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BODYBUILDING SUPPLEMENTS

Is tamoxifen being sold to
bodybuilders?

Formore than 30 years, bodybuilders have taken
tamoxifen to prevent and treat gynaecomastia
caused by use of anabolic steroids.! > Usually,
tamoxifen is sourced from the illicit market.
However, bodybuilding discussion forums have
speculated that a dietary supplement called
Esto Suppress contains tamoxifen because the
label listed one of its chemical names (figure).
Foursamples were purchased at different times
between late 2011 and early 2012 and were
analysed using reference standards and gas
chromatography coupled with flame ionisation
and mass spectrometry detectors. Tamoxifen
was found in samples 1 (3.8 mg), 2 (0.9 mg),
and 3 (3.0 mg), but notin sample 4. The product
label suggested a dosage of two capsules a day,
which in the case of sample 1 may have provided
7.6 mg of tamoxifen; 10-20 mgis used clinically
fortreating gynaecomastia.’ Itis not known
whetherthe Esto Suppress currently being sold
still contains tamoxifen.

Since the 2000s, a growing number of
off-the-shelf “food,” “herbal,” or “dietary”
“supplements”—aimed at gym goers and people
wanting to lose weight or enhance their sex
lives—have contained pharmacologically active
substances.’ These include anabolic steroids,
erectogenics, stimulants, appetite suppressants,
and anxiolytics.” “ Some of these substances
have been withdrawn from use in medicines
owing to safety concerns, others have never
been tested in humans. Often the substances
are not listed on the labelling, and products may
be marketed as “natural,” exploiting the belief
thatthey are saferand healthier options.® In
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othercases, such as with Esto Suppress, only
an obscure reference is made to the substance,
such as a chemical name. Most users will be
unaware thatthey are taking these substances.
Healthcare professionals should ask their
patients about their use of “supplements” and
report suspected adverse reactions (in the UK:
https://yellowcard.mhra.gov.uk).
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OSELTAMIVIR AND ZANAMIVIR FOR FLU

DoH’s misguided alert on flu

On 27 January 2014, the Department of Health’s
chief medicaland pharmaceutical officers, Sally
Davies and Keith Ridge, wrote a “foraction”
alertto NHS England leads, GPs, and community
pharmacies endorsing the use of the antiviral
drugs oseltamivirand zanamivir for prophylaxis
andtreatment of flu.” The alert authorises GPs to
prescribe the drugs at NHS expense for defined
atrisk groups and certain other people.

Togetherwith now outdated National Institute
for Health and Care Excellence guidance,’ the
alertignores the authoritative Cochrane review
that shows the inadequacy of the underpinning
evidence.? Italso ignores multiple side effects
ofthese drugs listed on prescribing information,
aswell as the recent National Audit Office report
on the uncertain benefits of these drugs and the
huge amounts of health funds spent then wasted
when stockpiled supplies were destroyed.

The AllTrials initiative for open access to drug
trial data has exposed the scandal ofincomplete

presentation and concealment of data on

oseltamivirand zanamivir, the drugs endorsed by

this alert. The Cochrane review showed that data
from 60% of people involved in phase Ill trials of
oseltamivirwere never published. Thisincluded
the biggest treatment trial ever undertaken on
oseltamivirthatincluded just over 1400 people
of all ages; these data remain unavailable for
scrutiny by the scientific community.’

This alertinflicts risk on the public. It supports
drug manufacturers, notthe evidence based care
of patients and cost effective use of NHS funds.

We urge the Department of Health to withdraw
the alert; insist that the drug industry puts all
the evidence in the public domain; and review
and publish the evidence so that prescribers,
pharmacists, and the public are correctly
informed about these drugs.
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AUTOIMMUNE ENCEPHALITIS

Autoimmune encephalitis on
non-psychiatric wards in the UK

Autoimmune encephalitis is increasingly
recognised as a cause of acute psychiatric
disturbance. Affected patients usually require
admission to a neurology ward for assessment
and treatment, and they often display serious
psychiatric symptoms and disturbed behaviour.'?
We are worried about the safe management
of these patients on non-psychiatric wards.
Although “organic,” these conditions manifest
in a similar way to functional psychoses. They
require the expertise of psychiatrists and allied
professionals and a safe physical milieu for
appropriate management and use of the Mental
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Health Act where indicated. In our experience,

the behavioural management of these

patients on neurology wards is often difficult,

and physical harm has occurred to patients

themselves, fellow patients, and staff.

It would not be feasible to place these
patients in psychiatry units because of the
need for neurological assessment and physical
treatments. However, in the UK, psychiatric
inpatient units are often distant from acute
hospitals and the operational systems
surrounding psychiatry and neurology differ.
Staff on neurological wards are less skilled
in the management of disturbed patients.

Itis often impossible to find registered

mental health nurses. Security guards have

occasionally been used, but we believe that this

is far from ideal. Provision of liaison psychiatry
services is inconsistentand neuropsychiatric
inpatient facilities are limited.

This problem deserves prompt attention,
particularly as an increasing proportion of
psychiatricillnesses will probably be found
to be neurological. Possible steps towards
resolving the current situation include providing
acute medical/neurological beds within
areas designed to minimise physical risk,
increasing psychiatric training for neurologists
and neurological nurses, and increasing the
availability of neuropsychiatric expertise and
specialist neuropsychiatry units with staff
trained in both mental and physical healthcare.
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INTRAVENOUS FLUID REPLACEMENT

Dangers of overhydration in
children

As opposed to my colleagues who work in
developing countries,’ | encounter the problem
of overhydration on almost a daily basis.
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Overzealous intravenous fluid replacement
therapy is a regular feature, despite recently
emerging evidence (ironically coming from
developing countries) of potential harm.

The recent FEAST study found that giving
children fluids slowly to maintain normal levels,
rather than rapid fluid resuscitation, aids
recovery more safely and effectively.’ There is
also ample published evidence of harm.?

These studies have problems related to
external validity, but their results suggest that
cautious intravenous fluid replacement is
preferable to the traditional administration of
fluid boluses.

As much as we need to educate patients and
families about sanitation and oral rehydration,
we need to educate ourselves about a
potentially harmful treatment: intravenous fluid
replacement therapy.
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WINGSPAN SAGA
Adoption of Wingspan stents

Two recent BM/ articles have criticised the US
Food and Drug Administration for approving the
Wingspan stent used forintracranial stenting
(ICS) to prevent recurrent stroke despite
insufficient evidence ofits effectiveness.’ > They
also draw attention to the FDA’s inadequate
response to recent evidence from the
SAMMPRIS randomised controlled trial against
the use of ICSin these patients.

We share these concerns and would like
to draw attention to additional evidence
thatwe published in 2013 on the adoption
and outcomes of this technology in a 100%
Medicare population during 2006 to 2010.’
We found limited adoption of the technology
during thattime—826 Medicare fee-for-service
beneficiaries received ICS, increasing from 1
per 1000000 person years (35 procedures)
in 2006 to 9 per 1000000 person years (258
procedures) in 2010 (figure). The increase,
however, was modest and we attributed
this limited adoption to a highly restrictive
reimbursement policy by the Centers for
Medicare and Medicaid Services (CMS), which
provided coverage for this procedure only in
the context of arandomised trial. We compared
this with endovascular devices for mechanical
embolectomy in patients with acute stroke

—— Total ICS procedures
=== |ICS procedure rate
----- Cumulative ICS procedures

w15 1000 @

e o 3
o

> 12 7 800 @

8 Z2o% s

- e o

g 9 R /,,o’ 600 n

= Y 4 -_

2 6 72 400 'S

= Pt d o

= <, =

g 3 M 200

] S

3 o &7 0

"n-E 2006 2007 2008 2009 2010

= Year

Numbers of intracranial stenting (ICS) procedures
and rate per million person years, 2006-10

that were approved through the FDA’s 510(k)
pathway and are fully reimbursed by CMS,
which led to a much more rapid rate of increase
intheiruse in recentyears.

We also showed that 30 day mortality
increased from 2.9% in 2006 t0 12.9% in
2010 (P=0.1). Our database did not allow
comparison with patients who received
medical management alone, restricting any
conclusion about the safety or efficacy of this
procedure. Unfortunately, nine years after
approval, despite inconclusive evidence, this
device continues to be available, with only a
safety communication issued by FDAin 2012.
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ARE WE OVERUSING IVF?

More older women present as
unexplained subfertility

Kamphuis and colleagues report that the
incidence of unexplained subfertility as an
indication for IVF has undoubtedly increased,’
but why? The most likely reason is the increase
in female childbearing age and ovarian
senescence in olderwomen presenting as
unexplained subfertility.”

The proportion of olderwomen seeking IVFand
the proportion of IVF cycles offered for unexplained
subfertility have increased in parallel. > Human
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biology dictates that the chances of conception

decrease with advancing female age. Although

the success of IVF has increased greatly over
the years with advances in technology, success
in women aged 40 years or more has changed

little, with live birth rates being less than 10%.”

However, many couples view IVF as a “fix all” for

voluntarily postponing childbearing.

IsIVF a cure for ovarian senescence, which
is often diagnosed as unexplained infertility
in olderwomen? What s the management
pathway for fertility in these women? The studies
cited by Kamphuis and colleagues on natural
conception rates in women with unexplained
subfertility involve youngerwomen,” * and it
would be incorrect to extrapolate their findings
to olderwomen. Paucity of evidence to guide
management of the everincreasing numbers
of olderwomen seeking fertility treatment is
perhaps leading to IVF being overused.

Could the epidemic of ovarian ageing and
subfertility be tackled by promoting fertility
awareness among women and society?
Education would help with health economics and
might be a remedy for “too much medicine.”
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WHERE THERE'S SMOKE . ...

Air pollutionin Iran

Brauerand Mancini say that “nowhere are the
health effects of outdoor air pollution felt more
thanin China.”*

But fourof the top 10 air polluted cities are
inIran. Ahvazis the most polluted city in the
world, with particulate levels three times that
of Beijing, and nearly 13 times that of London.
Ahvaz struggles with micro-dust blowing in from
neighbouring countries, as well as industrial
and domestic pollution.
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Tehran has cleaned up recently, with carbon
monoxide levels no longera problem, lead
eliminated from gasoline, and sulphur levels
dropping from a frightening 8000 parts per
million (ppm) to less than 200 ppm (they are
aiming at<10). But a third of days in Tehran are
still officially “unhealthy.” It’'s worse for the
vulnerable—schools are often closed.

Sanctions make it difficult for Iranians to
improve things: petroleum sanctions mean
they are forced to use their own “wrong sort
of petrol” for everything. Financial sanctions
mean thatthere is no money for “best available
technology,” even ifimports were allowed.

So they can’t retrofit urban buses or think

about hybrid electric taxis and motorbikes, as

they would like to. They can’t even import the
calibration gases needed for their monitoring
programme.’ At a recent Iran Heritage

Foundation conference, there was talk of

donkeys smuggling these high technology

gases overthe mountain borders.*

Micro-dust is also “exported” from Iran. The
complete drying out of Iran’s third largest lake
(once 388500 km?) has led to major population
movements, with many adverse health effects.
The consequent dust blows hundreds of
kilometres into the eyes and lungs of those in
Pakistan and Afghanistan.’
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HUMAN RIGHTS AND THE GMC

Doctors should be protected by
the Human Rights Act too

Public perception of the medical profession
isimportant. Occasionally this is jeopardised
through misconduct that leads to possible
cautions or convictions. The General Medical
Council typically discovers misconduct
through self declaration, patient concern, and
Disclosure and Barring Service (DBS) checks.’
In early 2013, the European Court declared
thatthe UKwasn’t operating within the
confines of the Human Rights Act Section 8.2
As such, afiltering process was implemented
on 29 May 2013, meaning certain cautions and
convictions, after a settime period, couldn’t
be disclosed on DBS checks to employers.’

Furthermore, legislation change made itillegal
foremployers to ask questions that might lead
employees to disclose filtered offences.’

This remains unpublicised by the GMC. Good
Medical Practice came into effect on the 22
April 2013, shortly before the change in law,
butit does not reflect the changes, despite
them being well cited in the media. Itis unclear
whether professional bodies can ask for filtered
offences to be declared, but most interested
organisations argue that this is not the case,®
and even if it were, itis still illegal for the check
to disclose filtered offences.’

Additionally, the Foundation Programme
Application System failed to acknowledge the
new legislation by asking the 2013-14 cohort of
finalyear students to answer a criminal records
declaration question on a form producedin
2011,% leading all applicants to considera
question that breaches their human rights.

Both organisations are ignoring recent
legislation to protect doctors’ and medical
students’ human rights. Obviously, reproducing
forms s costly, but when so little effort has been
made to make people aware of these changes, |
wonderwho is looking after our rights.

Thomas Lemon medical student, School of Medicine,
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GMC’s reply

Lemon makes an important point about doctors’
and medical graduates’ obligations to declare
previous convictions. He is right to suggest that
the General Medical Council must comply with
the law and respect human rights. We are aware
of recent changes that prohibit organisations
like us from using information about certain
convictions, and we have complied with the
new provisions in every case since the changes
took effect. We are also aware of the need to
amend our guidance for registration applicants
to make absolutely clear what information we
do and do notrequire, and we are currently

19



working with the National Association forthe
Care and Resettlement of Offenders on this.

The GMC’s primary concern is patient
protection, and itis right that our registration
processes are stringent. We will continue with
thatapproach while respecting doctors’ and
medical graduates’ human rights.

Niall Dickson chief executive, General Medical Council,

London NW1 3JN, UK lhadjiconstanti@gmc-uk.org
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BAD MEDICINE: THE RISE OF DULOXETINE

Author’s reply

Painisindeed an importantissue. But the current
definition—“pain is what the patient says it
is”—is fartoo loose (next letter, the Response).’
The reported incidence of pain varies 10-fold by
country,” so this definition is simply biologically
implausible. Pain is cultural, not merely medical,
and itis the majormedically unexplained
symptom. To suggest that one in five adults has
chronic pain is counterintuitive, defying common
sense and experience. Ifwe do not challenge
this definition, flawed epidemiology, and flawed
research, we risk widespread medicalisation.

The US and other parts of the world are in the
grip of an epidemic of deaths linked to these
flawed assumptions and overuse of opioid drugs
for pain.” There are also increasing concerns
about the dangers of gabapentoids.’ Today
dangerous polypharmacyis the norm, notthe
exception, in pain management, but some in the
international pain community seem unwilling to
acceptthese concerns. Emotional defensiveness
helps noone.

As for “declared interests,” these are the
same as “conflicts of interest.” Such links to Big
Pharma are the rotten core of modern medicine
and give us a blinkered therapeutic mindset. And
a positive Cochrane review is an endorsement—a
medical marketing department gift. For pain is
big business, offering companies polypharmacy
of lifelong branded drugs.

Duloxetine may be effective for some who
have a narrow and definable condition such
as diabetic neuropathy. The point of my article
was to express concern over the rapid rise of
duloxetine prescribing and its potential use in
unlicensed pain syndromes.’ | passionately
believe that we have a duty to those who are sick
but an equal duty to protect those who are well
from iatrogenic harm.

Des Spence general practitioner, Glasgow G20 9DR,

UK destwo@yahoo.co.uk
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RESPONSE

Duloxetine: Andrew Moore and colleagues reply to Des Spence

Spence’s polemic on duloxetine loses power
because most of what itis based on is wrong."
Making pronouncements in respected journals
about good and bad medicine comes with

the responsibility of knowing what you are
talking about. Bad scholarship helps no one,
especially those in pain; research in genetics,
neurobiology, and psychology has contributed
to huge advances in knowledge about the bio-
psycho-social origins of pain.

Chronic pain is defined as pain of moderate
or severe intensity that lasts for three months
ormore (think of a really bad headache lasting
from Christmas to Easter). It affects one in five
adults. Painful conditions are among the most
prevalent conditions and are five of the top 11
in terms of years living with disability. Chronic
pain destroys lives, has a huge negative impact
on quality of life, is costly, reduces the ability to
work or function inside the family, and may be
associated with decreased life expectancy.

Here is a brief, non-comprehensive list of
where Spence misses the point.

Women are not over-represented in trials.
Chronic pain disproportionately affects
women; their representation matches the
epidemiology.

Pain is the mostimmediate of patient
outcome measures, reported by patients
themselves. Its subjectivity was recognised
inthe 1950s and dealt with. Different scales
show excellent agreement, and patients in
clinicaltrials record consistent pain levels over
long periods, as in clinical practice.

Average benefits over placebo are in the
orderof 1 pointon a 10 pointrating score. But
few patients are average; most have either
little or great benefit. Aresponderis defined as
someone with at leasta 50% reduction in pain
intensity maintained for 12 weeks, without
intolerable adverse events that mean stopping
treatment. Patients want this outcome, and
itisaccompanied by majorimprovements in
sleep, function, and quality of life.

Cochrane reviews do not report effective
non-drug alternatives. One of exercise in
fibromyalgia involved only 223 patients in four
smalltrials of barely adequate quality; another
of psychological therapies found that effects
are at best weak and that more research is
urgently needed.’

Cochrane reviews endorse nothing.? Several
large good quality trials provide good evidence
that duloxetine is effective in painful diabetic
neuropathy and fibromyalgia. The effect size
isnot massive—a number needed to treat of

five tells you that—but itis comparable to other
treatments in neuropathic and other chronic
pain, where treatment failure is expected more
often than treatment success.”

We are not “steeped in conflicts of interest.”
Some (but not all) make declarations of
interest, not the same as conflicts. We
are proud of this, when it means bringing
unpublished information into the public
domain, accessing data at the level of the
individual patient to improve understanding
of outcomes, and, importantly, demonstrating
new sources of large potential bias. Our
rule over 30 years is that we work only with
organisations that agree an unrestricted right
to publish the results, whatever they may be.

Spence omits the most important, valid,
criticisms. These mightinclude the bias
againstoldertreatments because authorities
require trials fundable only by industry or
government (which neither fund). Effective
drugs like amitriptyline are understudied so
have less evidence of efficacy to support their
use. In addition, inappropriate imputation
methods in statistical analysis of results
can mean that efficacy is sometimes hugely
inflated’; this is not the case for duloxetine.®

Patients need options. Encouraging people
to act against the evidence is the real “bad
medicine.”

Andrew Moore honorary senior research fellow
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