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Preface

Guidance from NHS England has specified that liothyronine (L-T3) will continue to be available
on prescription in exceptional cases, in accordance with a position statement from the British
Thyroid Association.

It is disappointing that such guidance is not being followed and this document, containing case
studies from nationwide, provides evidence of this. The current uncertainty, with
liothyronine-treated individuals either being denied ongoing prescriptions or needing to source
the treatment themselves at their own cost, seems very much against patients’ interests.

Following such representation, it is hoped that there will be further clarification of how guidance
on liothyronine treatment will operate. Whilst the role of specialist endocrinologists in assessing
exceptionality and monitoring liothyronine therapy is clear, we suggest that, similar to
levothyroxine (L-T4), responsibility for prescribing liothyronine should continue to be in primary
care.

The British Thyroid Association remains committed to working with the Department of Health,
health professionals and patient groups to safeguard a role for liothyronine treatment in UK
clinical practice.

Professor Chatterjee FMedSci, FRS,
University of Cambridge and Addenbrookes Hospital
President, The British Thyroid Association

September 2018

The authors would like to acknowledge the support of Healthwatch Norfolk for their work with
Thyroid Support Group Norfolk to try and rectify the issues in Norfolk.
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Executive Summary

During the House of Lords “Regret Debate” on 20th June 2018, led by Lord Hunt of Kings
Heath, Lord O’Shaughnessy, Parliamentary Under-Secretary of State at the Department of
Health and Social Care, requested details of patient cases where there is clear evidence that
NHS England guidance is not being followed. UK thyroid patient groups have collaborated with
the British Thyroid Association (the UK thyroid specialist professional body) to produce the
evidence for this dossier".

This evidence demonstrates that throughout the UK, NHS guidelines are not being followed
locally, leading to significant harm to patients. During the above debate Lord O’'Shaughnessy
committed to asking NHS England for ways to clarify to CCGs the guidelines for the prescribing
of liothyronine (L-T3). Clarification is also needed to determine whether the costs will be shared
or will revert to the prescribing authority .

The inactive pro-hormone thyroxine (T4) is produced by the thyroid gland. T4 is then converted
in the body through the process of deiodination into the active hormone tri-iodothyronine (T3).
This essential process enables the body’s systems to fully function.

The standard treatment for patients diagnosed with hypothyroidism is the synthetic medication,
levothyroxine (L-T4) that the body needs to convert to T3.

Liothyronine (L-T3) is the active synthetic thyroid hormone replacement - a completely different
medication to levothyroxine.

Some patients have unresolved symptoms on L-T4 alone, and treatment with L-T3 is often more
effective - the reasons for this are not yet fully understood. Therefore if the body does not utilise
L-T4 correctly, for whatever reason, then the addition of L-T3 is the only alternative.

The latest NHS England guidance states that liothyronine should still be prescribed in
exceptional cases, and that those patients established on L-T3 who continue to derive benefit
from its use should continue to be prescribed L-T3.23

Clinical Commissioning Groups (CCGs) have a statutory duty to provide reliable guidance to
local clinicians. However, the patient stories and CCG response letters in this dossier will
demonstrate the many CCGs who are either misinterpreting or not adhering to the NHS England
guidance.

This report includes recommendations for a way forward.



A brief note on the cost of L-T3 in the UK

The UK supply of L-T3 has been subject to price increases of over 6,000% over a ten year
period. The Competition and Markets Authority is currently investigating the manufacturer which,
until 2017, held the sole marketing licence in this country and in 2017 provisionally found them
guilty of abusing their dominant position“.

Other European countries pay far less for this generic drug and, now that there are more
manufacturers licenced to supply L-T3 to the NHS, it is to be hoped that the drug price will fall
rapidly to be in line with other European markets. Since two of the providers of L-T3 to the NHS
manufacture it outside the UK, we see no reason why the NHS cannot source directly from
Europe if necessary. We will be monitoring price changes over the coming months and will
revisit this issue if required.

Patients in the UK who have had to resort to buying L-T3 privately are not yet reporting any
evidence of reducing prices at the end of the supply chain.

It is noteworthy that the dramatic increase in the cost of liothyronine has been associated with a
49 fold reduction in prescription of this drug by CCGs nationwide. This has led to a variation
between CCGs of almost 5,000% in prescribing rates, which analysis reveals are lowest and
have fallen most dramatically in areas where levels of deprivation are greatest. See Appendix
5.



Recommendations

The report authors respectfully make the following recommendations:

e Local guidelines for the prescribing of L-T3, which are not in line with NHS England
guidance and good clinical practice, be withdrawn and local clinicians refer to clinical
advice from NHS England, including giving due attention to statements in the latest
guidance from the British Thyroid Association which clarifies those patients classified as
exceptional.? ?

e NHS Clinical Commissioners follow up the unclear guidance sent to CCGs at the end of
July 20187, to advise that patients who are stable and well on L-T3 and wish to continue
taking it, do not have their treatment disrupted.

e NHS England provide clarity on whether primary care or secondary care bear the cost
for ongoing prescription of L-T3. Whilst NHS England have mandated that secondary
care should oversee L-T3 therapy, they have not specified who funds it.

e Pending the introduction of any new guidelines we believe that clinicians across the
country should refer to the current British Thyroid Association guidance for GPs and
endocrinologists, which is included in the latest NHS England Guidance but often
overlooked: “Switching your Patients from liothyronine to levothyroxine? - 2016, In
particular:

o GPs to follow the advice in the “Frequently Asked Questions for GPs” that,

“Patients established on L-T3 who continue to derive benefit from its use should
continue on L-T3”

and

o Endocrinologists have particular regard to the statements in the “Information for
Endocrinologists” that,

“...we recognise that a proportion of patients on L-T4 continue to suffer with
symptoms despite adequate biochemical correction and that a carefully audited
trial of L-T3 under the supervision of an accredited endocrinologist might be
warranted in exceptional cases. Thus, a small proportion of hypothyroid patients
will be treated with L-T3 most of whom will be known to local endocrinology
services. However, a fraction of patients, especially those who have been on
L-T3 treatment for many years, may not attend secondary care clinics and
endocrinologists may receive requests to review such patients with a view to
discontinuing treatment. A small proportion of hypothyroid patients will be treated
with L-T3.”

and



“We wish to emphasise that the decision to continue or stop L-T3 should be
based on clinical need above other considerations and that the BTA position
statement should in no way be used as an endorsement for discontinuing L-T3.”

Patients who were well on L-T3 and have had it withdrawn, have it reinstated.

Where an NHS endocrinologist recommends a trial of L-T3 for a new patient, this goes
ahead without question.

Work commences to develop a clear patient pathway for L-T3 prescribing, incorporating
input from patients and patient groups. See Appendix 3 for a suggested pathway
developed by ITT, Thyroid UK, and Thyroid Patient Advocacy, which has now had
further input from the Midlands Thyroid Support Group, The Thyroid Trust and the BTA,
as a starting point.

The NHS stops paying significantly more for this generic drug than it costs in other
countries. If suppliers with UK licences will not make their product available at a
reasonable cost, source from European suppliers.



NHS documents requiring review
National Guidance

Patient groups have had concerns for some time that local health authorities are not acting in
line with national guidance in relation to L-T3 prescribing, particularly since L-T3 was included in
the NHS England consultation on “ltems which should not be routinely prescribed in primary
care.”

The response to that consultation? advised on Liothyronine (including Armour Thyroid and
liothyronine combination products) as follows:

“Liothyronine - We received a significant number of responses during the consultation
around liothyronine. The main recurring theme — particularly from patients and
organisational bodies - is that liothyronine is an effective treatment which is invaluable to
patient wellbeing, quality of life and condition management. We also heard that a small
proportion of patients treated with levothyroxine continue to suffer with symptoms
despite adequate biochemical correction. The joint clinical working group considered the
consultation feedback and therefore decided that liothyronine should still be prescribed
for a small cohort of patients. The joint clinical working group changed the
recommendations so that initiation of prescribing of liothyronine in appropriate patients
should be initiated by a consultant endocrinologist in the NHS, and that deprescribing in
‘all’ patients is not appropriate as there are recognised exceptions.”

The guidance goes on to say, on exceptionality:

“..where levothyroxine has failed and in line with BTA guidance, endocrinologists
providing NHS services may recommend liothyronine for individual patients....”

Links are then provided to the BTA 2015 guidance on management of hypothyroidism and the
further clarification on exceptionality from the BTA December 2016 statements on L-T33.

Parliamentary Scrutiny

Lord O’Shaughnessy responded to a written question from Lord Hunt on 4th July 2018, stating:

“the national guidelines advise clinical commissioning groups (CCGs) that local decisions
should be made regarding arrangements for the on-going prescribing of liothyronine, taking into
account both the local needs of the population and the best practice set out in the guidance.” ®



On 25th July, in response to another written question from Lord Hunt asking:

“..whether Her Majesty’s Government intend to review local and regional guidance by
NHS bodies which do not follow current national guidance in relation to the prescribing of
liothyronine (T3)”

Lord O’'Shaughnessy wrote:

“..we are informed by NHS England that the joint clinical working group has agreed that
NHS clinical commissioners will reiterate to clinical commissioning groups (CCGs) by the
end of July 2018 that the intention of the guidance published last November was to end
the routine prescription of liothyronine only where it was clinically appropriate to do so.”
(our emphasis).

CCGs are accountable to NHS England, which has a key role to ensure that they, as
statutory organisations, deliver the best possible services and outcomes for patients
within their financial allocation. Where there are concerns about CCGs failing or at risk of
failing to discharge its functions, NHS England has the ability to exercise formal powers
to either provide enhanced support to a CCG, or in rare circumstances to intervene.”®

NHS Clinical Commissioners Statement

When we reviewed the subsequent statement sent out by NHS Clinical Commissioners, we felt
it did not clarify matters as Lord O’'Shaughnessy had intended. Instead we have been advised,
by NHS Clinical Commissioners, that it said:

“As your representative body, one of the key roles we undertake on your behalf is
engaging with national stakeholders and we have heard from several organisations
representing thyroid patients reporting that many areas are implementing a blanket ban
on Liothyronine prescribing. Whilst it is entirely for each CCG to make their own decision
about the local approach that is taken, the guidance does include specific exceptionality
in relation to Liothyronine. This was developed and included based on a considerable
number of responses that we received to the consultation and following further
discussion at the clinical working group. There is potential that CCGs will receive local
challenges to blanket ban decisions based on this exceptionality, so it will be important
to robustly demonstrate why the exceptionality criteria have been disregarded”

We do not see any circumstances where simply ‘disregarding’ the exceptionality criteria can be
acceptable.



Cataloguing LT-3 Documents across the NHS

We have reviewed 146 separate L-T3 documents from across the NHS.?

Count Reach Type

12 National Guidance, policy and
information documents

103 Local Guidance, policy and
information documents

14 Local Governing Bodies’ Meetings
Documentation

17 Local Emails

Since many of the local documents are for groups of CCGs, we believe these documents
provide evidence in respect of close to 100% of CCGs in England and Wales.

A lack of clarity leading to patient harm

We believe the evidence we have gathered shows conclusively that over 90% of CCGs are
using guidance which is not taking into consideration the best practice in the latest NHS
England guidance?? and that harm is being caused to patients.

In particular, we are concerned that the clarification in the BTA December 2016 statements on
L-T3, is being overlooked. These statements form part of the latest overall NHS England
guidance, but are not clearly signposted. In the 146 documents that were reviewed we found
only seven that explicitly mention the key guidance these statements contain - that treatment for
stable patients should not be disrupted?.

The documents we reviewed are listed, with issues catalogued, in Appendix 2.

While NICE is in the process of developing new guidelines for thyroid disorders, we feel some of
the national guidance and information we looked at could be clearer; in some instances it is also
either out of date or, in the case of the PrescQIPP patient leaflet for example, may contain
inaccuracies.

Furthermore, most local guidance documents do not include the clear statements set out in the
BTA 2015 guidance on management of primary hypothyroidism, such as that the goal of therapy
for hypothyroidism includes restoring patient well-being and not causing harm.?



We believe the patient stories and letters in Appendix 1 show that local health authorities are
not fulfilling their duty of care to thyroid patients who require L-T3.

Very few documents reflect the BTA December 2016 clarifications on which patients may qualify
for a trial of L-T3 or when it should continue to be prescribed.?

The most up to date NHS England national guidance, we believe, requires clarity around the
definition of ‘exceptional’ and there is a need for the addition of a clear patient pathway and
signposting to reliable sources of further information such as the BTA, rather than PrescQIPP,
for example.

East of England PAC and PrescQIPP

A joint detailed review of an example liothyronine guidance document by the East of England
Priorities Advisory Committee (PAC) can be found in Appendix 5. We have been particularly
concerned by this document and the PrescQIPP Bulletin 121 which it appears to be based on.

The PAC describes itself as ‘a function of PrescQIPP’'°. PrescQIPP is a pharmacy led CIC
organisation subscribed to and funded by its members, which are CCGs. As an independent
body it is not accountable to the NHS and not subject to Freedom of Information requests.

It appears that guidance from PrescQIPP, rather than national NHS England guidance, has
been used to inform CCG guidelines around the country and the NHS England guidance
currently includes a link, “for further resources and guidance for CCGs and prescribers”, to a
PrescQIPP L-T3 patient leaflet which, amongst other issues, includes an incorrect link which
indicates it is going to BTA information but in fact leads only to an error page. We have detailed
53 documents referencing PrescQIPP guidance, or other unreliable sources, in the table in
Appendix 2.

RMOC (South)

On the 4th July Lord O’'Shaughnessy responded to a Parliamentary Question from Lord Hunt to
say that:

“Advice developed by the Regional Medicines Optimisation Committee (South) will, be

made available to CCGs to support a consistent national approach to the on-going
prescribing of liothyronine.” (L-T3).

In their March 2018 minutes, RMOC (South) say they now have draft guidance which they are
circulating to specialists for input before they are finalised.
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However, we found only one mention in one CCG’s Meeting Minutes that they were awaiting the
Regional Medicines Optimisation Committee’s “RMOC” guidance and, to the best of our
knowledge, the RMOC only reached out for feedback from three patient organisations involved
in the preparation of this dossier, for input into their draft document towards the end of
September 2018. The BTA were not approached by RMOC and the RMOC have not yet
followed up BTA’s offer to provide feedback or advice.

Outstanding Questions

In some cases, we may not have seen the most recent documents from some areas as many
documents publicly available on the internet are not regularly updated, and some are not online
at all, therefore we had to email some CCGs for their policies.

The table in Appendix 2 illustrates how issues are recurring across the country, but is only a
snapshot. A more thorough review by the Department of Health or NHS England is needed.

We question the rationale for not having consistent up to date guidance across the NHS and we
trust NHS England can now ensure all CCG and health authority policies and information
documents, in respect of L-T3, are looked into and that the issues we highlight will be
addressed.

We also question the monetary cost to the NHS of all of these separate sets of guidelines being
produced.

The human cost is illustrated by the patient stories in the following section and Appendix 1.
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Summary of patient experiences

We have been contacted by more than 400 affected patients all over the country, including
some in Scotland, and have shared a small selection of the stories we have received, along with
patient letters from their clinicians and local healthcare authorities, in Appendix 1.

The patients’ evidence reveals the harm being done and the human impact of national guidance
not being followed. These individuals - and all other affected patients - require urgent
intervention in their cases. We note there will be affected patients who may not have the
capacity to proactively seek help, since it is recognised that the symptoms of undertreated
hypothyroidism can include an impaired cognitive function and debilitating apathy. We urge NHS
England to proactively seek to protect these patients from harm.

Each of the stories has been anonymised and the patients have given their permission to be
included in this dossier.

The common themes are:

e Patients who had been previously very unwell on L-T4 only, and then subsequently been
stable on L-T3, either on its own or in combination with L-T4, often for several years,
have been told that the NHS in their area will no longer prescribe it for them.

e The justifications for withdrawing treatment have been either cost related or because of
blood test results - patients’ well-being is being overlooked.

e Patients are being told the only way to prove to their CCG that they require L-T3 is for
them to stop taking it and become unwell - which is counter to BTA December 2016
guidance on L-T3® which states that if a patient is stable, disrupting their medication can
cause serious problems and is likely to be costly to rectify.

e Many described their condition as being “unable to function” on L-T4.
e When treated with L-T3, many patients reported that they “got their lives back”.

e When treated with L-T4 only, many patients report they were so unwell they had to give
up working.

e Many reported once taking L-T3 they were able to return to work having previously been
disabled. Several specifically stated they were able to return to high performing roles.

e Many described their improved condition by saying, “I can function again”.

e Many reported that, when they were not taking L-T3, they were given multiple other tests
and treatments which generally did not help them but will have been expensive for the
NHS.

12



e Many reported they felt that if they were no longer prescribed L-T3, having been stable
on it for some time, it was a life or death situation. Without this medicine, which had been
proven to help them so profoundly, they did not feel that their lives would be worth living.

e Patients who are having their medication withheld are either now sourcing it privately,
which many can ill afford and feel very uneasy about, or are finding their health
deteriorating without it, in some cases dramatically.

e Several patients have been told explicitly, sometimes in writing, by NHS
endocrinologists, GPs or health authorities, that the only way they can have L-T3, which
is acknowledged to help them, is by sourcing it outside the NHS as the NHS will not pay
for their medication.

e Several patients have been informed that they can have a private prescription from their
NHS doctor, but that the NHS will not pay for their medication.

In addition patients have reported to us that some pharmacists are refusing to fill L-T3
prescriptions and others are writing the cost of the L-T3 medication on the dispensing label
which is causing patient unease.

13



Appendix 1

A Selection of Patient Stories with NHS or CCG Letters

Case No.

Summarised

An ex-senior civil servant with hypothyroidism describes how she was so il
she lost the ability to function until she was prescribed L-T3, whereupon she
“got her life back”. Since 2017 she has been struggling with Norfolk CCG
refusal to allowed her to continue to be treated on the NHS, despite her NHS
endocrinologist’s support and confirmation that she could continue to be
prescribed L-T3.

After years of poor health and little improvement on L-T4 only, this patient
felt so much better on L-T3, prescribed by her GP. CCG stopped it and GP’s
hands have been tied. She feels abandoned by the NHS, angry and worried
and has had to resort to purchasing her medicine privately. 6 NHS letters
included.

Having been completely debilitated on L-T4 alone, L-T3 was transformative
for this patient’s well-being but she is now having to source privately due to a
blanket ban in her area. 3 NHS letters included.

A new patient (in Scotland) who is very unwell and desperate to try an
alternative treatment to L-T4. Both GP and endocrinologist have told her they
would like to offer her a trial but are not allowed to prescribe L-T3 by CCG
decree and that health boards across Scotland are all taking this position. 1
NHS letter included.

“What is considered well?” Patient, doctor and NHS authorities locked in
stalemate. Endocrinologist prescribed L-T3 and GP took over; patient was
thriving but CCG has now told them they won’t continue to fund the
treatment. GP is giving it on a one at a time basis rather than a repeat
prescription. Patient is constantly worried it will be stopped and it sounds as
though the doctor is clearly also finding the situation extremely stressful. 1
letter included along with quotes from local guidelines.
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Taken off L-T3 abruptly by her GP, gone from size 12 - 22 and feels
desperately ill after nine years of being stable and well. Shropshire CCG are
not responding to her concerns, meanwhile her health is deteriorating.

10

Multiple health problems for years including fertility problems, affecting her
work until L-T3 was prescribed. Now lives in fear of losing her prescription
and being returned to poor health.

11

Years of extremely poor health including fertility problems and heart
problems, recommended L-T3 by a leading clinician but her CCG refused it
on cost. She now sources it privately and, once started on L-T3, she was
pregnant within 6 weeks and is back working at a high pressure job and feels
she has her life back.

12

Both endocrinologist and GP want to prescribe L-T3 but the CCG says there
is no funding for it. A brief story backed up by 3 NHS letters.

18

Began to think about L-T3 after eight years of being unwell on L-T4 only. Has
been taking L-T3 since April 2013 and has found it has made an “amazing
difference to day to day life”.

Now struggling to get it on the NHS despite NHS endocrinologist support and
is having to purchase privately. Says, “I am incredulous and devastated that
NHS England are trying to deprescribe L-T3 as it is essential for some
hypothyroid patients like me.”

15



Case 1 Story

Patient statement:

| gradually developed the classic symptoms of underactive thyroid in about 1994 when |
was in my late forties. | was prescribed Levothyroxine (L-T4) and quickly returned to full
health.

In 2002 | developed the symptoms again but in a much more rapid and dramatic form
(extreme tiredness, lethargy, mental confusion, weight gain and sensitivity to cold). |
had a high-pressure role in the Civil Service and came close to being unable to function
at all. A consultant endocrinologist put me on a combination of L-T4 and Liothyronine
(L-T3) and | rapidly returned to full health again. | have taken 75mcg of L-T4 and 20mcg
of L-T3 ever since with many positive and no adverse effects.

In 2017 my GP referred me to a consultant endocrinologist at the Norfolk and Norwich
University Hospital, at the behest of the North Norfolk Clinical Commissioning Group.
The consultant supervised a trial which lasted from October 2017 to mid May 2018 to
attempt to ‘wean’ me off L-T3. L-T4 was gradually increased while L-T3 was reduced, to
nil in late April and May.

During the trial all the symptoms | experienced in 2002 returned. | rapidly became
mentally and physically very slow and lethargic and this time with noticeable muscle
weakness and poor digestion. Particularly hard to bear was the disrupted sleep pattern:
sometimes sleeping very deeply but waking very tired or hardly sleeping at all. Without
wanting to be dramatic, life without L-T3 for me is no life at all. | abandoned the trial in
mid-May.

| saw my consultant last week to review the trial results. She said unequivocally that she
agreed that | clearly needed L-T3 and she would prescribe it if she could, but she was
not able to (presumably because the CCG still embargoes it). She also confirmed that
she was happy with the current combination of L-T3 (20mcg) and L-T4 (75mcg) | take.

| was very hopeful that she would be able to prescribe L-T3 as | appear to fall within the
exception referred to in the NHS England Board Paper PB.30.11.2017/5" and following
a carefully audited trial of at least 3 months duration supervised by a consultant.
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Case 1 continued

The outcome of no on-going L-T3 prescription is particularly disappointing as my CCG
said, in response to a Freedom of Information request, that they expected to issue
guidance on exceptions by the end of January 2018.

And in response, to a letter from my MP, ----- ---- , they stated in a letter of 5 March
2018 that they were ‘working with local clinics to meet the outcome of the consultation
with regard to the NHS Specialist Endocrinologists making the decision if this
medication is needed and prescribing accordingly’. They also stated that the prescribing
of L-T3 for me ‘remains unchanged and the arrangements...(she)...has in place to
obtain her medication should continue’.

| am at a loss to understand what more | need to do to demonstrate my on-going need
for L-T3 and why, in these circumstances my CCG has not implemented the NHS
guidance and particularly why it is not honouring the promise it made to me.

It is difficult to explain the mental anguish all of this causes me. My health deteriorated
dramatically in 2002 and | have always been fearful of the same thing happening again
if L-T3 was withdrawn. The fact that the NHS consultation process recognised that there
were people like me, with normal blood test results, but with real, debilitating symptoms
gave me hope that my L-T3 would continue. | am now having to research private
prescriptions or sourcing the drug of uncertain quality from the internet. At 71 | had
hoped for a quiet retirement, but the torture continues!

7 September 2018

NHS Letter follows from Norfolk CCG:
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Case 2 Story

Patient statement:

| was eventually diagnosed with hypothyroidism after many years of ill health and was put on
L-T4. Although initially there was some improvement, | continued to feel unwell for many years. |
then consulted an endocrinologist who added L-T3 to the L-T4.

It was incredible how different | felt, my health was improved remarkably and as far as | was
concerned it was a miracle pill that had given me back my life and my mind.

| was prescribed L-T3 by my NHS GP from 2007 when the cost was minimal, until November
2014 when the CCG decided that the cost was too much and that L-T4 was all they would
‘allow’ GPs or endocrinologists to prescribe. My GP was very sorry about this situation, but said
her hands were tied.

| wrote to the CCG and my MP, but made no progress. | had a private blood test that showed |
have a faulty gene that impairs L-T4 to L-T3 conversion, but even this was of no interest to the
CCG or my GP, they were adamant they would no longer prescribe the L-T3 that | badly
needed.

| have been forced into buying L-T3 from the internet ever since in order to maintain my good
health. | am now managing my hypothyroidism myself with private blood tests. All the doctors
have since left my GP practice so | lost my excellent GP who used to oversee my medication.

| feel completely abandoned by the National Health Service and angry that | have to buy my
own medication when it should be available on the NHS. | am 68 years old and am still

working, albeit part time, which | wouldn’t be able to do without L-T3. | do live with the constant
worry that one day | won't be able to obtain the medication | need via the internet, but for the
time being | am enjoying my good health and leading a full life thanks to L-T3.

NHS correspondence follows:
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Case 3 Story

Patient statement:

“Like thousands of other UK patients, | cannot have a prescription for L-T3 from my GP or my
endocrinologist. | am left in a frightening place.

1990 - | was given Radioactive lodine treatment for hyperthyroidism; this subsequently
made me hypothyroid. | was prescribed L-T4, functioning well on it for 24 years.

2014 - Everything began changing. | became extremely ill with many symptoms including
pain, but my worst symptom was utter overwhelming exhaustion. | was often too weak to
stand unsupported; | was breathless doing most things; | could not cook, do housework or
go shopping; | spent much of my days lying down; | developed hypoglycaemia; my
cholesterol went very high; | lost lots of hair; | had such ‘brain fog’ that | could not take in
what people said to me; | was unable to drive more than a couple of miles, as | couldn’t think
what to do with the controls or what to do on the road; | cancelled holidays as it was too
exhausting even to sit in a car; | was unable to visit my 97 year old mum to help her (this
upsets me greatly, as she died soon after | was finally well). If | hadn’t already retired, |
would have had to resign my job. This continued for nearly 2 years.

My GP referred me to 3 consultants; | pressed the third to let me try L-T3, as | realised that my
L-T3 level blood results were very low, despite my high level of L-T4.

May 2016 - My GP gave me a 4-week NHS frial of L-T3. | got my life back - a life-changer.

June 2016 - Despite agreeing that L-T3 was working for me, my GP was stopped from
prescribing more L-T3 by South Norfolk CCG, due to the cost to the NHS. | had previously
mentioned that it was available cheaply from Europe; he apologised and said | would have to do
that in future. | am forced to buy it online from abroad - and trust that the tablets are genuine.

2017 - My NHS endocrinologist was interested in my private test showing | have a defective
DIO2 gene, so | do not properly convert L-T4 to the active L-T3. He took my case to the hospital
board, but they would not reinstate my L-T3 prescription. He appears sympathetic and agrees
that | need L-T3, but seems reluctant to put that in writing. He is very concerned that | am
buying L-T3 online, but says he is still unable to prescribe it. Yet | cannot function without it.

From 2016 - All Norfolk CCGs ‘double red-tagged’ L-T3, meaning it cannot be prescribed for
hypothyroidism in secondary or primary care.
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Case 3 continued.

As a member of Thyroid Support Group Norfolk, we have met the CCGs twice to discuss this;
but they have not yet made a decision

on L-T3 since the NHSE Consultation recommendations of November 2017. After we saw the
document one committee had written concerning L-T3, we submitted a critique of it to their next
committee, as the evidential document contained many errors, and quoted several

superseded statements from eg British Thyroid Association. We believe it has been

discussed by four committees, but we cannot ascertain any of their decisions.

Since June 2016 — Now self-medicating on L-T3, | work as a school governor, part-run my
local choir, help look after twin toddler granddaughters, run my home and contribute greatly
to the Thyroid Campaign both locally and nationally. | need far fewer doctors’ appointments.
Some patients need L-T3 to have quality of life, and to contribute to society — | am one of
them.”

NHS correspondence follows:
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Case 4 Story

Patient statement:

I am not sure if my story will be relevant as | live in Scotland and it's my endocrinologist who is
not allowed to write me a prescription but here it is...

| was diagnosed with Hypothyroidism in December 2016, | had gone to see my GP with a lump
on my neck not thinking that it was connected in any way to how | had been feeling for the last
10 years or so. | was always tired, cold, found it hard to concentrate, very forgetful, had dry
skin, my hair was falling out, weight gain, constipation and neck and shoulder pain | told myself
that | was working too much or not getting to bed early enough and should get more sleep when
in reality | was sleeping 10 -12 hours a day minimum! | had even started nodding off when
driving.

The results of the tests came back and | was diagnosed with autoimmune thyroid disease which
meant my immune system was destroying my thyroid. | was started on Levothyroxine (L-T4)
and | thought OK that explains rather a lot and that | would be eventually back to normal,
whatever that was. Dose increase after dose increase followed and although | do not feel quite
as bad as | had been | still do not feel well. | wake up in the morning and | don't feel refreshed, |
still have shoulder pain - things like drying my hair or even picking up a kettle or hanging out a
load of washing hurt. My GP decided to refer me to Ninewells Hospital's endocrinology
department for further investigation.

| had my first appointment with my endocrinologist Dr ----- in November 2017. | was rather
excited as | thought this would appointment would be life changing | would get to try L-T3 and
hopefully live a normal life instead of this half life | lead at the moment. | was very disappointed
when the Dr told me that NHS Tayside had put a blanket ban on L-T3 and it was no longer
being prescribed due to the soaring cost. He took blood samples and to be quite honest | really
did not see the point as he had already said that | could not have L-T3 and | had resolved
myself to how | feel at the moment being as good as it gets. He also said that he thought there
were other things going on and down the line he would be looking at cognitive therapy, diet and
exercise plans, sleep apnea clinic and various other tests. | didn't think very much of him at this
point.

On 02/02/18 | went to see Dr ----- for round 2 | was really expecting nothing from him. He asked
me how | had been and | said | had been rather unwell at the New Year. | was driving home
from work when | started feeling rather strange and the world seemed to be zooming past me
and | wasn't able to concentrate very well but | made it home and fell asleep on the sofa and
woke up 12 hours later.
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Case 4 continued

This episode lasted for a week | had no energy, even making a cup of coffee drained me, | had
severe constipation although | had no reason to, was freezing cold even though the heating was
set to a tropical 24 and | was sleeping for 12-13 hours a day! He asked me what | wanted. |
replied a trial of L-T3 but you have said that is not possible. He said things had changed since
he had last seen me and that they were no longer taking patients off L-T3 and he was going to
recommend that | should start a trial of L-T3. He said he was unsure of the guidelines regarding
new prescriptions but he would find out that day. | was elated | could see a light at the end of
this rather dark and long tunnel.

As it turned out Dr ----- was not allowed to write out a prescription for me so then asked my GP if
they would fund it, they declined he then said he would apply for it through the hospital but it
may take a while as he had a paperwork to complete. | received a letter from in April him saying
the panel responsible for making decisions involving requests for non-formulary medications
had declined my request as they felt the clinical benefit does not match the cost of the therapy.
He has taken this to appeal for me and as yet we have not had any decision from NHS Tayside
so it looks as if my appeal has been unsuccessful.

NHS correspondence follows:
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Case 5 Story
Patient statement:

| attended an appointment with Dr. ----, Basildon Hospital, Thurrock
| was of the understanding that there would be a ‘number’ of endocrinologists there plus a
pharmacist. There wasn’t. That meeting took place between themselves.

The doctor would not allow me to record the meeting — said he needed to take legal advice and
would refuse the appointment.

A discussion had taken place between them regarding new patients — they would look at
individual requests and pre-existing — arguing who should pay, why not primary care?
He said even if was to write the prescription, his pharmacy are refusing to dispense. | asked on

what grounds? Chief Executive is saying no prescribing of L-T3 from secondary care.

He is and always has been open to L-T3 therapy. Is now under so much pressure he is
considering stopping prescribing altogether. Thinking of not prescribing L-T3 at all.

Is calling a multi-disciplinary with his team as to what is considered ‘well’.

Liaison between primary and secondary care will contact the CCG for clarification on who
should prescribe for existing, stabilised patients who cannot be switched to L-T4.

They await clarification of the local guidelines. Until then GP should continue to prescribe
Write to Chief Executive — new one coming in 1% August [name redacted].

| discussed my symptoms when taking L-T4 medication and asked if he felt that was someone
living ‘well’. After some dithering, he conceded that living with the symptoms ‘would be difficult’

To be fair, the local guidelines are misleading where prescribing is concerned... They state that:

Prescribers should not accept new requests to prescribe liothyronine or Armour ® Thyroid for
hypothyroidism.

47



Case 5 continued

e Patients already stabilised on longstanding liothyronine (T3) or Armour ® Thyroid
should be switched to an equivalent dose of levothyroxine (L-T4). As per NHSE
guidance on ‘ltems which should not routinely be prescribed in primary care’
responsibility for this lies with a consultant Endocrinologist. If GPs wish to switch any
patients see table below for switching advice from BTUH.

e The Royal College of Physicians considers liothyronine to be a specialist medication
which should be prescribed by specialist endocrinologists. In existing patients where
switching to an equivalent dose of levothyroxine is not possible or has failed then
patients should be referred back to the specialist for continuation of prescribing. The
Medicines Management Team recognise that in exceptional cases that prescribing may
need to remain in primary care must be considered as an IFR.

e Patients taking liothyronine due to intolerance to levothyroxine tablets (e.g. lactose
intolerance) should be reviewed and switched to the levothyroxine manufactured by

TEVA which is suitable in lactose and galactose intolerance.

e Patients who decline to the switch or are intolerant are to be referred to the
Endocrinologist.

NHS correspondence follows:
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Case 9 Story

Patient statement:

After 40 yrs of being prescribed L-T4, and additionally L-T3 for the last 9 of those years, last
August 2017, within a couple of weeks of each other, my GP reduced my L-T4 by almost half
and summarily withdrew my L-T3 completely, allegedly at the instruction of the CCG. Despite
this catastrophic change to my long-term medication, my GP has not subsequently tested my
FT3 to monitor the effect of withdrawing my L-T3, and has tested my TSH only once. Despite
having limited resources and having been forced to retire due to my decline in health, | paid to
have a private blood test carried out in January 2018, the results being:

TSH 2.46 (0.27 - 4.3)
FT4 14.5 (12.0 - 23.0)
FT3 32 (3.1-6.8)

As you can see, the FT3 is almost out of range and clearly too low to support healthy
functioning. | plan to have a further test to track any changes over time as | had now been
without my L-T3 / on the low dose of L-T4 for a considerable time. However, my weight has
increased quite literally day by day, and I've gone from a healthy size 12 to a very unhealthy
size 22 - at only 5 1" and with a heart condition, kyphoscoliosis, and full length spinal
deterioration, this is devastating.

| also had a DIO2 (T92A) re225014 gene test carried out by Regenerus, the results being
Homozygous variant genotype AA, the consequence of which is ‘a decreased ability of the
enzyme to generate the active L-T3 hormone, and is associated with insulin resistance and
obesity.’

My new Endocrinologist said, in response to my story, ‘I'm not surprised you feel ill' and offered
to recommend reinstatement of L-T3 to my GP, and to manage my care with a view, amazingly,
to increasing my previous dose of 20mcg to 40mcg. A copy of his January letter to my GP is
attached (see doc ST3.1). The response from my GP and/or CCG? A deafening silence. A
second GP agreed in March to write to the CCG - I've met with silence since then too.
Meanwhile my health continues to deteriorate.

In March my MP also wrote to the CCG on my behalf, but again, no response whatsoever. | am

simply being ignored, after a lifetime of paying in to the NHS - whilst my overall health
deteriorates and the resultant demand on a wide range of NHS services ensues.
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Case 9 continued

I now feel desperately unwell, fatigued, breathless etc. with considerable associated hair loss
and dental deterioration, and with very poor cognitive and memory functions.

| desperately hope the very immediate specific problem of L-T3 prescribing can be quickly
overturned.

See Document referred to by Shropshire CCG re: L-T3".

NHS correspondence follows:
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Case 10 Story

Patient statement:

I'm 47 female with Hashimoto’s thyroid disease. | was borderline for a long time and finally
diagnosed about 15 years ago after my second child. | struggled to get pregnant and ended up
on the fertility drug, Clomid.

After my second child | was feeling awful and was told that | had hypothyroidism take this pill
and that's it. For a few years L-T4 seemed to work OK; | struggled with weight gain but
otherwise | managed.

As the years passed | felt half the woman | was, brain fog, fatigue, low blood pressure, joint
pain. The list went on and on. Eventually | was struggling to get out of bed, or look after my
children let alone myself. My weight crept up, | felt awful constantly.

My L-T4 was raised and | was sent away. | begged my GP for help. Eventually | started doing
my own research, | read about NDT the good and the bad and also L-T3.

When | was referred to an endocrinologist | asked about help. | was told my TSH was fine and
that the other stuff was quackery. | came away and continued to decline in health another
endocrinologist appointment diagnosing chronic fatigue syndrome.

Still ill, 1 continued to visit my GP, along came raised liver enzymes, b12 deficiency, folate
deficiency, fatty liver disease, high blood pressure, hair loss, severe hot/cold intolerance, head

sweats, palpitations, dizziness, fibromyalgia, the list was endless.

Eventually my feet and ankles started swelling and | had 15 back to back infections. | took
antibiotics for water infections, chest Infections, skin infections. You name it | caught it.

I had stomach problems and had 3 attempts at h-pylori treatment, my joints were unbearable so
| had private blood tests.

It showed | had high antibodies and a very poor T4 to T3 ratio and it was suggested | wasn't
converting very well. | honestly thought | was dying and so did my husband.

| researched an endocrinologist who didn't specialise in diabetes and asked for a new referral. |
was given a trial of L-T3 and my life changed!
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Case 10 continued
| have energy, my palpitations, high blood pressure, liver enzymes, head sweats, cold /heat
intolerance etc have gone completely. | have had not a single infection, my joints pain is more

manageable my skin in no longer flaky and dry. There are so many important improvements.

| can function again, the years of poor treatment have left their mark on me. | have B12
injections every 8 weeks and now see a rheumatologist and | have a life.

| will be forever grateful for my L-T3 but live in fear that | will have it removed at anytime due to
the cost and funding issues.

Thank you for looking into this issue and to listening to the thousands like me for whom L-T4 is
not working for and we are left fighting for our lives dying a slow uneventful death.

L-T3 saved me. That's the long and short of it.

Thanks for listening.
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Case 11 Story

Patient statement:

| was diagnosed with under active thyroid 6 years ago, at the age of 31. I'd years of feeling off,
tired, bad immune system, I'd constantly have tonsillitis. Every time | went to the doctor | was
told | had low iron - even though | took iron tablets.

Anyway, finally after being threatened with losing my job, due to my sick record, a locum doctor
at my surgery decided he would take a full blood count (it took 4 years to get a full blood count
even though | had many of the underactive thyroid symptoms).

Taking L-T4, never made me feel any different even though | was told | was now well. So all my
tiredness and rundown was clearly my lifestyle and stress. | was very active- competing in an
Ironman just before | started L-T4 , yet my weight was going up!

| continued to struggle to train. Still my doc said all was fine. | got married and we were trying for
children, with no luck, my doc put us forward for IVF. We went through this process,
miscarrying. At no point did anyone point to my thyroid.

| eventually fell pregnant and had the most awful pregnancy. Struggling to function. | was signed
off work for the entire pregnancy. | was always told my thyroid was fine - even though having
since seeing my test results my thyroid was not fine. It was in the gutter - but the magical TSH
was low. So no further treatment was proposed.

After that | started getting heart problems. This was investigated and put down to stress!!
Ectopic beats - we won’'t do anything as your resting heart rate is low (45). | went to see a
specialist thyroid doctor- best thing | ever done. | went to see Dr ----. Who agreed that | was very
undermedicated and wrote to my GP to have my L-T4 increased as this would increase my
L-T3. | felt slightly better, but | still want right. Dr ---- agreed to write again to my doctor to
prescribe L-T3. My doctor and the NHS endo refused, clearly stating price as the main reason.
Also, they refuse to test L-T3 in our region, so definitely no.

| now source my L-T3 from abroad - for £50 per year.

6 weeks after starting L-T3 (after another miscarriage) | was pregnant. Coincidence? | doubt it. |
went on to have a successful pregnancy, which was much easier than the last.
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Case 11 continued

You need to get this situation sorted. Thousands - of mainly women - are in the same position
as me. I'm back at work, rarely sick, and my life is nearly normal. | couldn’t function without this
drug. | should be able to access it on the NHS. Having it saves the country money as I'm able to
work and not be on benefits. | work in a high pressure active job and have done for 20 years. |
serve my country and | feel let down by the NHS’s policies and my MP should be standing up
for me.
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Case 12 Story

Patient statement:

“l was finally told by my endocrinologist in January 2018 that | would benefit from L-T3, however
he referred me back to my GP for a prescription. My GP requested funding as advised by the
endocrinologist but this funding was refused.

Please see attached letters for confirmation of these facts.
My GP and my endocrinologist both agree | need L-T3 but nobody will give me a prescription,

meanwhile | am too ill to work or effectively care for my autistic child as my doctors have both
informed me that | have poor conversion of L-T4 to L-T3, due to this my body can not function

properly.”

NHS correspondence follows:
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Case 18 Story

Patient statement:

Here is my thyroid story. | was diagnosed initially in 2007 as sub-clinical hypothyroid following a
visit to the GP. After a year, | was tested again and my TSH was 2.9 (0.3- 4.2) and my L-T4 was
10.3 (12-22) and therefore below range. L-T3 was not tested. | had a myriad of symptoms
including Depression/low mood and high cholesterol.

| was told | had become hypothyroid and put on a low dose of L-T4 (25mcg). This was
increased over time to 50mcg, then by summer 2014, | was on 100mcg mainly because | felt no
better, not because of the TSH or L-T4 levels. The GP kept wanting to reduce my dose and
eventually insisted | reduce the dose of L-T4 to 75mcg/100mcg.

By that winter | was feeling very depressed and low. By Feb 2015, | had realised that despite
taking L-T4, none of my symptoms had changed. In fact symptoms had worsened. | saw the GP
who told me that my TSH was too low. My TSH was 0.11 (0.3-4.2). | told my GP that | didn’t feel
well on my current meds and was still suffering with many symptoms.

| began to realise that it was not unusual to continue to feel unwell on L-T4 alone and that |
couldn’t go on feeling as | did. | felt as though | was living a half-life.

In desperation, | went to see my Pharmacist, who told me that | could safely increase my L-T4
and that if | felt better after 2 weeks, she would write to the GP and ask for a medicine review. |
increased the L-T4 slightly to 100mcg and 75mcg alternate days. | went back to the Pharmacist
after 2 weeks and told her that | had immediately felt better. On the downside, though my head
felt strange, a bit like a muzzy hangover feeling and | had slight palpitations.

In September 2015, | had blood tests which showed my TSH as 0.45 (0.3-4.2) and L-T4 as 20.4
(12-22) and L-T3 3.9 (3.1-6.8). | had heard about L-T3 and that it helped some hypothyroid
sufferers to feel better and | began to wonder if this would help me. | wondered if | had a faulty
gene DIO2 where the conversion from L-T4 to L-T3 is less efficient. | arranged for a private test
and this confirmed that | had a the polymorphism DIOZ2.

| asked my GP to refer me to an Endocrinologist. In the meantime, | bought some L-T3 online
from a recommended supplier and topped this up on a subsequent visit to Greece. Before
taking any, | recorded my blood pressure, pulse, basal temperature and weight while on
100/75mcg L-T4 daily up to 1st April 16. By this time | noted additional symptoms including
insomnia, even drier skin and fragile nails, and weird cramps.
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Case 18 continued

In April 2016, | started to take 75 mcg L-T4 daily and kept records of any change in symptoms.
In May 2016 | added 6.25mcg L-T3 by splitting the 25mcg tablet into 4 and continued to record
my clinical data blood pressure, etc. | gradually increased my L-T3 dose until | was on
18.75mcg L-T3 and 50mcg L-T4 daily.

When [ finally got to see the Endocrinologist in Dec 2016, | took all my clinical records with me
and showed him the slowly increasing doses of L-T3 that | had taken.

The Endocrinologist recommended a change of dose to 25mcg x L-T3 daily + 50mcg L-T4. He
agreed to oversee me on L-T3, provided | source it myself. | was over the moon that he was
going to oversee me on my treatment plan as | had never wanted to self-medicate, but felt | had
no choice, but less than delighted that | was expected to source the medicine myself. | told him
that | had experienced a significant improvement in my symptoms.

He subsequently wrote to me in March 17, effectively making a complete U-turn. He noted that
while | had a number of symptoms that suggested ‘under’ replacement, he suggested that my
‘hypothyroid symptoms’ may not fully resolve no matter what combination of thyroid hormone |
may take. He suggested that my blood tests showed ‘over replacement’. My Feb 17 results that
he based this letter on, were TSH 0.01 (0.27-4.20), Free T4 9.15 (12-22) and T3 6.5 (3.1-6.8).
Nothing in my other clinical measures indicated that | was over-medicated and the
Endocrinologist admitted that, “I accept that you have no symptoms of over-replacement with
thyroid hormone at the moment (even though the biochemical test suggests over-replacement).
He suggested however, that | continue on 50mcg L-T4 and 25mcg L-T3 and offered to continue
to monitor me every 3 months.

| remained on this dose until recently when | began to feel very tired and needing a daytime nap
again and also feeling inexplicably emotional. Also my weight loss had reached a hiatus. | called
and left a message for the Endo who agreed for me to increase to 31.25mcg L-T3 daily and cut
L-T4 to 50mcg/25mcg alternate days. | have picked up again and not feeling so tired. | am due
blood test results next in December when | also have an appointment with the Endocrinologist.

I would not under any circumstances wish to go back on to L-T4 monotherapy. Although |
sometimes feel less than optimal on combination therapy of L-T4/L-T3, the difference in my day
to day life is amazing. | no longer fall asleep on the sofa in the evenings. | suffer less with
constipation. | have slowly lost some weight whereas before | struggled even to maintain my
weight. Since being on L-T3, | have not experienced heartburn and yet this had become a
regular occurrence. My blood pressure, pulse and temperature remain very constant. People
have noticed that | look well because my face has lost some of that unhealthy puffy appearance.
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Case 18 continued

I am incredulous and devastated that NHS England are trying to deprescribe L-T3 as it is
essential for some hypothyroid patients like me. | do not see how | can maintain sufficient levels
of L-T3 in my body (which is the active hormone and needed for every cell in the body) if | am
unable to convert L-T4 to L-T3 efficiently because of the faulty DIO2 gene. | fail to see why | am
unable to be prescribed this medicine that | need for life on the NHS. | accept there are cost
issues, but since L-T3 is available in other countries at a tiny fraction of the price in the UK
(where a monopoly has existed) | am hopeful that this outrageous bad practice of price hiking
will be stopped.

Update to Case 18 submitted September 2018

14th September 2018: My Endocrinologist has sent me the results of my T3 ‘all day curve’ test .
The reason he gave for the test was to ‘prove’ | am an exception, in order to help him to
complete the IFR for T3 on the NHS. This is what he said:

Apologies for the delay in getting back to you regarding your T3 profile from last month. The
results came in from the laboratory whilst | was away on annual leave and | have been "playing
catch-up" since returning to work earlier this week.

I have attached copies of the results for your perusal. It looks as if your free T3 levels rise very
significantly (to twice the upper end of the normal reference range) following your dose of
Liothyronine in the morning. As you know, | was wondering whether this day curve was going to
show relatively normal free T3 levels (or perhaps only slightly above the upper end of the
normal reference range) but, in fact. the levels do seem to peak quite significantly following your
dose of Liothyronine. | suspect that if | put this information into your Individual Funding Request,
the Panel may suggest that you are being "over-treated”. However, as | have explained to you
previously, even if | do not provide the information on your free T3 day curve, the Panel is likely
to reject the request due to my inability to prove "clinical exceptionality”.

I would be grateful if you could mull over the contents of this letter in the next instance and let
me know how you feel | should proceed in this matter. As | have also explained to you in the
past, it takes me a very significant period of time to complete the very detailed funding request
forms and with the enormous amount of work already building-up in my office, | am not sure
when | will have the two hours to be able to complete this adequately on your behalf.

NHS letter follows:

Also see Brighton and Hove L-T3 patient information leaflet®:
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Meridian Surgery
D r & P artners Anchor Healthcare Centre

D Meridian Way
r
Dr Peacehaven
Dr BN10 8NF
Dr
Dr Tel: 01273 588200
(Specialist Practitioner/Nurse Mgr) Fax: 01273 589025
S
“KREEETEE
05/04/2018
Dear dSMu—.
Thank you for your letter regarding thyroid treatment which was addressed to our practice
manager

| am sorry to hear that you have been experiencing problems with treatment of your thyroid
disease.

With my limited expertise, | can advise that CCG has taken the decision to blacklist
Liothyronine based on lack of cost-effectiveness. | can’t answer the question as why
Liothyronine is so expensive in 2018 compared to 2007 or compared to Greece, but the
data around the effectiveness of Liothyronine is insufficient while cost of it is £20.8 million
nationally. I am enclosing the letter which you may have come across from our joint
formulary website, about Liothyronine.

BTA advises for patient to stay on Liothyronine on N1 trial, which basically means that you
should be monitored by the consultant who wiil also prescribe it.

| am happy to pass your letter to our Medicines Management team at the CCG for further
information.

Please be advised that there is an NHS Complainis Advocate available to help you:

Telephone: 0300 330 5454
Fax: 0330 088 3762

Website:  http://nhscomplaintsadvocacy.org

If you are unhappy about any aspect of our response to your complaint, you should
contact the parliamentary and health service ombudsman:

Email: phso.enquiries@ombudsman.org.uk
Telephone: 0345 015 4033
Fax: 0300 061 4000

Address: Parliamentary and Health Service Ombudsman
Millbank Tower
Millbank
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Appendix 2

NHS documents reviewed:

In the local authority and national documents that we reviewed we found the following issues
(please note that the counts given relate to the total number of documents reviewed):

1.

Seventy seven apply a selective use of the national guidelines. They make blanket
assertions that L-T3 is ineffective and therefore cannot be prescribed. These documents
fail to include reference to the latest BTA guidance that deals with the small subset of
patients who derive clinical benefit from L-T3 treatment, and states clearly that treatment
for these patients should not be disrupted.

Only ten of those we reviewed are, we believe, in line with the BTA latest guidance - that
where a patient derives benefit from the medicine, and has accepted the risks, their
treatment should not be disrupted and they do not need to see a specialist
endocrinologist.

NHS England guidance states that only in ‘exceptional’ cases should patients be
prescribed L-T3. The BTA December 2016 guidance included in NHS England's latest
guidance provides clarity on this matter. However, 75 documents fail to share this clarity
(and in many cases wrongly define exceptionality as being exclusively thyroid cancer
patients, patients with liver damage and patients with acute thyroid storm). Thus many
patients who qualify for treatment with L-T3 according to national guidance are being
told they are not exceptional enough.

10% of the documents we reviewed refer to NHS England’s most recent guidance to
CCGs - that decisions regarding ongoing prescribing of L-T3 should be made through an
individual patient funding approval process - which is putting undue strain on doctors
and patients. Based on the BTA guidance statements of December 20163, a decision to
continue to prescribe L-T3 should be straightforward and based on the judgement of a
specialist clinician or GP.

Local authority formulary documents identify L-T3 as a "Do Not Prescribe"/DNP, Black,
Red, Red/Restricted, Double Red, Grey, Orange or Amber drug - which is creating
barriers for those patients who need it to be prescribed and for doctors who need to be
able to prescribe, putting unnecessary pressure in the system. We found this in thirty
nine documents, 27% of the total number we reviewed.

50% emphasise the cost of L-T3 and fail to advise caution when switching patients from
L-T3 to L-T4, which may result in significant instability of thyroid status and potentially
undesirable clinical outcomes which may prove more costly than continuation with L-T3
therapy. (BTA December 2016 guidance?).
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7.

10.
11.

12.

13.

14.

20% state categorically that L-T3 is no longer available or not licensed for
hypothyroidism on the NHS.

36% make reference to other documents that appear to be out of date, inaccurate or
irrelevant, such as the PrescQIPP guidance for CCG subscribers'®, long lists of
inconclusive small scale research studies or MHRA concerns regarding the quality of
L-T3 supply in 2013 which has since been addressed and has also applied to L-T4
supplies in the past so is not relevant, whilst references to the latest BTA 2015 and
December 2016 guidance are buried or absent.

44% provide a link to the BTA Hypothyroidism Management Statement from 2015°
and/or previously issued guidance from the Royal College of Physicians (2011)*® and/or
NICE Clinical Knowledge Summary on Hypothyroidism®’, which was last fully updated in
April 2016 but there were no links to the latest BTA December 2016 clarifying guidance
statements on L-T3.

21% have no reference at all to BTA guidance.

21% mention the latest BTA guidance on L-T3 but it is buried within lengthy documents
rather than highlighted clearly and prominently and has no mention of the key clarifying
statements.

One document links to https://about.medicinescomplete.com (the Royal Pharmaceutical
Society website) for more information. We have requested details of what info on L-T3 is
contained on this site but have not yet been advised on this.

16% dictate that L-T3 can only be prescribed in secondary care which is not practical for
patients or clinicians and is causing unnecessary logistical and budget management
difficulties. National guidance states that L-T3 should only be initiated in secondary care
which is reasonable for a specialist drug. However, the established practice across the
NHS for specialist drugs which are required on an ongoing basis, is for specialists to
advise on (and sometimes initially prescribe) and for GPs to then take over prescribing
(under shared care agreements). The BTA December 2016 guidance?® recognises that “a
fraction of patients, especially those who have been on L-T3 treatment for many years,
may not attend secondary care clinics [...and...] the BTA position statement should in no
way be used as an endorsement for discontinuing L-T3”.

23% state that all individuals on L-T3 should be reviewed by a consultant, even when
patients are stable and well. Dorset Medicines Advisory Group'® states this review
should then take place annually, which may not be practical, given resource limitations in
secondary care, or required, according to the BTA guidance which states where a
patient is stable and well on L-T3 their treatment should not be changed and a stable
patient who does not feel unwell may only need to be reviewed annually by their GP.
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15.

16.

17.

18.

19.

20.

21.

22.

23.
24.

29% explicitly advise GPs to review patients on L-T3 and switch them to L-T4 unless
they are already under an endocrinologist's care - which is unreasonable when L-T3 is a
specialist medicine and treatment should not be changed without an endocrinologist’s
advice. Five guidance documents state that patients should be switched “if at all
possible” rather than if clinically appropriate.

29% contain inaccurate claims about L-T3, such as:

a) It requires multiple daily doses to maintain steady state

b) Itis the same as L-T4, just more expensive;

c) Overstating the extent of the evidence for safety of treatment by L-T4 and risks of
treatment with L-T3, including referring to specific research studies that are not
up to date and have been inconclusive.

The BTA 2015 statement on Management of Primary Hypothyroidism® says: 'There
should be recognition that there are not enough data to resolve clinical disagreement
amongst thyroid experts (called ‘clinical equipoise’) regarding treatment for
hypothyroidism.’

10% explicitly state that patients who have initially been prescribed privately are not
eligible for NHS treatment.

Northern Eastern and Western Devon CCG and South Devon and Torbay CCG*® have a
written protocol stating that, “Patients should be clearly told that Endocrinology will not
be able to prescribe doses of T3 >10mcg/day". This decision should be left to the
discretion of the clinician.

Four documents exclude the possibility of L-T3 only treatment (monotherapy). Patient
groups would expect that the decision to use monotherapy in exceptional cases should
be left to the discretion of the supervising NHS specialist clinician.

Twenty eight state categorically that no new patient can be started on L-T3, which
excludes new patients who may need it from the possibility of a trial.

Page 105 of a 119 page document by North Norfolk Clinical Commissioning Group?°
states that "CW reported that the prescribing of L-T3 has been stopped for all new
patients, this medication isn’t supported by the Royal College of Endocrinologists and
cost £250" (we are not aware that a ‘Royal College of Endocrinologists’ exists and can
find no reference to it).

Four CCGs report that they follow policies or formularies created by other CCGs rather
than national guidance.

Two CCGs report they are awaiting further guidance from RMOC (South).

Eight further documents from CCGs have been referenced in documents we have
reviewed. We have not had sight of these but they should be reviewed by the
Department of Health or NHS England.
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25. RMOC (South) 3rd May 2018 minutes?®' reported that new L-T3 guidance was in
development, however, input, from a limited selection of patient organisations, was only
sought for the first time on 12th September, with just one week given to respond to a
draft.

26. The PrescQIPP patient information leaflet*? includes a link stated to be to BTA guidance
on L-T3 but which displays an error page when it is clicked. NHS England includes a link
to the PrescQIPP patient information leaflet and we query why PrescQIPP’s leaflet is
shared by NHS England.

A summary table of these points is set out below:
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Appendix 3

Suggested Patient Pathway

The pathway below has been prepared by ITT, Thyroid UK and Thyroid Patient Advocacy
updated with small suggestions from the Midlands Thyroid Support Group, the Thyroid Trust
and the British Thyroid Association.

1 New patients currently undergoing a primary care trial of L-T3

Trial is allowed to continue under the care of the GP. If the trial is successful, care to continue
under care of GP. This will minimise disruption to the patient. If trial is not successful referral to
a thyroid specialist endocrinologist in secondary care with clear criteria on what constitutes
successful.

2 New patients currently undergoing a secondary care clinical trial of L-T3

Trial is allowed to continue under the care of a thyroid specialist endocrinologist to minimise
disruption to patient and secondary care. If trial is successful, care to be taken over by GP with
clear criteria on what constitutes successful.

3 Patient de-prescribed L-T3 by an endocrinologist (secondary care) against patient’s
wishes

If due to CCG protocol, patient is to have L-T3 reinstated immediately and care passed to
primary care. This is based on the recommendation of the British Thyroid Association
(December 2016)® who advise that a change in treatment can result in significant instability in
thyroid status which can actually cost more to address than continuing with L-T3.

4 Patient de-prescribed L-T3 by a GP against patient’s wishes

If due to CCG protocol, patient is to have L-T3 reinstated immediately and care reinstated in
primary care. This is based on the recommendation of the British Thyroid Association
(December 2016)® who advise that a change in treatment can result in significant instability in
thyroid status which can actually cost more to address than continuing with L-T3.

5 Patient transferred from NHS prescription to a named patient prescription by a GP
If clinical need has been established (either primary or secondary), but L-T3 has been
deprescribed due to CCG protocol, the patient is to have L-T3 reinstated immediately.

6 Patients who have been de-prescribed L-T3 by the GP without referral to a thyroid
specialist endocrinologist against patient’s wishes

The British Thyroid Association (December 2016)® advise that a change in treatment with L-T3
can result in a significant instability in thyroid status, which can take some time to address.

82



Therefore, in patients who are stable and well on L-T3 and who wish to continue taking,
treatment is not disrupted.

If the patient, on removal of L-T3, has become symptomatic and an increase in dose of L-T4
has not restored euthyroid state the GP should reinstate L-T3 prescription.

7 Patients established on L-T3 who are prescribed by NHS GP or endocrinologist

Option 1:

(Recommended) If the patient is well established and blood tests (including FT3) indicate
thyroid levels are well managed, do not review. Care to be continued in primary care without
referral. This will minimise secondary care resources and disruption to the patient.

Option 2:
Paper review of the patient by GP. Clear criteria provided for use in the review by GP (see
below) and may then be reviewed by a thyroid specialist endocrinologist.

Option 3:

Face to face secondary care patient review. Clear criteria for this should be set out (see below).
This option is not recommended because of the disruption to patients and resource impact on
secondary care.

8 Patients who have not been prescribed L-T3 but are symptomatic and may require
thyroid specialist endocrinologist review

When a patient remains symptomatic despite normal TSH and FT4 tests, national guidelines
recommend referral to a thyroid specialist endocrinologist and FT3 testing. While some patient
groups would also like testing for T3/T4 ratios and rT3 to be undertaken and genetic test results
to be taken into consideration to establish clinical need, it is noted that the BTA has suggested
that these criteria are controversial. Currently, hard evidence in favour of these criteria is lacking
and it is our understanding that they are not currently included in any guidelines (e.g. European
Thyroid Association, (ETA)) for combination L-T4/L-T3 treatment.

Thyroid blood tests are typically conducted every 6-8 weeks when establishing treatment dose.
To expedite treatment and minimise secondary care burden, where patients have obtained
recent private blood tests, these are accepted to speed up the treatment of patients.

9 Patients who have been prescribed L-T3 by a private endocrinologist

Where a patient opts to pay for private care, their entittement to NHS services remains and
should not be withdrawn. Patients who have had L-T3 initiated by a private endocrinologist and
who are deriving benefit from it and are stable should be transferred to primary care for
continuation of L-T3 treatment. Treatment with L-T3 is not outside normal clinical practice.
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10 Patients who have procured their own L-T3
The patient is referred to secondary care for review by a thyroid specialist endocrinologist.

11 Patients who have had a secondary care review and who have been recommended
L-T3 but GP has refused prescription

If secondary care has established clinical need tor L-T3, treatment should be passed to primary
care. If GP continues to refuse to prescribe L-T3, treatment regime should remain and continue
in secondary care.

12 Patient unhappy with result of review.
If a patient is unhappy with the outcome of a review there should be a right to appeal and a
second referral made to a named endocrinologist

To limit repeat referrals, patients should have the right to request a different endocrinologist if
the one they are referred to is known not to have the specialist knowledge required.

Proposed criteria for patient assessments

A. Confirmation from GP that patient had previously been prescribed L-T4 monotherapy
but remained symptomatic.

B. Confirmation that GP or endocrinologist attempted to optimise the L-T4 dose prior to
prescription of L-T3.

C. Provide test results of TSH, FT4 and FT3.

D. Some patient groups would also like to see testing of the T4/T3 ratio and where the

T4/T3 ratio is low, testing of rT3. However, it is noted that the BTA has suggested that

these criteria are controversial. Currently, hard evidence in favour of these criteria is

lacking and it is our understanding that they are not currently included in any guidelines

(e.g. ETA) for combination T4/T3 treatment

Provide comparison of levels of symptoms on L-T4 to L-T4 plus L-T3.

F. Patient self-assessment of their health and wellbeing on L-T4 plus L-T3.

G. Some patient groups would also like to explore whether there is a genetic predisposition
to poor conversion providing any corroborating test results. However, it is noted that the
BTA has suggested that these criteria are controversial. Currently, hard evidence in
favour of these criteria is lacking and it is our understanding that they are not currently
included in any guidelines (e.g. ETA) for combination L-T4/L-T3 treatment.

H. Check for other underlying conditions that mean a patient may not absorb L-T4, such as
gut issues or any other conditions that may be causing symptoms. Provide any
corroborating test results.

I. Check to see if there has been a reduction in other non-thyroid treatments as a
consequence of treatment with L-T3.

J. Check to see if other medications have been altered which may account for the
reduction in symptoms.

m
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Appendix 4

Detailed Review of the ‘East of England PAC Guidance
Statement, liothyronine all indications’ document.

The East of England Priorities Advisory Committee (PAC), (which is a function of PrescQIPP),
supplied a copy of the East of England PAC Guidance Statement, “Liothyronine (all
indications)"*, document to Thyroid Support Group Norfolk.

A few days after this, a joint and detailed review of the document was carried out by Thyroid
Support Group Norfolk, ITT, TUK and TPA patient groups and sent to PAC in August 2018,
The patient groups agreed that it was so extensively problematic that it required a

prompt response, to flag up that it contained serious issues.

The PAC document appears to be based on PrescQIPP Bulletin 121'°, which does not seem to
be in line with NHS England guidance? or British Thyroid Association (BTA) guidance®. Both of
these recognise that a small but significant number of patients, despite having ‘normal’ thyroid
function tests, do not feel well on L-T4 alone.

The BTA states that clinical need should come before financial considerations and they
therefore do not support the practice of sudden withdrawal of L-T3 therapy. They state that
“Patients established on L-T3 who continue to derive benefit from its use should continue to use
it”.3

We believe that both the PAC document and the PrescQIPP Bulletin 121 are being used in
many local guidance documents to inform CCGs around the country.
Therefore it is necessary to raise concerns

The main concerns raised in the review are as follows:

e The statement that, “Levothyroxine monotherapy is the treatment of choice for
hypothyroidism.  There is no consistent evidence to support the routine use of
liothyronine in the management of hypothyroidism, either alone or in combination with
levothyroxine.” In fact, there is published evidence to support the use of liothyronine for

treating hypothyroidism.

e The list regarding the criteria for accessing funding for liothyronine is incomplete.
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e There is a lack of clarity around:

a) who should initiate treatment

b) who has clinical responsibility for ongoing prescribing of liothyronine and

c) who has clinical responsibility for the switching of patients to levothyroxine if
clinically appropriate

e There are errors and omissions in the background and key points section of the
guidance such as incorrectly referring to L-T4 as an active hormone, the use of

out-dated clinical papers and omitting reference to the 2016 BTA guidance.

Due to the above concerns and lack of references to support other statements, the PAC
guidance needs to undergo an independent review at the earliest opportunity.
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Appendix 5

Analysis of NHS England open prescribing data for L-T3

Dr Peter Taylor MRCP MSc PhD, of the Thyroid Research Group at Cardiff University, has
analysed NHS England open prescribing data?® and identified widespread variation in L-T3
prescriptions per 1000 L-T4 prescriptions by CCG - revealing almost a 50 fold variation between
CCGs.

On the map in figure 1 below, the brighter the colour the more T3 prescriptions.

The graphs in figure 2 and 3 show changes in median L-T3 prescribing over time - and how it
relates to total cost of L-T3 each month. As price rises, L-T3 prescriptions fall.

Figure 3 shows how less L-T3 is given in CCGs where there are greater levels of deprivation
and is a powerful illustration of significant health inequality for thyroid patients in poorer areas.

Manuscript submitted for publication.
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Figure 1

OpenPrescribing.net, EBM DatalLab, University of Oxford, 2017, analysis by Dr Peter Taylor, Thyroid Research
Group, Cardiff University. Map created by Tableau Software
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Figure 2

OpenPrescribing.net, EBM DatalLab, University of Oxford, 2017, analysis by Dr Peter Taylor, Thyroid Research
Group, Cardiff University
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Figure 3

OpenPrescribing.net, EBM DatalLab, University of Oxford, 2017, analysis by Dr Peter Taylor, Thyroid Research
Group, Cardiff University.
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https://drive.google.com/open?id=1Uq4ZQKOXdFs3JUxf FTHt8awHO01ZeBj 7d3
CkYNzJ7M

Dorset Medicines Advisory Group liothyronine statement
https://drive.google.com/open?id=1gZbfuls_jGzqY20KTIVGgARKvCETXL-E
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http://bit.ly/2vPBSqs
https://www.england.nhs.uk/wp-content/uploads/2017/11/items-which-should-not-be-routinely-precscribed-in-pc-ccg-guidance.pdf
https://www.england.nhs.uk/wp-content/uploads/2017/11/items-which-should-not-be-routinely-precscribed-in-pc-ccg-guidance.pdf
http://www.british-thyroid-association.org/current-bta-guidelines-
https://www.gov.uk/government/news/drug-company-accused-of-abusing-its-position-to-overcharge-the-nhs
https://www.gov.uk/government/news/drug-company-accused-of-abusing-its-position-to-overcharge-the-nhs
https://www.parliament.uk/business/publications/written-questions-answers-statements/written-question/Lords/2018-06-21/HL8858/
https://www.parliament.uk/business/publications/written-questions-answers-statements/written-question/Lords/2018-06-21/HL8858/
https://www.parliament.uk/business/publications/written-questions-answers-statements/written-question/Lords/2018-07-23/HL9786/
https://www.parliament.uk/business/publications/written-questions-answers-statements/written-question/Lords/2018-07-23/HL9786/
https://docs.google.com/document/d/1C6HwFGNoe61S0jWeOVInSUOoTWiSdmQhHVI3hiyVU-s/edit?usp=sharing
https://docs.google.com/document/d/1C6HwFGNoe61S0jWeOVInSUOoTWiSdmQhHVI3hiyVU-s/edit?usp=sharing
https://drive.google.com/open?id=1izKUpBYwPnM0vCj4wQv5RA5U0Eih2oNq
http://www.british-thyroid-association.org/sandbox/bta2016/bta_statement_on_the_management_of_primary_hypothyroidism.pdf
http://www.british-thyroid-association.org/sandbox/bta2016/bta_statement_on_the_management_of_primary_hypothyroidism.pdf
https://www.prescqipp.info/
https://drive.google.com/open?id=1rqjF2OvsfE0cd_F6GkbaGV8BxHt8LpNu
http://www.shropshireccg.nhs.uk/media/1364/patient-information-changes-to-liothyronine-prescribing.pdf
http://www.shropshireccg.nhs.uk/media/1364/patient-information-changes-to-liothyronine-prescribing.pdf
https://drive.google.com/open?id=1dZ_8akJlpUNmYZIZCMLw1i370wFiAbu7
https://drive.google.com/open?id=1jNDH7SdZPwevMygnoV3fmFr3CnDtroZ0
https://drive.google.com/open?id=1vs7gxKYFvJD09Lh7Zi4Oa4KaaNU7qpN7.uk/media/1364/patient-information-changes-to-liothyronine-prescribing.pdf
https://drive.google.com/open?id=1vs7gxKYFvJD09Lh7Zi4Oa4KaaNU7qpN7.uk/media/1364/patient-information-changes-to-liothyronine-prescribing.pdf
https://drive.google.com/open?id=1ixD_1rTt5Laxh1bToPrxKagzH8g7seU3
https://drive.google.com/open?id=16R1MckkSkiw8KZH96Hy05o0GHlA6Kb3u
https://drive.google.com/open?id=1Uq4ZQKOXdFs3JUxf_FTHt8awH01ZeBj_7d3CkYNzJ7M
https://drive.google.com/open?id=1Uq4ZQKOXdFs3JUxf_FTHt8awH01ZeBj_7d3CkYNzJ7M
https://drive.google.com/open?id=1gZbfuls_jGzqY2oKTlVGqARkvcETxL-E

19.

20.

21.

22.

23.

24.

25.

Devon T3 Protocol
https://drive.google.com/open?id=1rAILCql700tEaFuHY4R-cM098zLKSg1T
North Norfolk 23rd May Agenda Pack
https://drive.google.com/open?id=1esN-Exx54Hsa50t5dwlIsRj5gTxDqH7R7
RMOC South Minutes May 2018
https://drive.google.com/open?id=1IvtTc6CvOnTiwZgxQHuu11nl8ezk89HD

The PrescQIPP patient information leaflet
https://drive.google.com/open?id=1HaNfGS8nj5MQi_-By2lL.5z6ea-vmsTJION

East of England PAC Guidance Statement, “Liothyronine all indications”*
document:
https://drive.google.com/file/d/1ixD_1rTt5Laxh1bToPrxKagzH8g7seU3/view

The review [by ITT, Thyroid Support Group Norfolk, TUK and TPA] of the East of
England PAC Guidance Statement, “Liothyronine all indications” document:
https://drive.google.com/file/d/1Kyd3JLdW-WZS90b5IxhOCtfSQYyQ4ucV/view?u
sp=sharing

https://openprescribing.net/, EBM DatalLab, University of Oxford, 2017
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https://drive.google.com/open?id=1rAlLCqI7oOtEaFuHY4R-cMo98zLKSg1T
https://drive.google.com/open?id=1esN-Exx54Hsa50t5dwlsRj5gTxDqH7R7
https://drive.google.com/open?id=1IvtTc6CvOnTiwZqxQHuu11nl8ezk89HD
https://drive.google.com/open?id=1HaNfGS8nj5MQi_-By2L5z6ea-vmsTJ9N
https://drive.google.com/file/d/1ixD_1rTt5Laxh1bToPrxKagzH8g7seU3/view
https://drive.google.com/file/d/1Kyd3JLdW-WZS9ob5lxhOCtfSQYyQ4ucV/view?usp=sharing
https://drive.google.com/file/d/1Kyd3JLdW-WZS9ob5lxhOCtfSQYyQ4ucV/view?usp=sharing
https://openprescribing.net/

British Thyroid Association, Public Address: Professor Krishna Chatterjee (President) or Dr Carla Moran (Secretary) , Institute of
Metabolic Science, Box 289, Addenbrookes Hospital, Hills Rd, Cambridge, CB2 0QQ Charity Number. 1119631

British Thyroid Foundation, Suite 12, One Sceptre House, Hornbeam Square North, Hornbeam Park, Harrogate HG2 8PB
Registered Charity England & Wales Number 1006391, Scotland SC046037

Midlands Thyroid Support Group, 16, Saracen Drive, Balsall Common, Coventry CV7 7UA
Thyroid Support Group Norfolk, 16, Alston Road, Hellesdon Park, Norwich NR6 5DS
Thyroid Patient Advocacy, 67 Clearmount Road, Weymouth, DT4 9LE Registered Charity Number 1138608

The Thyroid Trust, 15 Great College Street, London, SW1P 3RX (Working towards registering as a Charitable Incorporated
Organisation)

Thyroid UK, 32 Darcy Road, St Osyth, Clacton on Sea, Essex CO16 8QF Registered Charity Number 1125270
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