we'lt start reducing your tablets'. What a ludicrous statement when all the
Jjournals state that Thyroxin is for life. | was eventually taken off it.

1 was once again prescribed Thyroxin, and thankfully arh stifl on it. Oh and did 1 mention ......
} now-have a beautiful, healthy two year old daughter, conceived naturally.

-




Where | would be today without Dr Skinner | do not know. The action taken against him is
criminat and | am prepared to make my story public.

However, that aside, | would like you answer some simple questions for me please.

1. An organ is an organ, whether it is a heart, kidney, liver etc and tests to prove if any
of the above are malfuncticning are indeed pretty established and consistent, as
indeed are blood pressure guidelines, diabetes scales etc; how then do so many
General Practitioners up and down the country have their own take on what a normal
thyroid result is?

2. Why, with a TSH of[lwas I told — it's not too bad];

3. Why has America dropped its TSH scale to 3 and state that a thyroid works best at
under 37

This is total inconsistency, and | wonder if it has something to do with the fact that
Thyroxin actually works, after all, we know that almost every tablet prescribed these
days has a side effect which causes as many, if not more problems than the original
complaint, due to their high level of toxicity.

| also discovered recently that Britain is the only nation who remove iodine from their
salt. Surely doesn't this prove that the British people no longer have the required
amount of this vital element.

! look forward to hearing from you,
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30th July 2011
Dear Dr Skmner/ Hw-rvm Com L@\fﬂ P *—“‘“”‘f)

I have just received my Thyroid UK - Spring Issue today 30th july 2011 and seen the

article regarding a further investigation by the GMC I hope my letter gets to you in
time.

I came to see you in after meeting another lady you had helped.After [] years of
chronic ill heatth [ land had a borderline thyroid test
result. My GP would only give me [ [Hmgs thyroxine and that did absolutely nothing
for me. I now take [—lmgs. My life was a shambles| |

[ ] I lost my life as I had known it and my
job, which 1 loved.

I came fo see you and after a "thorough hour and half assessment” you sent me for
blood tests via my GP and I then embarked on slow improvement and got an
acceptable quality of life. Without your help and subsequent hour long sessions with
you and discussions with GP, | improved over time and have a reasonable quality of

life. I am [ years of age so have other medical problems associated with age and |
temperament. i

I am apalled at the GMC hounding such Doctors as yourself and others, who help
people like myself, who do not fit into the "medical criteria and framework” You
spent far more time with me going over ali aspects of my problems,than 1 have never
received from any GP or Consultant in the NHS.

Please feel free if there is anyhting else 1 can do to assist in your case. I cannot travel
at the moment but would be willing 10 speak or write on your behalf as | firmly
believe that you helped me tremendously to improve my life. I used to see you at the
Clinic and met others there who had received your help and had a better
quality of life because of your professional advice.

Yours sincerely : Qarerel madize] Councl

Ovigininl v, 4 P )

oo
Qrinpmal Yoo Prmi \.{-i.-g__v SRR

e 2011
Copy to Heather Cook o o 7 AUG

Orgi1a’ g Coon Phaeosopeod 1 Fageses
Bann (et

Crwatniinsif Nad piyect it
e
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Ms Heather Cook

Investigation Officer .
Fitness to Practise Directorate —— _
General Medical Counci! —— i‘ie:er il F'."!.,d:cml Coungit
3 Hardman Street gzl wes a Photecupy
Manchester O hmal was Poor Guanty
M3 SAW . Dz vow
for suan - 3 AUG 20"

31 July 2011 Qugiial s beon Phutcpied to s

| DecuTeent fuis prrysicd oopacts rei
Dear Ms Cook

Dr. G R B Skinner MD(Hons) DSc FRCPath FRCOG
Fitness to Practice Hearing

| understand that the Fitness to Practice heanng mvolvmg Dr G R B Skinner is
happemng now- m August 2011 . _ . -~

I wish to add my voice: to those of Dr Sklnnel"s patlents who have already
expressed their suppoit-for him;-and who:would not enjoy good health without
hls s_uocessful treatment for hypothyrmdusm

L |
PECRRCIE T SN -

When | was first told about the’ "bordemne hypothyro:dnsm" | looked up
information about the condition, and was amazed to find.that | had had many
of the symptoms for a.period of about[Jyears: [ —]

F - ' ] My GP.would not discuss my symptoms; and-,
would only go by the blood test results.

.'_,,lt."‘s‘“

) heard about Dr Skmner and asked. my GP if she would refer me fo him,._
which sheduly did-in ————3. _; Dr. Skinner. considered.my blcod tes(
results and my symptoms, and prescribed thyroxine at a low level,
subsequently building up as he monitored my condition. What [ have to report
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Ms Heather Cook -2-

is that from then onwards my energy levels picked up and | enjoyed
improvements of other symptoms, and over several months of treatment |
knew | could consider retuming to my job.

| | absolutely
belleve that Dr Skinner's treatment for hypothyroidism has enabled me to
return to a full and demanding life — something | could not have contemplated
back in ——lwhen | was toid | had

As the senior partners of my local surgery advise my GP not to prescribe me
thyroxine because of the difference of academic opinion and an unwillingness
10 acknowiedge Dr Skinner's repeated success in treating hypothyroidism —
then, if Dr Skinner were found “not fit to practice”, | am greatly concemed that
I should no longer be able to obtain a prescription for the thyroid replacement
medication | need, and my health will be impaired.

Dr Skinner has always monitored my progress and written to my GP after
each consultation. | know he has undertaken research, and | have read his
book. | considered very carefully all aspects of the situation before agreeing
to his treatment, but 1 believe that without his treatment | would not enjoy my
current good state of health.

The outcome of this hearing is of huge importance and great consequence to
me - and many, many people like me.

Yours sincerely

Copies to:
Mr R Shipway, RadcliffesLeBrasseur, 5 Great College Street, Westminster,
London SW1P 3SJ;

| 1
L |
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In respect of Dr Skinners hearing with the GMC.

I am wnting this letter in respect of the high regard and esteem that his patients hold
for him and my gratitude for the excellent care I personally received from him in my
hour of need . He gave me the time to talk and gave me the treatment I so desperately
needed. I have no hesitation in recommending him to anyone who has symptoms of a
metabolic or thyroid nature, as no stone will be-left unturned in his quest for answers
to your symptoms, causes and for an appropriate treatment .

Yours sincerely
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Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester

T M33AW

Re: Fitness to Practise Hearing: '
Dr Gordon R B Skinner MD {Hons) DSc FRCPath FRCOG

Dear Ms Caok,

Over a period of [Jyears, from = tolc==3, | became increasingly ill, unable to live a normat ife
“and | lost my career at a result. | had been perfectly healthy before | |

My GP believed she understood my symptoms and tested my thyroid ievels every 6 months but
because my TSH was always in the low end of the normal range, she mnstanm told ma that there
was nothing wrong with me. .

Finally, inff—lafter Elyears of suffering, | obtained all my thyroid test results, put them Into 3

chart, showed the chant to my GP and asked for an explanation of my steadily dectining Free T4 and

Free T3 (on the odd occastons when they had been tested) despite my steadfastly low T5H resutt,

My GP explained that she did not understand thyruid test results and that she always acted so!ely

an the laboratory technicians’ comments, but she suggested that a doctor she knew of in
[E=————] mav be able to understand them and help me.

She referred me to Dr Skinner who recognized my condition as hypothyroidism,

| |
[E————1 and he began my treatment. | had been feft untreated for 50 tong that it took some
time for me 10 recaver but | have now retrieved (mast) of my life, if not mvungmaluareef fam
very lucky that my family betieved me during all the years of iithess, many husbands and children
stop belleving and an entire family can also be rulned in these drcumstances.

II |=|
discaverad that different countrias approach the diagnosis and treatment of hypothyroidism In very -
different ways. Patients in Greece with test resufts which are anomalous are sent, very quickly, to
knowledgeable endocrinotogists for diagnasis. From my own enguires, the endocrinalagists then
treat thelr hypathyrold patients until symptams are alleviated, not just untit their biood test results
are back tn the normal range. They also prescribe T3 routinely for thyrold nodules, whether benign .
or mafignant, untll suppression of TSH is achieved and they also prescribe T3 in any other case
where it is deemed helpful, This is in marked contrast to the UK where T3 seems to have been
designated a dangerous drug. Greek doctors then educate thelr patients in the workings of the
ﬂlvrnld what has gone wrong, whv, what is being done to remedy it and what their patients can
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expect from treatment. Thelr patients In turn, can discuss thyroid health with more knowledge and -
understanding than most British GPs I've had similar conversations mthl

This treatment to alleviate symptoms rather than to achieve a blood test result in the narmal range,
and the regular use of T3 are the two major differences which | have found,

| have also found the normal prescribing of a combined synthetic T3 and T4 hormone called
“Euthyrox”®, at a cost of €2.35 for 50 tablets of 100mcg, and marketed by Merck, The package insert
has a section showing its name in various European countries — Austria, Belgium, Denmark,
Germany, Greece, iceland, taly, Norway, Portugal, Spain and Sweden, but, tellingly, there Is no
name given for it inthe UK.

Why different countries have such different standards Is [tself amazing, but why a country cannot

liaise with ancther to compare and adopt the best practice for the patient is astonishing. That

doctors in the UK are bound by guldefines which do not Include the treatment of a significant group

of patients whose blood test results are questionabie or who do not respond to treatment with
thyroxine alone, is disgraceful.

My NHS GP and othars In har practice - despite seeing how | have now recovered - still refuse to
either treat me (for medico-legal reasons) or to mention in my medical nates that | am being
treated for hypothyroidism, | belleve my notes simply state "being treated for a thyroid condition’.
All this is bacause my TSH test over[Jyears did not show what It was expected to. The fact that
oould, by now, be sericusly incaparitated had Dr Sidnner not treated me, does nat seem to eatec
"my GP’s medico-legal argument, which Is curtous.

Dr Skinner has been prepared to treat his patients to best help them, rather than to satisfy the
narrow current British guldelinas which are so lacking In any form of consideration or compassion-
for some patients. His treatment is similar to that given in other countries, and no doubt shinilar to
that given here prigr to the introduction of the biood tests and the pmval!ing approach taken by
the Royal College of Endocrinologists.

I sincarely hcpe that the GMC Panel will take note of the wonderful work which Dr skinner doss In
helping his patients, and that it will not be wavyiaid by the idea that, in putting the patient’s health
first, he is in any way working outside his remit as a doctor. He atone has done more to help a
significant group of hypothyroid patients in the UK than any other doctor. Please do not stap him
continuing to do so. it would also be helpful f someone could take note of how effectively to treat
hypothyroid patients and make such treatment the norm throughout the UK.

L]

Yours sinterely, :
{

———— - —
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I was diagnosed with hypothyroidism, [—————lyears ago. I was treated with thyroxine
on the national health. It was always my opinion that [ was very undertreated, because I continued
to feel|; _||symptoms of thyroid disease.

Trips to doctors and hospital endocrinologist were a waste of time as I was told my thyroid
was being properly treated. [ - | This was far from
acceptable to me, my goal being to have my thyroid properly treated. -

I researched the condition. The doctors name that kept coming up as helping people like me
was doctor Skinner. oy i

1 made an appointment with Dr Skinner and it was decided that as well as my daily
thyroxine I was prescribed a small dose of Jiothyronine[“Jmcg. Also know as T3.

On this treatment I now feel well again.For the first time in years I have a feeling of well
being back . It is recognised among doctors who properly understand thyroid conditions that not
everyones body can tolerate thyroxine only. There can be a failure to convert T4 thyroxine to T3.
If this fails to happen the thyroid patient continues to feel unwell. Unfortunately doctors in general
are poorly informed about this condition and continue to treat it with a very blinkered approach.

I would recommend Dr Skinner to anyone who continues to feel unwell under national
health guidelines for this condition. I know of a 16t of people just like me that continue not feeling
well. If it was not for Dr Skinner I would have no choice but to purchase thyroid drugs from the
internet and self medicate. think you will agree that this would be 2 lot more dangerous to my
health than having my condition monitored with Dr Skinner. Also my doctor has been informed by
letter from Dr Skinner what medication I'm taking.

Your Truly,
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Dedr Ms Cook - - - -
I am writing in support of Dr. Skinner.

About[——]years ago I accompanied a friend who had an appomtment with
Dr.Skinner. At the time she had various symptoms but as her TSH camé within’
normial reference interval, her doctor iwas riot concerned. | 1

LIE TR Y R = hd

RN
M L i M

She was referred to Dr.. Skinner ibho examined her'thoroughly and prescribed
thyroid médication for her. - Withifi [_]months of taking thé medication she "
became pregnunt and I am glad 16 say she had a wonderful little boy who is now
[l years old. That was a very satisfactory and lovely outcome.

My story is different. My then GP refused to give me a reference to Dr.Skinner.
I had at that time been on thyroxine for about [ years, but I was gradually
getting all kinds of things wrong with me, culminating in so many tests (not on
thyroid I would mention), even an operation because of all my symptoms. .Each
symptom being taken separately not as a whole. However TSH was about 1.6
so obviously thyroid was automatically ruled out.

After the appointment with my friend Dr. Skinner looked at me and told me that I
was hypothyroid. 1 said that I knew because I was taking thyroxine. He said
‘well you are not taking sufficient’ He said as I was sitting in the waiting room

" he thought I was going to be his patient not my friend.
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If the GP had only done a full thyroid test for me, including T3, if the labs had
done the T3 test if it had been requested, if they took notice of T3, the NHS would
have been thousands of pounds better off, and so would L

I can only say thank you to Dr. Skinner for a passing remark and being so aware
and thereby being instrumental in me being alive today, and I am not exagerating,
my life was slowly being eroded, and I would have spent the last years of my life
in a wheelchair, housebound, very miserable and possibly if I didn't die of a
heart attack because of lack of the proper hormone treatment, I might have done
something I cannot bear to think about now.

Dr. Skinner who is up for a fitness to practice case compared to that one who is
not - Dr. Skinner who is only concerned with keeping his patients well, whereas
that GP was not concerned that his patient was slowly getting worse. Iam
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wondering if you have your priorities right.

This is my own personal experience, but I have read on various support groups of
how Dr. Skinner has caused so many to get a life back and I do so believe this.

To deprive Dr. Skinner of practicing would be a travesty of justice and it would be
the GMC who would be guilty of causing gross abuse of all the patients he would
no longer be able to treat.

If I come across as being angry fam. am angry at the waste of time and public
money and the GMC spending even more public money trying to find some way to
Jjustify bringing this case.

Yours faithfully,

Ms. Heather Cook
Investigation Officer

Fitness to Practice Directorate
General Medical Council

3 Hardman Street
Manchester M3 3AW

cc.

Mr. Ralph Shipway

5 Great College Street
Westminster

London  SWI1P 3SJ

514




10/08/2011

Tao: Heather Cook,
Investigation Officer,

Fitness to Practise Directorate,

General Medical Council,

3 Hardman St.

Manchester

M3 3AW

cc: | . 1

12
ME K Shipway — RadcliffesLeBrasseur, 5 Great College St, Westminster, London, SWIP 38)

“RE: Hearing regarding the Fitaess to Practise of Dr. R. B. Skinner MD (Hons) ifi August 2011

Dear Ms Cook,

[ am writing to you in support of Dr. Skinner regarding the above-mentioned hearing,
1 will keep this letter as brief as possible while making my positicn clear. B
{ have been a patient of Dr. Skinner for over [Dlyears now and I consider him to have helped me
achieve a complete recovery from my long-term illness, a recovery which | have now sustained for
several years. [; = 1

L = Prwrtot}uspenodl

suffered with very bad health for[= years durmg which time 1 aitemptedtoﬁnd a solution via the NHS
but was completely msucoesﬁ.ll 1 f

[ [l have a clear understanding of the medication
prescribed to me by Dr. Skinner, which is not a drug and am perfectly satisfied with the concept of its
interaction with my endocrine system. In my opinion Dr. Skinner has always shown the highest level of
professionalism, medical knowledge and caring with regard to myself while under his medical
supervision.

I consider this matter to be of a very serious nature, as [ believe any impediment of Dr. Skianer in his
role of prowdmg myself with imedical treatment & supervision would put the health of myself in
serious jeopardy; I do NOT consider the NHS system as 4 viable alternative to this as they have already
had [ years of my time in whlch they fmled to make a correct dlagnosm or provide effective treament.

Furthermore, if you are successful in impeding Dr. Skmner of lus abahty to practlse and depriving me
of the medijcal care, I will hold you personally responsible for any illness or degradation in health
which 1 suffer as a result. In such a situation [ will not hesitate to take all available legal action against
you and the GMC, poing as far as the European Court if necessary. 1 will also bring this matter,
including the effect on other - patients of Di Skmncr to the pubhc anent:on by all possible means.

[mlstlhavemademyposmon clearonthls matterandlmankyou foryournme.

. Vs T,

Yours truly,




Generzl KMedical Counci!

Originat was a Pholoccpy

Grginel was Poor Quafity

Date feu
ad A 1 0 AU‘G 2011
- . for scar o
L o ar_-m\hmxum-.uo BODITrE
.y Eoxae, e . t
Toop !r...e.;.. LB TG ;:myéx;:{; Sbpscts o1
L
[]
|i.|
T r - r e, T ' P LT ]
4"' August 2011 _
t Lt ° . . ’ _::"- I':A " . . 1...: g t H
Dear Heather Cook, LT [ TR S R AP

Although I have not been a paucnt of DR SKINNERS, in turn { have not hwd of him
causing:any of his patients any harm, but from what I have been told that the GMC
are supposed to have kept an eye on DR SKINNERS patients, and have kept records,
which they had not done, then surely had any harm come to them the GMC' ™~
themselves would have been to blame.- 7.

I also feel that the TPA have helped many patierits, and even knowing that others have
suffered from remarks made by NHS DOCTORS such as being deluded and” ». -
hypochondriacs, and in turn damaged by the drugs that they have been prescribed, has
helped me to know that we are not Hypochondnacs or deluded.

The TPA:have in fact saved lives. = 707 '

DR SKINNER has not harmed patients.in:this way, but many NHS DOCT ORS are
getting away with the harm that they have done, even murder.

What does anyone fear most "their mental status”, and to be told that they are deludcd,
hypochondriacs and mental can cause more harmn and cause them to take an overdose.
{ have been a member of the TPA for severil years now, and have heard no -
complaints agamst DR SKINNER, only good remarks on how their health has
improved. + . ¢ 1O

Most people will also turn to Charities for;lielp due to how they are being treated by -
the NHS, and I too have faced this very badilack-of care and nasty remarks by NHS.
Doctors working in the NHS who are in fattusing drugs that in turn shorten ones life -
and are not the correct way to treat ones thyroid problems.

If DR'SKINNERS: fitness to practise is in doubt, what about the many Doctors who’s
fitness to pracuse is in doubt by causing grievous harm to patients and get away with
it, .

I wish thax the Internet and the TPA were around quite a few years ago, as to know
that there are others who suffer the same symptoms and that we are not mental as the
NHS dictate and that there are Doctors like DR SKINNER there to help.

I have consulted |; land he too knows far more than an NHS Doctor
would, and no nasty remarks.
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I think DR SKINNER would have diagnosed Hypothyroidism before this point, but
the NHS did not for quite a few more vears.

' ——r lOn this occasion left until too
weak to stand and in a lot of pain before being admitted to hospital, and I doubt if DR
SKINNER waould treat his patients in this way.
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Although I still have problems, hospital will not be on the agenda for me until they
leam to control and protect patients from infection, and stop the illicit practices that
are going on. -

How can you say that DR SKINNER is guilty of anything when the NHS are guilty,
yet how many of these Doctors or Nurses appear before the GMC.

1 also think DR SKINNER would have enough sense to treat the adrenal glands before
prescribing Thyroxin, as no amount of thyroxin will treat the adrenal glands, but do
Doctors in the NHS know this or even test ones adrenal glands. The way NHS doctors
treat patients cause the adrenal glands to get worse, in fact they get away with murder.
1 offer my full support for DR SKINNER as [ did fol————] although she too
was not my Doctor, but these Doctors who are there to help those that the NHS are not
helping is it fair to hound them in this way.

There are also other members in my family with thyroid related problems, but not all
have been diagnosed, so tests are not accurate that are being used by the NHS.

Yours sincerely
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Or Gordon Skinner o,

I understand that the General Medical Council is to consider the case of Or Skinner
shortly and | write to recount how my experience of treatment by him compares
extremely favourably with that given by other doctors.

For decades | suffered a variety of symptoms that several doctors pronounced were
unconnected and for which they offered no treatment. The symptoms sericusly
affected my quality of life with, among other recurrent symptoms; 1

Eventually a GP fed my.symptoms into a diagnostic computer programme and
showed surprise when advised to test thyroid activity. He prescribed increasing
doses of Levothyroxine; however when the symptoms failed to reduce he stated that
he could do no more and suggested that | seek private treatment. (This area
appears to be without an NHS consultant specialising in thyroid medicine.) | was left
with my previous symptoms plus the worry of a newly diagnosed illness that was
described to me as serious, but without medical support.

| read up about hypothyroidism and Dr Skinner agreed to my referral to him. He
showed a full understanding of thyroid problems and their effects and was able to
confirm my diagnosis by examination. He provided valuable advice on my illness,
advised on supplementing my diet and replied to my GP with his diagnosis and
prescription recommendation. Gefting an appointment was quick and his charges
were clear and reasonable. | had two consultations and comesponded with him
subsequently receiving free, practical advice and support (not available from my GP)
that exceeded my expectations.

My health has since improved to the point where | have felt able to take on active
roles in organisations again as well as pursuing an active life and,=— =
|| - - - | lme
this 1o Dr Skinner's intervention.

12 GMC fetter 07.08.14 517




t have.an iliness that, |-understand, is quite common and easily treatable.. However I
suffered unnecessarily due the apparent inability or reluctance of several doctors to
diagnose and treat,it-and their seeming lack of appreciation of the effects on a
patient. of its-symptoms..In contrast, Dr Skinner's treatment has been open, practical,

stra}ghtfomard and effective.

From a patleﬂl's pount of view, it seems strange that the GMC, a body charged with
protecting patients, should concemn itself with a respected practitioner. who-achieves
excellent outcomes for his thyroid patients while apparently.not addressing. the
conduct of the other doctors who, perhaps through professional . failings,- do::not
achieve a satisfactory outcome for a sector of their thyroid patients. = This.could:give
the impression that the GMC is actually more concemed with politics: than -probity,.
protocol than patient benefits and conformity than promoting good practice.

I‘that hape his peers will support Dr Skinner and accord him the recognition as a
knowledgeable and effective practitioner in his field that his great dedication and
excellent results desarve.
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19 August, 2011

To Heather Cook, GMC
This is a letter in support of Dr Gordon Skinner

1 first went to see Dr. Skinner [ years ago having exhausted the
systems. available to me on the NHS. At the time I was quiet ill due
to the fact that having taken levothyroxine for many years for my

. Hypothyroidism I had developed an allergy to the medication. I had
been put on T3 but this alone was not helping and with -my
symptoms.

Now thanks to Dr Skinner =

| 1 no longer suffer]

| | due to my thyroid. My health in regards to my
hypothyroidism is much improved and 1 now only see Dr Skinner
[ ] with regular blood test results sent to him during the
year and always prior to my appointment.

{0l vt ) Pt i, i
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Yours sincerely,
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Copy to Mr. Ralph Shipway, Westminster.
Dr. Gordon Skinner, ——1
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Re: G.M.C. Hearing November 2011 - Dr Gordon Skinner

Dear Ms Cook

I have been a patient of Dr. Skinner for nearly [ years. In all this time he has been the
most caring and supportive doctor. During the consultation he listens to what I have to
say and I fee! that my overall health is his prime consideration. He is extremely
professional in his approach to me and treats me as an individual. He is happy to talk to
me about my illness with no thought to time constraints.

We need practitioners like Dr Skinner as patients like me are constantly being let down
by the NHS.
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Not long after, I read an article about thyroid problems and realized I had 95% of the
symptoms listed. I should point out that I did not make my symptoms fit the list in case
you are wondering. I was able to see a private practitioner who “took one look™ at me and
stated that indeed, I had a thyroid problem, The relief was overwhelming. After all the
years of beating myself up I was being told that no, it wasn’t all in the mind. It took about
a year before I started to feel really well and have now got my life back on track.
Naturally my thyroid medication has needed adjustment over the years which is not
unusual. In fact medicine prescribed by my G.P. for other ailments had to be discontinued
due to unwanted side effects.

Do I feel bitter? Yes I do. VERY BITTER. The N.H S, has failed me as a patient and
wasted [ years of my life but I can only now pick up the pieces and get on with what is
left. This is why the percentage of people like me who do not fit into the N.H.S.
guidelines need practitioners like Dr. Skinner, a doctor who is prepared to look at the
patient as an individual and to use all the available methods of deciding who is
hypothyroid in his evaluation. Besides, the old methods were acceptable once. Who is to
say that just because the blood test is the latest diagnostic tool it is the best? Why can’t all
strategies be used in conjunction?

The N.H.S. must accept that there are groups of the human race who have illnesses
unique to them, such as sickle cell anemia, so why can’t they accept that not all the
human race will conform to the parameters they have set for the thyroid blood test.

Dr: Skinner must be allowed to carry on treating patients as I feel that he is the only

doctor considering my overall health. I am immensely grateful to him for his care. He is
an asset to the medical profession.

Yours sincerely

CC'Il i

cc: Mr Ralph Shipway
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Re: G.M.C. Hearing November 2011 - Dr Gordon Skinner

Dear Ms Cook

T am writing to you regarding the above hearing as the husband of Thyroid patient and
one who you could say has suffered the condition by proxy.

From very early on in our marriage it was apparent that my wife had some sort of
medical condition which caused her to be . She made numerous visits to
our G.P. and underwent many blood tests to establish a possible cause. I accompanied her
whenever possible because of my concerns for her health and, as someone who relied
upon hard facts in my work, was unable to understand how all of her results could return
as “normal” 1|

Fortunately, after some considerable time, we read an article concerning Hypothyroidism
and the conflict in diagnosis caused by the blood test being used as the standard method.
The symptoms in the article read like a shopping list and I could recognize something in
the region of 95% of them being mentioned by my wife in the preceding years. She is
not someone who will complain without good reason.
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My wife has been receiving treatment for Hypothyroidism from Dr Skinner for
approximately {—years and I have the following comments to make:-

He has an unimpeachable manner during the consultation. He is informative and will take
the time to listen intently to her whilst making notes. I have watched him as he studies
her throughout the consuhation and 1 have seen that little, if anything, escapes his notice.
His doctor/patient relationship is such that he is one of the few who can take her blood
pressure without the reading being affected by the stress of the consultation. I have the
opinion that he treats my wife as an individual and not as member of 2 group who should
conform to an arbitrary list of parameters. I am totally confident that he has her health
and welfare as the driving force for any treatment he prescribes.

Once my wife was able to begin her medication for Hypothyroidism I notice changes in
her which proved to me that she was, at last, feeling like a human being once again. We
went to our G.P. with copies of information regarding this condition (and particularly the
role of the blood test currently used for diagnosis) in the hope that she would take the
time to give it consideration in the light of how my wife now felt. Sadly she showed no
interest in what we had to say nor did she accept the copies. She did admit though that
she had many other patients who presented with the same symptoms. I feel sorry for them
if they have been dismissed in the same manner. Despite this she was not prepared to

* consider an alternative viewpoint on the subject. I feel that this closed minded attitude is

indicative of the N.H.S. and is causing it to lose sight of the most important person in the
equation, namely the patient. Surely this is a failing in the “Duty of Care” responsibility
that we hear so much about. In these enlightened times the medical profession must be
prepared to accept that a patient cannot be “pigeon holed” and therefore may benefit from
treatment despite test results to the contrary.

I have nothing but gratitude to Dr Skinner for his continued support and the fact that I
have my wife back.

Y ours sincerely

cc: Mr Ralph Shipway
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From: | |
Sent: 31 August 2011 03:00

To: Heather Cook (0161 923 6472)

Subject: Dr Skinner

Dear Ms Cook

The Medical profession is supposed to be one of care and concern for the patient - in fact its primary
concern. However in number of cases that | have observed, particularly those concerned with the

. treatment and diagnosis of Hypothyroidism, this is certainly not the case.

You and your Committee have no idea, or care nothing for, the suffering experienced by those who
have a sub acute level of Hypothyroidism.

In spite of all my indicative symptoms, and because of the dictats of the (somewhat bigoted) medical
profession | am not hypothyroid and therefore not worthy of treatment with thyroxine, due to an
arbitrary limit that has been set by a "so called" expert endocrinologist. And this condemning decision
is decided by a single blood test! How crass! If a single blood test is not considered sufficient in
diagnosing other conditions why is this not the case for hypothyroidism? The fact that you and your
Committee support this rigid concept over the needs of patients, and that you never cease to hound
those doctors caring enough to try and help people like me, demonstrates totally that you, your
Committee, the GMC and your whole profession is definitely NOT worthy to be called caring. You
would rather adhere to your rigid rules than listen to the chorous of cries of help from those who suffer
this condition!

SHAME ON YQU!
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Dear Ms Cook

) am writing in support of Dr Gordon Skinner, as ! did in June 2005.

| suffered at least years of ill health with the difficult to diagnose and insidious symptoms of
hypothydoidism, and | think it was much longer than that. My problem was that all my TSH blood tests
came back as normal over the decade and my doctors treated me for other things with other drugs. |
attach the hypothyroid questionnaire that | completed at the start of my treatment by Dr Skinner from
‘which you will see the many often niggling, debilitating symptoms which add up to misery. (Now 1 only
have about 13 of the symptoms, probably caused by other things.)

When | finally got to see Dr Skinner in[——] he tested my FT4 as well as my TSH. This test came back at[—]

al [But still the NHS insisted that the _—]test was the
correct one and there was nothing wrong with me. All this was decided just on the blood test. The
endocrinologist did not examine me, did not take my blood pressure, hardly even looked at me. Although

looking back 1 think it was obvious that | was suffering from hypothyroidism|;
|

My doctor referred me back to Dr Skinner and he has been in charge of my treatment ever since. My life
has been completely tumed round and | am far healthier at[—Ithan | was at[]; fit, active and so glad that |
had the good fortune to be treated by Dr Skinner. | regard him as an expert in his field who takes the time
to examine his patients properly and does not just rely on blood tests for a diagnosis.

After such a long time getting a diagnosis | was very lucky to be referred to Dr Skinner and | offer my full
support.

Yours sincerely
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29 August 2011
Dear Heather

I would like to express my anger at the way the GMC has treated Dr Skinner and
would like the case against him dropped.

I am a patient of Dr Skinners and before I found him I was at rock bottom as my
NHS practice would not take me seriously. Dr Skinner diagnosed me with an
Underactive thyroid and started me on Thyroxine, slowly with small doses until
I started to feel better. 1 have been seeing him now for overHyears and have
received support, reassurance and good medical judgement from him. If I had
stayed with the NHS I am sure 1 would still be in bed and diagnosed with

[ ]

I am willing to stand up in court and tell the panel my positive experience and
how well I feel now. I believe the case recently of fy_:—L_lshould be used as a
precedent and stop trying to strike off doctors who make their patients well.
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To whom it may concern

’
i
1
!
!
]
1
}

I have been a patient of Dr Skinner s for approximatelyl—] years; during this time my health has
improved greatly. Thanks to Dr Skinner I was finally diagnosed with an under active thyroid
and through patience and good communication have now received the correct treatment for my
condition. The years before my diagnosis my GPs blatantly refused to acknowledge I had a
medical condition [ ] often suggesting my
symptoms were all in my head. | believe that without Dr Skinners help 1 would not be alive

now. I have researched my complaint thoroughly and have found that there are thousands of
people suffering the way 1 had without diagnosis due to the blatant ignorance of their GPs
refusing to recognizé the symptoms and comparing of thyroid tests to previous thyroid tests. [
give my permission to Dr Skinner to use my medical records in any way he finds necessary to

assist in the resolve of the current issues to help other patients who suffer with this complaint.

Sig

527




a®gept 1
Dear Heabher Cook’

T unfiers-}cur\q‘ Hot
.’Dr SKinner s teo aliznd a
hmj por IR — 1878 Nov 1t of
the &MC o—ﬁ—v.c'ﬂ.s Mie

e ’

T have been CﬂH:QﬂcLLnS his
;‘_l.‘m:;, ?DT‘ —rﬁyrox\.r\e ‘Fm— \/rg._
b.e_caMne. N\j m&octc‘r Luoq|c‘

nij s_i.\/ﬁ -d:' Me euven ‘W\oqq\f\

+

e




T Y T M - -
| | \f\qa SY\MEOMS
\Ouj: was on the "Nowal r-cm%g_"
yust, My TSH was and |
was not well ok «QQ, F?Dr"‘ SKinner!
S aved m:j Li?q_ becoiinse he |
could seo \pu\ Mo sxim{*oms
— —1
Hiat he storted me om
Med i cation straight alsany . 1

e —

had been ‘bad with gwf;ms
Por [Jyrs ond I_\r\we
imlor-ovec{ so much, LTF s
cynlj ‘\'P\rous\'\ ’Dr‘ SKinner
that 8 am g6 wmuch beller
m S\'\G“A—QC} \ga Mo (e cloc“‘ors
like Dr SKinner and s




S\'\Ou\c\ not Heep r{%\‘uo\ \3 to &\L

FQQ‘UG\-CL ronge, w v 'E\r\.a_i |
’Pr-c\ct(c_é and —‘
\\osP{'fo_Q_ does. Dr SKinner 1s
A carung man and he (s 4rydng
hard ¥o freal the sx,m’P’c‘oms that
other doctors dismiss, js.o..«a»;nf)
-L'\f\ea:) Ccu’\’“\' he\f

I:\r\ope ok wbak T home
ga_\._é w20 be c-?_ \1\2,\‘)

5 oyrs S\‘nc-cu-eﬂj

542




[PV VTEE Fau)

7th September 2011

Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street

Manchester M3 3AW

Dear Madam,

I cannot believe that the GMC are wasting so much time and money investigating Dr Gordon
Skinner, without him my life would have been non-existent.

I was diagnosed with Hypothyroidism in[—Jand I was put on a dose of [—Ing until [—]

In early started to feel absolutely dreadful [ |

I went to my GP who sent me for blood tests, only to be told I was “normal” and to go away,
and come back if [ was still unwell and he would send me for more tests. What a total waste
of NHS money, when all I needed was my Thyroxin dose increased. The guidelines are
ridiculous, surely you should be treating the symptoms and getting the patient well, and not
totally relying on the blood tests.

I changed my GP and I am now with a brilliant practice who agreed to refer me to Dr Skinner.
What a lifesaver he is. I saw him in[——] for the first time and I have now got my life back.

Dr Skinner is obviously a very thorough practitioner who knows and understands his subject
exceedingly well.

It is scandalous that hundreds of thousands of people are batiling with Hypothyroidism
when they can so easily be treated without the exorbitant cost of seeking unnecessary
further medical investigations.

We need more practitioners like Dr Skinner who take notice of patient’s symptoms rather
than purely depending on an unreliable blood test.

Dr Skinner has changed my life.

Y ours sincerely,

Geurteral Mediczl Councit
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Fitness to Practise Directorate o s | 3 SEP 2011
General Medical Council -

3 Hardman Street S sy e Phiticopid 10 imgrove
Manchester M3 3AW } Cocuman nao physicas ohjects re!

Dear Ms Cook

i am not a patient of Dr Skinner but { |

[ —]1\ recognizels Tthat many paopie

have achieved full recovery under his care and dedication so | wish to fully
support his practice. He is doing great work.

| am trying to pursue effective treatment through the NHS at this stage but 1 have
gncountered bewilderment and a lack of understanding of the issues amongst
GPs. There is a refuctanca to move bayond the “infallibility” ofthe TSH and to .
focus on the signs and symptoms presented. There is also a reliance on
regarding anywhere within the reference range as 'normai’ when signs and
symptoms are present and often obvious. Thers is also the perceived supremacy
of T4 when other treatments hava bean shown to work and are backed by the
sdence.

{ have numerous symptoms which have all been investigated separately over the
IastlEﬂ years and earlier. They have never been knowledgeably
racognized in a group as thyroid- related. These separate investigations have
been aexpensive for the NHS, frustrating and time consuming for me. My
symptoms have been disregarded when no chvious cause could ba found. | also
have family history of hypoihyroidism. | feel very let down that GPs often do not
recognize a problem exists when the blood test resultis retumed as “nonmal’- it
is an unfair and one-dimensional approach.

My wish is that all GPs in the NHS should be positively encouraged to equip
themselves with the curent information about the greater thyroid system , to
réad the many medical and endocrinological articles which support Dr Skinner's

methods , with Type 2 hypothyroidism, particutarly resistance to T4 at the cellular
level.

They could not do better than to leam from Dr Skinner.
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Yours faithfully

cc [———land R Shipway
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11" September 2011

Ms Heather Cogk, Investigation Officer
General Medical Council

Dear Ms Cook,

| am writing In support of Dr Skinner regarding the forthcoming GMC hearing in November. | have been
a patient of Dr Skinner for [] years. Dr Skinner diagnosed me with hypothyroidism || years aga and
gave me back my life when he prescribed thyroid medication. Prior to this diagnosis, !

)
| | Or skinner certainly saved
my life.

Or Skinner is an excelient doctor. He Is one of the best doctors | have ever met as he actually listens to
his patients.

Dr Skinner does not deserve to be up before the GMC: he shoutd instead be highly commended for his
work ’

Yours sincerely
General Medical Councll
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10 Sept 2011 .
Testimonial for Gordon Skinner from Pamela Booth -\a:f \&U:u‘i/\o me Monr Il e 2l KN"V
i

Since receiving treatment for hypothyroidism from Dr Skinner, the quality of my physical, mental and
emotional health has significantly improved.

Before seeing Dr Skinner, |

Since being treated by Dr Skinner, these symptoms have not only dramatically improved, but most have been
eliminated and I find | have a lease of lifc back. I remember the day I looked at my busy diary for the week
ahead and felt excited by it, rather than scared, anxious and overwhelmed: this was a totally new feeling for
me. 1 have been able to exercise, work, sleep and socialise normally and look forward to the future. 1 do not
think it is coincidence that since seeing Dr Skinner, I have been able to further my personal life and career in
a way I wasn't able to do before.

'ﬁle symptoms that I listed above are classically mdicanve of hypothyrotdmm, desp:te thts, because my test
results for TSH came back just within the “normal range” at my GPs, my symptoms were ignored [——|

-

they did not attempt to investigate answers, happy to ignore them because the test results on the
paper in front of them came back in the “normal range”. If I wasn't a weil-informed individual with a great
deal of health knowledge and the ability to research and analyse information independently, this fixation on
test results over the symptoms I was presenting with may have led me to accept the GPs offer of [ —]
[=——11 If1 had gone down this route, I would not have worked to deal with the root cause of my
problems, and would perhaps be in an even worse situation with my thyroid, not to mention dealing with
possible complications of anti-depressants.

It is also worth noting that the “normal range” for TSH changed during my visits to the doctors and made a
previous test result | had come in the hypothyroid range, however, this was not considered in the hypothyroid
range because of a difference in time. The “normal range” in the USA, with a respectable and established
medical system, would also have meant my tests showed [ was hypothyroid all along. That my diagnosis
and health was resting on these test results dependant on spaoe and time meent that suﬁ‘ered from many
symptoms for far longer than 1 should have done

Visits to the GPs involved Iittle, if any discussion of my symptoms and focussed on test resuits. My visits to
Dr Skinner involved thorough discussion of symptoms and physical examination and also an assessment of
my test results. Through thls approach, T was a.ccurately dtagnosed and treated and I am deeply grateful lo
Dr Skinner for ﬂus
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To Heather Cook
General Medical Council
Saint James's Buildings
79 Oxford Street
Manchester 16/09/2011
M1 6FQ

Dear Heather Cook

Re hearing

Doctor Skinner is light years ahead when it comes to the understand of the thyroid gland and its
treatment. I can only wish that the GMC recognises his contribution and does not waste the talents
of this doctor,

Your Faithfully

General Medical Council }
Qriginal was 2 Photoccpy
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15" September 2011
) T General Medical Couwssi.:
Heather Cook, . Qrigirial was a Photocopy el
General Medical Counci, Original was Poor Quaiity
St. James's Building, Date rec
79, Oxford Street, o 2 0 SEP 201
Manchester. i
trrnal has bean Photocopiad Lo irnQrove

M1 BFQ mﬂ

. Dazurent had phtysice! algecis el
Dear Mrs Cook, X _._‘___'_J

Re: Dr. Gordon Skinner GMC hearing 14" to 18" November 2011

| arn writing in support of Dr Skinner who diagnosed me with hypothyroidism in
II |

For about[—Jvears previous to seeing Dr Skinner | had become proaressively .

[———|By the time | was assessed by Dr Skinner | was seriously ill. 'd had a
thyroid blood test and was informed that my resuits were ‘norrnal’ by my
consultant gynaecologist.

Symptoms Before Dr Skinner Treated Me:-
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How | survived | do not know.

The NHS doctors who failed to diagnose my hypothyroidism and left me for dead
were:

At one time | was prescribed 26 different types of medication.

What Happened After | was Assessed Diagnosed and Treated by Dr Skinner?

| got better.

I was able to stop all the unnecessary medication which was being prescribed to
me.
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) now take armour thyroid and occasional paracetamol when | get the occasional
flu. 1 still cannot tolerate levothyroxine or synthetic T3,

| recovered and [ returned to work and | now work full time|; |

Also interestingly, my cousin became very ill after als - | and
her blood test results were 'normal. Her symptoms were the same as mine. She
was diagnosed as hypothyroid using her signs and symptoms and now she takes
armour thyroid and has completely recovered.

i am extremely grateful to Dr Skinner for saving my life and giving me my life
back.

I know from harsh experience that thyroid blood test results give false results and
are open to misinterpretation.

| feel that NHS medics need to have the clinical skills to be able to diagnose
hypothyroidism using signs and symptoms so that more people do not become
as ill as me. .

| hope that my experience and this information is useful to the GMC. | hate to
think of other people suffering the way | did.-Sadly, | am very much aware that ~
they are.

Yours sincerely,

c.c. Dr. Skinner, | 1
Mr. Ralph Shipway, Radcliffe Le Brasseur, 5, Great College St, Westminster,
London SW1P 3SJ
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2¢” September 2011

Heather Cook,

Investigating Officer,

Fitness to Practice Directorate
General Medical Council

3 Hardman Street,
Manchester

M3 3AW

Dear Ms Cock

Re: Dr Gordon Skinner

I write in repeated support and in the hope that Dr Skinner may be sliowed to contimuse his
good work, because without his heip many of us would suffer greatly.

For myself, his kmowledge and understanding of thyroid symptom's and wise prescribing
allows me to continue with a nuch better quality of bive.

Prior to having met Dr Skinner (he was recommended to me, and referred to by my G.P. :
1 struggled with a system with such narrow bands of recognition, by blood tests and G.P.s
thniwdﬂnmmymmofﬂmoidm_

] Which with Dr Skinner's help
hwbmmﬂmvd,uﬂmwmmmwmw

I now have the quality of life 1 thought | would never see again.

1 have complete trust in Dr Skinner and find be is very professional in all regards.
Yours faithfully
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3/10/11

Dear Heather,

As| 's daughter-in-law, my memories of[ ] years ago[—
| | was her|| |
[ || always complaining
of not feeling well and that even though she was under the doctor, they didn’t seem to
be able to find out why.

|————she stumbled upon a magazine article about women relating their thyroid
problems and unrecognised symptoms; there was a reference to Dr Skinner. She
relayed to us how relieved she was to finally have her problems reaffirmed in writing.
She had no hesitation in booking her first consultation and that step changed her life.

Since that time, I watched[—J|gradually gain energy, be able to get warm and
become fit and healthy; so much so that she carried on working well into her [Js.She
is living proof in herself that she is still fit and healthy and energeuc enough to amuse
her great granddaughters at[—]

I have seen the difference in her, first hand, over those [ years and it is remarkable. I
think it is ludicrous that consultants and doctors spend their time arguing the
principal/point of whether medications are correct or should be prescribed but actually
spend no time listening to /observing the patient as to their state of health; isn’t this
why so many serious illnesses get overlooked and not referred?

Yours sincerely

Cel | -
Mr Ralph Shipway. — .
; : ' ' CGenerad Meodical Councit

Olignst w25 a Photoocpy

L o : ' Qﬁgmiﬂu?nolauamy

o o o - Dma rex
, ~5 ocT. 201
F SCaN
ngigf’ﬁca;u'ﬁ Bean Phctucupied to improve

lim;umerat fiad nnysuﬁl o‘ujeclé ret 566




4™ October 2011.

Testimonial for Dr Gordon Skinner

Dr Skinner has been treating my underactive thyroid since [, and it resolved the
I suffered from until then. My NHS GP consistently refused to treat it for
several years on the grounds that my blood tests, which 1 had every year regularly, showed
as normal.

After my blood test in ==l however, years after starting treatment with Dr
Skinner,) she informed me that it was now showing as underactive, and so | underwent a
trial period of treatment with her on the NMS, which included being referred to an

endocrinologist at my local hospital

| ————

] Despite this, both she and my GP

after her refused to prescribe me any higher a dose of thyroxine than {—|mcg per day, even
though | had by now established that my symptom| lonly disappeared at 150
mcg. | was forced therefore to return to private treatment with Dr Skinner for the sake of
justi_lmcg extra.

Dr Skinner has been consistently helpful and informative at every consultation and |
feel that he respects my symptom in a way that my NHS GP does not.

General Medical Counc:{s
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29 September 2011
General Medical Counct* |

Origginal ‘was a Photocopy
Heather Cook, Investigating Officer Onginal was Poos Qualty
Fitness to Practice Directorate ot
General Medical Council aeree
3 Hardman Street tor scan 06 ocT 2011
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M3 3AW | - —
Un.ited Kinngm ﬂ:_\..lfm:“ﬂ nid physm! clyect: 2 N i
i
Regarding: Personal testimonial in favour of Dr. Gordon Skinner
Dear Ms. Cook,

I am writing to you to testify for Dr. Gordon Skinner. I will mention my own symptoms and
treatment but also how my first marriage was severely affected by my former wife suffering
undiagnosed hypothyroidism for[——lyears, and furthermore my present wife. [ will account for
this in chronological order. : .

I certify that everything said in the present testxmomai are my own personal and real expenences
and thoughts and that nobody has told me to write anything specific.




29/09/2011
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In the surgery of a British GP, one quickly gets the impression that any illness that cannot be
diagnosed and treated with a prescription in the ten minutes allocated for each patient isn’t worthy
of diagnosis and treatment, although I admit a certain exaggeration to make the point. But —I's
hypothyroidism was left undiagnosed from late [—— to early [ when she started suspecting it
herself, after months of research, and she had heard about Dr. Skinner. She had recalled thata
doctor at a public US hospital had mentioned that she might want to get her thyroid checked. Dr.
claimed there was nothing wrong with her thyroid, as she was in the “normal” range, but he
offered no other explanation for her miserable condition.

According to my diaries and account files, consulted Dr. Skinner first time on[— He
performed a thorough clinical examination of her and evaluated that together with her blood tests
showing TSH, T3 and T4. He concluded that she most probably was hypothyroid and prescribed
thyroxin treatment, later supplemented with armour thyroid.

consulted Dr. Skinner again on L: ]'and [————]. During each nearly hour-
long consultation, Dr. Skinner very carefully made a clinical examination that included questions
about her mental health and general well-being. Although her condition gradually improved, her
body had been so deprived of thyroid hormones for so long time that it took most of a year before
she started becoming herself again.| 1

I — ]

[ —[Thanks to Dr. Skinner, and Dr. Skinner alone out of the many
medical professionals ——] had seen, [ fully recovered.
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1 thought that it would be too much of a coincidence if I were to suffer.the same illness as [, but
I decided nevertheless to ask Dr. [——]for a referral to Dr. Skinner, asl——] had originally done
too. My first consultation with Dr. Skinner was on the ———. He examined me as carefully as
he had always examined [—] and he concluded that I should try thyroxin, suspecting that I did

29/09/2011
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indeed suffer hypothyroidism too.

Over the following months, I too fully recovered my health, thanks to Dr. Skinner, and thanks-to - -~ -

who had worked tirelessly for years to try to find the reason for her own problems, faced with

one incompetent doctor after another. [

What angers me is the nonsensical way doctors treat statistics and blood tests. '| '|

II

1 Again and again, we hear doctors falsely

concluding that if a blood test result is within some more or less arbitrary “normal” range, then

26/09/2011

[ ]
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there is nothing wrong with the patient, regardless of how miserable that patient is feeling or how
many clinical symptoms he presents. We even hear that if the TSH is not high, then there is nothing
wrong, and we don’t even need to measure T4. Because of this almost religious belief in a simple
blood test being able to diagnose a patient, thousands of hypothyroid patients are left undiagnosed.

May I remind the reader that the purpose of the medical profession is to treat patients, not numbers
or blood tests.

If for example 95% of people who are well are within the “normal” range, it means that 5% of
people who are well are NOT within the “normal” range. If hypothyroid patients who should
naturally belong to this 5% group are persistently refused treatment simply because of their blood
tests, without any clinical examination to help determine their condition, then there is clearly
something wrong with that conclusion.

Furthermore, the fact that one can measure a “normal” range for 95% of people who are well
doesn’t mean that any value within that range is suitable for everybody. It is a logical error to
conclude that. One only has to use another example such as tyre pressures for vehicles to illustrate
how incorrect and unintelligent that conclusion is. Let us consider the hypothesis that car
manufacturers don’t inform the car buyers of the correct tyre pressures, just as our Maker doesn’t
provide us with a fact sheet of correct thyroxin levels. Some smart guy in a garage then gets the idea
that to figure out how much air to stuff into the tyres, we’ll go out on the roads and measure the tyre
pressures in all the cars that look to be ok, then define a “normal’ range corresponding to 95% of the
tyre pressurcs measured. If a driver worried that his tyres are under-inflated asks, we’ll simply
measure his tyre pressures and compare them with our ‘normal’ range, without even as much as
examining the car or how it is driving. If his existing tyre pressure is within our ‘normal’ range,
then we’ll tell him there is nothing to worry about and that if he feels the car is behaving funny or
that the vehicle doesn’t seem to be turning according to the steering wheel, it is just his imagination.
Using these principles, we’ll end up with buses and trucks driving around with tyre pressures
intended for a Mini, every single of them being a danger to everyone around them. Most readers
will understand that this way of treating tyre pressures is quite obviously pure nonsense. Yet, this is
precisely how doctors are treating hypothyroid patients. A patient who naturally requires a high
level of thyroxin to function well will automatically be refused treatment because he happens to
have a thyroid level that corresponds to someone else’s needs.

Many doctors have an almost religious respect for these numbers, as if numbers alone could tell
them how the patient is feeling. They forget that medicine is not an exact science as mathematics or
IT and that the ‘normal’ ranges are empirical kiniowledge and estimations. They forget that it is .
uncertain if all those measured to define the ‘normal’ range were 100% euthyroid. They also seem
to presume that the only possible cause of hypothyroidism can be an underactive thyroid gland. But
the TSH is produced by the anterior pituitary gland, and how do these doctors know that the
hypothyroidism is always caused by an underactive thyroid gland and never because the anterior
pituitary gland is not functioning correctly, producing insufficient TSH, thus not stimulating the
thyroid gland correctly? And to quote Wikipedia, “TSH production is controlled by thyrotropin-
releasing hormone (TRH), which is manufactured in the hypothalamus and transported to the
anterior pituitary gland via the hypothalamo-hypophyseal portal system”. How do we know that the
hypothalamus and the hypothalamo-hypophyseal portal system are functioning correctly? As some
computer programs, the endocrine system is very complex, and failures can appear at many
different levels. It is simply not credible to claim that the sole level of TSH can be used to
determine whether or not a patient is potentially hypothyroid, even before measuring T4. Has
medicine become so obsessed with numbers and blood tests that the pnmary purpose — how the
patient is feeling — has been completely forgotten? Patients are not robots or computer programs.
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The accusation of Dr. Skinner claims that the fact that Dr. Skinner diagnoses hypothyroid patients
as hypothyroid risks overlooking other illnesses.

- First of all, why is it of no concern at all that so many doctors overlook hypothyroidism and in
many cases make people’s lives miserable, leaving ill people ill, with ruined jobs and broken down
marriages, despite the fact that this illness can be completely cured?

~ Secondly, if there is some mysterious other illness that needs to be diagnosed and which is causing
all these symptoms and illnesses instead of hypothyroidism, then why is it that none of the many
doctors people consult diagnose such a mysterious illness and then cure people? The fact is the vast
majority of doctors involved simply do nothing, diagnose nothing, treat nothing. They just give the
ill patients some general comments, and then leave them ill.

- Thirdly, Dr. Skinner has never explicitly nor implicitly told us that the only thing that is wrong
with us should be hypothyroidism. He has diagnosed that we do have hypothyroidism, and then
treated it, in both [—]'s and my case with entirely satisfactory result, to the extent that we

" considered ourselves cured, fecling completely well. What, then, does the accusation expect Dr.
Skinner to do? Keep on hunting for other iflnesses despite the fact that the patient is feeling well,
simply because the accusation has religiously decided that it must not be possible that the only
illness in a person is hypothyroidism? In my opinion, chasing phantom tllnesses would be medical
malpractice.

The ultimate insult to hypothyroid patients is to find in the accusations by the medical establishment
against Dr. Skinner: all these patients have just made up their symptoms and illnesses. They are all
feeling very well, it is claimed, they just felt some Monty Python’ish need to imagine they were
hypothyroid so they could behave silly and spend a lot of money on medical fees and medication.
Neither I nor[—] had ever heard about hypothyroidism during the first years she was ill. Howon = -
earth could she make up being hypothyroid before even knowing about the illness? For which :
perverse reason should she invent being ill and behave as someone who is ill for many years, just to
ruin our marriage?

vy

What happened to common sense in the medical establishment?

What happened to the humility before science, admitting that medicine is not an exact science but
an empiric science that has continuously developed over centuries thanks to dedicated researchers
committed to making people’s lives better, not bemg foss:hscd in a table of numbers as the
Establishment now insist?

What happened to the respect for the patient when he informs his doctor he is feeling miserable and
is showing clear clinical signs that something is wrong, just to be fobbed off with a list of ‘normal’
ranges?

In its arrogance, the medical establishment seem to have started behaving as the Vatican church in
the Middle Ages: if anyone dared contradict the official view that the Earth is the centre of the
universe, then off with his head.

As a patient having lived through the nightmare of undiagnosed hypothyroidism, I revolt against
this state of affairs in the medical establishment. Some doctors seem to have forgotten what their
vocation is about, falsely believing medicine can be defined as absolute truth, as if it were
mathematics.

It is thanks to Dr. Skinner that [—], I, and countless other former patients have a life to live today.
558
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If it had been up to the medical establishment, we would have been like vegetables, with lost
careers, broken marriages, personal bankruptcies, out in the street in many cases, and in the worst
cases dead because of suicide.

It is a total, utter, and outrageous scandal that the medical establishment has started a witch hunt on
Dr. Skinner, a hunt lasting several years. I am frightened just thinking about the risk of Dr. Skinner
no longer being able to prescribe the armour thyroid I need to function, the synthet:c thyroxin alone
not having been able to heal my concentration problems.

I wonder what exactly is motivating the establishment in this witch hunt. In any case, it is not the
well-being of patients.

Youre cin 1az

CC:

Mr. Ralph Shipway, RadcliffesleBrasseur Solicitors, § Great College Street, Westminster, London
SWIP 3SJ, UK
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TO WHOM IT MAY CONCERN

Re: DR. GORDON R. B. SKINNER MD, DSc, FRCOG, FRCPath

Testimonial

My name is L land | am [. | have been a patient of
Dr. Skinner since ——] and his treatment has been crucial in
changing my life for the better.

| was an athletic boy who achieved good academic results until
the age of [ ] when | started lacking energy and concentration.

| | My doctor tried to help but the possibility of thyroid
dysfunction was ignored because my blood profile tested just inside

the ‘normal’ range on the NHS scale. | was so lucky to eventually be
referred to Dr. Skinner.

Dr. Skinner helped me when no one else in the medical
establishment could, or would. | wasn’t very communicative at first,

I . | for treatment which was
always traumatic. However he listened to me, understood my

problems and persevered. Over the[—] years he has been treating
me, my symptoms have improved enough for me to start living my
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life again. |

Dr. Skinner transforms the lives of many patients like me by
observing and listening to them, and then treating them accordingly
until they feel better. Isn’t this the whole purpose of being referred
to a consultant who is an expert in their field, after other
practitioners have found no answer to one’s problem?

The GMC should be recognising the dedication and extraordinary
successes of Doctor Skinner. instead of impeding him in his work,
why not agree that his techniques could be adopted by more
consultants to offer desperate patients hope where none lay before?
Thus redressing the faults in a system which refuses to admit that
each individual can have a hugely different optimum thyroid level.

Yours,
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" TO WHOM IT MAY CONCERN

Re: DR. GORDON R. B. SKINNER MD, DSc, FRCOG, FRCPath

Testimonial

Our son— is []. [ _ ]

[—=)’s mental and physical health slowly became a cause for
concern from the age of [, [ )

L I Despite a caring and very professional doctor,
thyroid dysfunction was discounted for several years because Tom's
blood profile tested just inside the ‘normal’ range on the NHS scale.
By the age of =] no doctor, counsellor or psychiatrist had been able
to help him, | 1

I } We as
parents were at our wits' end. Then we found Dr. Skinner.

To say that Dr. Skinner has made a hugely beneficial change in
our family circumstances is an understatement. He helped us when
no one else in the medical establishment could, or would. He
listened to ——1, paid attention to how he felt, to his symptoms. He
then treated him until his symptoms improved, and after | years
[—]was able to slowly start functioning again in the ‘real world’.
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The benefits of this to us as a family cannot be overstated. ‘The
last [Z] years have been a huge strain on us all, including[—Ts
younger brother. To see with a girifriend this year was truly like
a mir;ilcle. Being treated for hypo-thyroidism has given — his Iifet
back; | : - |

Dr. Skinner clearly transforms his patients’ lives by observing
and listening to them, and then treating them accordingly. Patients
whose blood profiles don’t confirm to the exact expectations of the
medical profession, and would otherwise, like our son, remain ill and
untreated and risk eventually falling through the cracks of society
into .non-functioning limbo. Doctor Skinner’s dedication in putting
his patients’ wellbeing first shows courage and conviction. It reflects
years of experience and observation. He represents to many
patients the only lifeline available to them. Literally. There should
be more doctors like him and they should be functioning within the
NHS system. Why did it take so long for us to find a way of helping
our son, despite an excellent and caring GP? Because she felt unable
to even explore the possibilities of treating his symptoms with
thyroxin, even bearing in mind that hypo-thyroidism is known to be
familial and his grandmother had a history of thyroid malfunction.
Crazy. ' '

Please, celebrate the dedication and extraordinary successes of
Doctor Skinner. Instead of impeding him in his work, why not admit
that his techniques could be adopted by more consultants to offer
desperate patients hope where none lay before? Thus redressing the
faults in a system which refuses to admit that each individual can
have a hugely different optimum thyroid level.

Yours, =
-
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TO WHOM IT MAY CONCERN

Re: DR. GORDON R. B. SKINNER MD, DSc, FRCOG, FRCPath

Testimonial

f—'s mental and physical health slowly became a cause for
concern from the age of | l

| | Despite a caring and very professional doctor,
thyroid dysfunction was discounted for several years because Tom’s
blood profile tested just inside the ‘normal’ range on the NHS scale.
By the age of [ no doctor, counsellor or psychiatrist had been able
to help him. [ |

| 1We as
parents were at our wits’ end. Then we found Dr. Skinner.

To say that Dr. Skinner has made a hugely beneficial change in
our family circumstances is an understatement. He helped us when
no one else in the medical establishment could, or would. He
listened to [, paid attention to how he felt, to his symptoms. He
then treated him until his symptoms improved, and after (= years

was able to slowly start functioning again in the ‘real world'.
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The benefits of this to us as a family cannot be overstated. The
last years have been a huge strain on us all, including s

younger brother. To see —] with a girlfriend this year was truly like
a miracle. Being treated for hypo-thyroidism has given[— his life
back;| : : ]

Dr. Skinner clearly transforms his patients’ lives by observing
and listening to them, and then treating them accordingly. Patients
whose blood profiles don’t confirm to the exact expectations of the
medical profession, and would otherwise, like our son, remain ill and
untreated and risk eventually falling through the cracks of society
into non-functioning limbo. Doctor Skinner’s dedication in putting
his patients’ wellbeing first shows courage and conviction. it reflects
years of experience and observation. He represents to many
patients the only lifeline available to them. Literally. There should
be more doctors like him and they should be functioning within the
NHS system. Why did it take so long for us to find a way of helping
our son, despite an excellent and caring GP? Because she felt unable
to even explore the possibilities of treating his symptoms with
thyroxin, even bearing in mind that hypo-thyroidism is known to be
familial and his grandmother had a history of thyroid malfunction.
Crazy.

Please, celebrate the dedication and extraordinary successes of
Doctor Skinner. Instead of impeding him in his work, why not admit
that his techniques could be adopted by more consultants to offer
desperate patients hope where none lay before? Thus redressing the
faults in a system which refuses to admit that each individual can
have a hugely different optimum thyroid level.

Yours,
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Ms. Heather Cook,
Investigation Officer,

Fitness to Practise Directorate,
General Medical Council,

3 Hardman Street.

Manchester
M3 3AW

8% October 2011

Dear Ms. Cook,
In support of Dr.G.R.B.Skinner

1 have been referred to Dr. Skinner as a result of long-standing health problems that my G.P. has been
unable to address. So far I have had[——] consultations with Dr. Skinner and am showing signs of
improvement, '

I am writing to express my complete confidence in his diagnosis and treatment. I also feel that it is
imperative that patients can, if necessary, access physicians such as Dr, Skinner who have the breadth of
knowledge and experience to give a true *second opinion’.

Thank you for your attention.

Yours sincerely
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Heather Cook

Investigation Officer
g:“mlt;!::;;?l’? D’:;’mmm ' General Medical Councit
nera our Osginal was a Photocopy
3 Hardman Street PP
MANCHESTER giel wis Poor Qually
M3 3AW Date rac
o 1 8 OCT 2011
scan
17 Qctober 2011 Onyinz! s bean Photocopied o indpreve
San Quatiry - _
Dear Ms Cook Locunsmn wati physicel obsacts. vef:
Rei Dr Gordon Skinner — i ing 14 Nov . . e s

1 see no reasen to write again to you on this subject, having already written to you in more than
adequate terms in the letier I sent dated 2 July 2011, the contents of which are here below. I have
altered the dates accordingly for this Hearing. All our family are anxious that the Hearing are aware of
our correspondence.

T am writing to you — once more - in support of Dr Skinner. | have been writing to you to express my
admiration of his technical skill, medical judgment and straightforward commonsense since 2006! Why
is his outstandmg capability and service to countless hypothyroid sufferers still in any question
whatsoever? -

My wife suffered with hypothyrmd:sm for ears until Dr Skinner .gave her appropriate doses of
Thyroxme., which restored her t.o full health in a matter of monthl. Read that sentence agam, and ask
yourself how YOU would feel if that were a member of YOUR famdy

I_,E_l years of ‘half life’ for want of being prescribed adequate doses of Thyroxine! Recovery within
months! Does this not shout out as skilled treatment by a professional who has specialised in the area of
hypothyroidism? Someone whose close understanding of this disease should be made known widely
rather than be cailed into question for incomprehensible reasons?

De you want even one more person to be deprived of the prime of their life bec.ause a blood test result
falls within arbitrary limits despite the countless symptoms of acute hypothyroidism?

Dr Skinner has restored full and active life 1o thousands of people wheo, without his considered
treatment, would have continued in the ‘half life’ to which they were condemned by GPs who slavishly
adhered to the Blood Test Guidelines for individuals suffering from hypothyroidism, ignoring the
obvious symptoms displayed by their patients simply because the Guidelines said they were ‘well’.

Both my wife and I are totally indebted to Dr Skinner. And our daughter too, whose health has
improved immeasurably since becoming his patient. And 'other members of our family. And several
friends and acquamtances That is just our nmmedmle experience. This ia repeated countless times across
the couatry.

Please stop revmwmg orin any way qumtmmng the medical capablllty of Dr Skinner. Rather, recognise
the’ huge posmve contnhut.mn he has, que to the well bcmg ol' ad many hypathyroid sufferers and leave
him free to carry on his good work® '

Yours sincerely:
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Re: Dr Gordon Skinner — Hearing 14 November 2011

| wrote to the GMC voicing my views in support of Dr Skinner in 2047, in July this year and now [ am shocked
to find myself having to do it all over again. | am nearly[ -] now and dictating this as my writing these days is
very difficult to read.

[ | In our day we always believed the disgrace of
appearing before the GMC was reserved for doctors who hammed their patients. Nothing could be further from
the truth in the case of Dr Skinner who is a wonderful man.

Both my daughter, and her daughterf—], have been recipients of his excellent care. Indeed, |
myself became hypothyroid some years ago and on the strength of their treatment regimes my GP treated me

in the same way and 1 too recovered. You could say | am now a patient of Dr Skinner's by proxy! Anyway I'm
very grateful to have had hts treatment

We are a 'thyrold famnly and I could never understand why this was not taken into account when family
members bécamé ill ard.could not get treatment: - 1t took ‘eighteen- -years for my daughter[ | despite
it‘being apparent even to me that she had-all'the signs and-symptoms in the book.. She was’ very unwell fora
Iong tlme but the blood tests always-said she was normal Rubbrsh Nonnal she was not S

T A R R T I LR R cea, . S
Forlunately, once treated by Dr Sktnner,lEIwas able to see clearly for the first time that my granddaughter

[———Wwas also desperately in need of treatment. ] was lucky. Her blood tests showed her-to be very
unwell and shé rapidly became a patient of Dr Skinner-— with excellent effect || |

There is clearly something wrong with the test for hypothyroidism. In my day it was clearty apparent from the
signs and symptoms if a patient had the condition.” These days they can have them till they are blue in the
face but if the test says they are alright, no treatment. | think relying just on a bload test is a very poor
medlelne indeed, 1 thlnk it isa scandalous state of aﬁalrs Thank goodness for Dr Sklnner

- I

My- SOn-m—law recounts w1th utter rellef the. ﬁrst oonsultatnon my daughter had wnth him: It Iasted aver an hour
and dunng that time'thé:most thorough history, test evaluation, examination and discussion took place.. This:.
was a-complete’ contrast to the useless consultations ] had had with-endocrinologists and doctors over-the
_{ong years. Thanks to Dr Sklnner Emade a bnlllanl recovery and has been well ever since.

v )t LR L BRI ARV I
In conclusion | can only say that l thmk there is somethxng very badly wrong wrth endomnologists today and
with their teaching of thyroid medicine” NHS doctors areterrified of coming before you if they ignore the
diagnostic blodd test - and consequently fail to treat their patients.. Endocrinologists go on to-diagnose them
wrth ME and the endocnnology gravy traln -n. then guaranteed SHAMEFUL What is the GMC doung about.it?

Yours smoereiy | I|
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Miss Heather Cook

Investigation Officer General Medical Councl!

Fitness to Practice Directorate Orghe! was & Protocopy R
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Re: Dr !sﬁfdon skinner i Bovma i irdt physicsd objucts ret

I J
My sister | has told me that her doctor, Dr Skinner, has got to appear before the GMC
again. I'm very sorry to hear this as it upset our family a lot when it happened last time, fearing he
would no longer be able to treat his patients.

By all accounts from[—] and my niece, ————]who is also his patient, he is a wonderful
doctor who transformed their lives when he gave them the correct treatment. [—Jin particular had
a dreadful experience, being unable to get any treatment at all for her hypothyroidism over an

[—Tlyear period.

For our family there was a terrible realisation when [ got better. [; ]

This is how bad it gets for patients without hope when they cannot get any treatment, or even the
right treatment, for such a common condition. I gather that with bothi=——=land |— they fell foul of
some blood test or other which decreed they didnt qualify for treatment. It blows your mind when
you see people so0 ill being turned away by the medical profession for something as stupid as THAT.
It is cruel and unnecessary. It makes you want to scream with frustration.

We are a medical family and also a thyroid family — but even that is no use, it would appear, when
things are really bad. - - 1
[ 1l Getting treatment is like getting biood out of a stone.

1s the GMC in a position to do something about all this?? If [—] went from being so ill, SO quickly,
what about all the others in this world in the same position? Surely the GMC are perfectly placed to
look into this situation. It is all so hushed up. You wonder what is going on.

Clearly the one person who must be saved to continue his amazingly successful work is Dr Skinner.
Qur family love him and we haven't even met him! Please ensure that nothing happens to prevent
him continuing to treat hls patlents He isa wonderful doctor You need someone out mere who
gets hIS patents better

LA :,L' P

Yours sincerely,
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Dear Ms Cook

-

-

Re: Dr Gordon Skinner — appearing @ the GMC 14-18 November 2011

1 cannot quite believe that the letter | wrote dated 10 July 2011 will not be considered at
the further Hearing of Dr Skinner on 14 November. For some unknown reason we are all
expected to write again. } therefore submit my original letter with appropriate date
changes. It does bear out my views that this whole procedure is a charade. It grieves me
that all this time and public expense is being wasied on humiliating an excellent doctor
who should be left to get on with his work, curing sick people, without all this harassment.

For many years my mother had been suffering an ‘unknown'’ iliness that was making her
so very unweli that we, as a family, were actually surprised she could live from day to day.

They had lasted—— years. She felt this was her life. To all those who knew her this
was quite unacceptable.

What l/we didn't know at the time, and what her doctors never picked up {(quite shamefully
in my opinion), was that she suffered from hypothyro:dlsm She was left untreated by
every doctor she approached.

One evening | was discussing my mother’s plight with a friend of mine, [ |
[=———1 Describing her symptoms she instantly recognised them as her own and told me
of Dr Skinner and how he had transformed her life, having herself suffered from similar
debilitating symptoms.

Quite simply: Dr Skinner saved my mother’s life.

Armed with her test results, Dr Skinner listened to my mother, questioned, queried,
evaluated and only then diagnosed and prescribed. She spent a long time with him, and
was impressed by his thoroughness. My mother did not fall into the ‘you have
hypothyroidism’ blood test results. There are many, many of us that do not. This is not
unusual for hypothyroid patients (if anyone would study the clinical evidence thoroughly).
However doctors in the UK will not treat patients if they do not fall into the “normal”
categories.
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| also have hypothyroidism. | too did not pass the infamous blood tests. However | am
very jucky and have a broad minded doctor who saw the resuits of Dr Skinner’s treatment
(initially obtained privately) positively. She continues to treat me, even though | do not fall
into the “NHS rules and regulations”.

! wauld very much like you to take into account that thyroid medicine is NOT an exact
science. CLINICAL diagnosis is by far the most important than any statutory blood test.
Doctors need to look at the patient and diagnose his or her symptoms, NOT whether or not
they fit into a, to be frank, quite ndiculous set of ‘rules’ set out by people (yes, they are
actually doctors) who do not really understand the condition.

Hypothyroid conditions are not ME. it may be easy for a doctor to put this simple label on
something they do not understand or cannot spend the funds on to get to the bottom of,
but this leaves too many patients untreated, with quite unacceptable lives. Hypothyroidism
is treatable, very successfully as my mother and | can attest to.

Please do not allow the medical profession to ‘buily’ Dr Skinner simply because they do
not have the knowledge, clinical experience and expertise that he has gained studying this
very debilitating illness. It exists. Recognise it. Allow diligent, intelligent doctors, such as
Dr Skinner, to treat it the way it can be treated.

Dr Skinner should be recognised for the value he is to people such as me and my mother.
His treatment methods should be evaluated and adopted for the wider good.

That | have to write again to support such an excellent doctor and clinician renders me
speechless. B

Dr Skinner has my full and wholehearted support. Without him not only would | not have
my mother but | too would be very ill.

Please remember the patients’ lives he has changed for the better, indeed saved, when
you are discussing these quite ridiculous charges at the GMC.

Yours sincerely
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Investigation Officer

Heather Cook

Fitness to Practice Directorate
General Medical Council
MANCHESTER M3 3AwW

15 October 2011

Dear Ms Cook
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Re: Hearing for Dr Gordon Skinner - 14-18 November .o

This is the same letter I sent to you dated 3™ july this year, altered appropriately. I see no
reason to alter my original comments which I would like the Hearing in November to be aware
of.

I am the son of [—————}, the brother of ————]and the good friend of C———

all of whom are patients of Dr Skinner.

1 would like to testify to the Hearing of the excellent treatment they all received from Dr
Skinner. My mother tried consistently over[—_—l years to get treatment for her under-active
thyroid. Again and again she was prevented from receiving it by the blood test, taken
repeatedly, which always indicated that her health was normal, when it most certainly wasn't.
As a consequence she could get not treatment. As a family we were mystified because she was
clearly so very unwell and struggling. Eventually she was diagnosed with[—], which outraged
her as they told her then there was no further treatment she could have. She knew it was her
thyroid and the whole awful thing ruined her life forC——years.

In[——]she heard about Dr Skinner and was referred to him. In a remarkably short time he
restored her, to normal again. All it took was a drug called Thyroxine which he gave to her in
appropriate doses - which apparently the NHS are barred from doing above a certain level. All I
can say is that it was like watching her coming back to life.

Our family holds Dr Skinner in the highest esteem. He treated my sister C——J with the same

. success. When my then girlfriend, [ lwas diagnosed with—Jshe was devastated.
Fortunately [ was abje to get my mother to talk to her about her experiences and she too then
went on to see Dr Skinner with excellent results. It seems so simple if you know what you're
doing, as Dr Skinner clearly does. What on earth is wrong with a system that condemns so
many people to a life of misery, without treatment, all for want of passing the great blood test?

I can only ask why a mari who has such success treating patients, is in danger of losing his
livelihcod by appearing before the GMC? What about all the doctors who failed my family? Will
you be holding them to account for withholding treatment? 1 find the whole thing baffling.

Dr Skinner is a remarkable man for whom I have the utmost respect.

Yours.siicerely,” = R T A




Heather Cook, Investigating Officer,
Fitness to Practise Directcrate
General Medical Council
3 Hardman Street
Manchester M3 3AW
18" QOctober 2011

Dear Ms Cook, )

- Dr Gordon Skinner

| understand there is to be a review of Dr Skinner’s Fitness to Practise on 16" November and whether he
has complied with the restrictions placed upon him. { wish to write further to appearing in his defence as a
witness at his Fitness to Practise and to the letter | wrote to the prevous Panel when his case was
postponed earlier this year until now. | feel it is relevant that the current Panel should read what | said
.before. | enclose my previous letter.

Firstly, 1 find it quite extraordinary that a medical practitioner of the calibre of Dr Gordon Skinner should be
inconvenienced as he has this year when it is clear to those who have been treated by him that there
should be no question that he is more than ‘Fit to Practise’ and are appalled that he has been expected to
take time away from his work for a second time after he was invited to appear before a previous Panel this
Summer through no fault of his own. :

As | said in my previous letter, sincel——————— there have been some stressful periods in my life, the

[ | However, during those [—lyears | remain grateful to Dr Skinner for having diagnosed
my hypothyroid condition correctly and setting me up with the correct balance of treatment, and to both
my past GP and present GP for having recognised his skiflls and prescribing the batance of levothyroxine
and liothyronine he recommended. | am confident that this has been paramount in helping me to
maintain good health. As in my previous letter, my major concern is for my daughter —and the
experience of medical care she has undergone during her pregnancy. ! have noticed a widespread lack of
common sense amongst the medical profession when recognising hypothyroid symptoms in her pregnancy
when her thyroid has clearly been affected. We have noticed an obsession with blood test results and an
unwillingness to regard her symptoms thereby ignoring a clinical picture. Fortunately her new GP
recognizes her symptoms foremost alongside her blood test resuits.

In describing my daughter’s predicament, | appeal to you as a Panel to appreciate my hope that Dr Skinner
will continue to practise so.that he, as a FRCOG and with his expertise with the hypothyroid condition, will
be one of the few experts who can.help my daughter in the later stage of her pregnancy. - - '

Yours sincerelv,

Copies to: Mr Ralph Shipman and Dr Gorden Skinner 600




Ms Heather Cook
Investigation Officer

Fitness to Practice Directorate
General Medical Council

3 Hardman Street
MANCHESTER M3 3AW

17 October 2011

Dear Ms Cook

Re: Dr Gordon Skinner — GMC Hearing 14-18 November

I enclose my Testimonial on behalf of Dr Skinner.

Yours sincerely
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TESTIMONIAL: DR GORDON SKINNER — GMC HEARING 14-18 NOVEMBER 2011

The essentials to grasp in my commendasion of the Dr Skinner’s excellence are these. 1 bullet point them for ease of assimilation,

» In the prime of my life, at the age of 1} [from which I failed to recover, instead, becoming
ever more ill. Appended is a simplified account Please read it and sec what happened to me. It mirrors the experiences of so
many people cast into similar nightmares. Mine was to lastl—] years.

¢ [t was rapidly apparent that ] had become Hypothyroid [I had been Hyperthyroid in my[————] with all the readily identifiable

signs and symptoms. Five mermbers of my family are hypothyroid.

I ran a gamut of platitudes from | f

The adherenice to diagnostic blood tests and the Reference Interval was my nemesis. All the classical signs and symptoms of

hypothyroidism were ignored. GPs trained in the samel— | hospital, sharing with me the same professor of endocrinology,

ignared his teachings in favour of these instant diagnostic tests.

® Again and again | was told my test results were ‘within normal limits.’ Years passed with my being repeatedly treated for

conditions atising from my dysfunctional thyraid state, but not for that state itself. No matter bow hard I tried 1 could get no help
and my health deteriorated. These good years of my life were slipping helplessly by.

e All this time, resting in the middle of the Reference Interval, and therefore ‘not eligible for treatment,” my requests for Thyroxine
fell on deaf ears. This terrible reliance on the Full Thyroid Function Test/Reference Interval, does not take into consideration the
fact that human beings VARY. Not everyone ticks this limited box —sadly to their detriment.

This intractable, inflexible system of diagnosis denies treatment to a great many people

One day, after seeing my GP yet again, with yet another problem, and being sent for yet another blood test, [ wrote him a hand
delivered note: “How ill do [ have to be before you take notice of me?”

The response was astonishing. Within 24 hours [ was prescribed Thyroxine.

1 was now[—]| It had taken md——————_]to get the medication | nceded.

1t worked! 1 started returning to life, my thyroid greedily sucking in sustenance. Then my progress stapped.

1 had reached the[—Incg limit imposed on patients within the NHS. 1 needed more. None was forthcoming.

Ilnsteed ! was referred to an endocrinologist — no examination — just the stabbing of my GP*s letter with his pen and the words[—]

s In my view, that diagnosis is the official mark of indifference which that professional body bestows upon its patients. It is

shameful.

. more years passed during which I barely held my own on insufficient Thyroxine.

» At the age of[—] despondent and desperate, when things couldn’t be worse, I heard of Dr Skinner and was referred to him. He had

long waiting lists but eventually I saw him. Then my life began to change.

Dr Skinner is a physician of the old school; a man of calibre and excellence. He has a gentle manner and warm sense of humour. He is
observant and misses nothing. He examined me thoroughly, painstakingly questioning and evaluating everything 1 said. He actually
believed me — an entirely novel experience.

My husband accompanied me and we were both struck by his professionalism and integrity. It was apparent he had a total grasp of his
subject. He was a man who listened, evaliated, diagnosed — and — crucially, interpreted my blood tests with a sureness of touch. He clearly
had vast experience. His professionalism outshone that of any doctor 1 had seen since the onset of my vondition and continues to this day.
No doctor had ever examined me before, let alone listened to what | had to say, so you can imagine the impact Dr Skinner had on me, and
indeed, my husband. We trusted him completely. In his hands I felt safe. On his treatment regime of adequate, escalating doses of
Thyroxine he predicted I would feel better quite quickly and be stable within[—|months. He was right. Under his supervision I then
reduced my Thyroxine to a level at which I remained so. 1 was well again! Dr Skinner bad given me back my life.

Can you imagine the depth of my/our gratitude?
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2004 - New referral to consultant m||—||— Dr Gordon Skinner

This doctor’s rigorous and in depth examination, and crucially different interpretation of my thyroid function

tests, resulted in my being formally diagnosed for the first time ever as having Hypothyroidism, with a

long neglected thyroid. He treated me with an effective, escalating regime of Thyroxine which I took

under his close supervision.

Eventually, at —Imcg of Thyroxine, my thyroid kicked back to life and I felt normal for the first time

in| | years, ,

Once | was stable the dose was gradually reduced until such time as I remained that way.

It only took 6 months for me to become normal in every way and 9 months for my stability to be
maintained.

NB: When [ say [ was normal, I was just that. | .

ALL my health difficulties disappeared,| |
I felt FANTASTIC, It felt like 2 miracle!

After [ long, unhealthy years in the prime of my life, I remain forever indebted to the excellent
Dr Skinner, who, after all that time, competently and caringly returned me to life. 606
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19.10.2011
Dr Skinner’s Hearing: November 2011
Dear Sir

i iative of his
Dr Skinner has treated two of my friends and they have been most appreci
care. They had been misdiagnosed by other doctors and consultants and had been
given their health back by this exceptional doctor.

He should be allowed to work without conditions on his practice and his patients
should be able to go to the who helps them the most..

Yours tl'llly ’

General Medical Councit
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17th October 2011

Heather Cook

Investigation Officer

Fitness to Practise Directorate
General Medical Council

3 Hardman Street
Manchester

M3 3AW

Dear Ms Cook

| write this letter in support of Dr Gordon Skinner who is to appear before the GMC ata
review hearing fron Monday 14th November to Friday 18th November 2011.

| am a patient of Dr Skinner and can only say that he has helped me where others in the
medical profession would not.| have hypothyroidism,which | suspected for ——]years that
| might have, as thyroid disease runs in my family.My mother,grandmother,several aunts and
cousins had the disease also,but | was always told that my thyroid function tests were in the
“"NORMAL" range.! did not feel particularly "NORMAL"|[; 1]

Dr Skinner listened to symptoms and checked my signs and he conciuded that | had
hypothyroidism and | now take Levothyroxine.l cannot believe the difference this has made
to my health and wellbeing.l can never go back to the way | felt before | consulted Dr Skinner
therfore | write this letteer of support as he has the courage and experience to lcok beyond a
set of blood tests, which are not the gold standard that they are claimed to be,and treat the
patient.

I want to let the panel members know that if | cannot be monitored and treated by Dr
Skinner then ! will be looking at all avenues available to me and will,if necessary, use the
Human Rights Act as | am capable of making decisions and accepting the consequences of
my actions in using thyroid hormones which are currently prescribed by Dr Skinner.

Yours sincerel Gensrat Medic) Counct
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Generad Medical Counch
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Dr Gordon Skinner’s hearing at G.M.C 15,16, 17, and 18 November 2011 at GMC offices, Oxford
Street,'Manchester. - . |

T e At - - - . LI i

To: Ms Heather Cook, Investigation Officer, Fitness to Practice Directorate, GMC

- . .t - . . .
] . - ' " . s . LR

Dear Ms Cdok,

With regard to the above case, | am writing to you to.support Dr Skinner, who has treated me for
underactive thyroid for the last years, since [l 1]

-

| struggled on for the next few years until ——lwhen through a friend who had had treatment with
Dr Skinner and consequently lost a lot of weight in six months, put me in touch with him. He
discovered that | had an extremely underactive remnant t of a thyroid gland and prescribed
levothyroxine gradually increasing the dose to[—Imga day.

I can say that Dr Skinner literally gave me my life back- | was able 10 retum to paid work and[—]

T

Personally, { feel that the NHS neglected my condition with a] no follow up appointments at the

Hospital followingl— ——1land b] lack of perception by my doctors {GPs]
that my|s 1} might be due to underactive
thyroid:’ o

The treatment "with Dr Skinner has always been careful and considerate of my generaf state of
health and well being. It would be a great loss to this area of medicine should he be forced to retire
from practice, as he must have greatly improved the health of many people through the carrect
thyroid treatment.

Yours sincerely
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Dear Sir
I am writing to support Dr Skinner who is due to attend a Hearing in mid- November.
I know him to be an excellent doctor who has cared for some friends of mine and
returned them to health. They found him to be a very caring doctor. He was very
thorough in consultations in the questions he put and the tests he gave. He had
obviously prepared himself well on their previous history.

No-one can understand why he is under investigation.

Yours truly
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