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Ingrid Torjesen LONDON 
The people and companies involved in surgi-
cal and non-surgical cosmetic interventions in 
England, including injection of dermal fillers 
and Botox, need to be more tightly regulated, 
the final report of a government commissioned 
review has said. And if things go wrong patients 
need to have a right of redress, it added.

The Department of Health commissioned 
the review, led by the NHS’s medical director, 
Bruce Keogh, last year, after serious problems 
arose with silicone breast implants made by the 
French company Poly Implant Prothèse (PIP).1 

The review looked at the products used for 
surgical and non-surgical cosmetic procedures; 
the people who carry out the interventions; 
advertising; and the advice and support given 
to patients and consumers.2

It found that there is little or no regulation of 
non-surgical interventions such as injection of 
dermal fillers or Botox, despite their popularity. 
The review’s final report said that production of 
dermal fillers should be subject to the same con-
trols as other implants to ensure that only those 
that had passed rigorous safety tests were availa-
ble and that only practitioners who were properly 
trained and regulated could administer them.3

Currently dermal fillers fall under the gen-
eral product and safety regulations part of the 
European Union’s directive on product safety, 
which covers products such as toothbrushes 
and electric plugs. Keogh told a press briefing 
that in Europe around 190 types of filler were 

Cosmetic interventions need tighter controls

Krishna Chinthapalli BMJ
A national consortium has been 
set up to help research into chronic 
fatigue syndrome or myalgic 
encephalitis (ME). Researchers and 
funders attended its launch in London 
on 22 April.

The new UK-wide Chronic Fatigue 
Syndrome/Myalgic Encephalitis 
Research Collaborative (CMRC) is 
chaired by Stephen Holgate, professor 
of immunology at the University of 
Southampton. At a press conference 
he announced, “For the first time the 
research community and funders 

in the UK have joined forces in this 
unique new collaboration to create 
a step change in the amount and 
quality of research into chronic fatigue 
and ME.”

Esther Crawley, a reader in child 
health at the University of Bristol, who 
researches chronic fatigue syndrome 
in childhood, said, “We need to join 
forces with charities and funders 
to ensure we can best address the 
needs of patients suffering from this 
often life changing condition which 
affects 1-2% of adults and teenagers 
in Britain.”

Five chronic fatigue syndrome 
charities will be involved in funding 
research through the consortium, 
which is also supported by the 
Medical Research Council, the 
National Institute of Health Research, 
and the Wellcome Trust. The 
consortium will set up four work 
streams and quarterly meetings at 
which over 70 researchers will liaise 
with charity funders. 

Sonya Chowdhury, chief executive 
of the charity Action for ME, welcomed 
the initiative. “The launch of the 
collaborative is a major step forward 

and comes at an already exciting 
time for research in the ME arena. By 
working creatively together we can 
stimulate the interest and funding so 
desperately needed for research into 
this illness,” she said.

The new body follows on from  
the Medical Research Council’s  
recent drive to fund research into the 
illness, in which over £1.6m has  
been allocated.1 Holgate noted, “In 
five years there were three grants . . .  
funded by the MRC. Within the last 
year it has awarded five new grants.”
Cite this as: BMJ 2013;346:f2630

used, whereas the United States had 14, because 
the US Food and Drug Administration regulated 
them “properly.”

He said, “All devices, whether they are solid or 
liquid, that are implanted into humans and stay 
there should be covered by the Medical Devices 
Regulations. We recognise that Europe is looking 
at this, but in the meantime I don’t think we can 
wait. We should make fillers prescription only in 
this country as quickly as possible.”

Health Education England should oversee 
the development of accredited qualifications 
for providers of non-surgical interventions, said 
the review, and anyone providing an interven-
tion should have to be registered and their work 
overseen by a qualified medical practitioner. It 

added that the Royal College of Surgeons should 
establish an interspecialty committee on cos-
metic surgery to set standards for surgical prac-
tice and training. 

One issue raised by the PIP breast implant 
scandal was that there was no register of women 
who had received breast enlargements recording 
the type of implant that they had received. The 
report recommended that a breast implant reg-
ister be established within 12 months and that it 
should be extended to other cosmetic devices as 
soon as possible to enable products and patients 
to be tracked in the NHS and private sector. Sur-
gical providers should also provide records of 
the procedure to patients and their GPs, it said.
Cite this as: BMJ 2013;346:f2631

New research body is established to look at chronic fatigue syndrome

Fillers should require a prescription “as quickly as possible,” said Bruce Keogh at the launch of the review
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Clare Dyer BMJ
The UK Office of Fair Trading (OFT) has accused 
GlaxoSmithKline of breaching competition law 
and abusing its dominant market in the supply 
of an antidepressant.

The competition watchdog said that it would 
investigate a series of deals the UK’s biggest 
drug maker made between 2001 and 2004 with 
three smaller companies that wanted to market 
cheaper generic versions of GSK’s blockbuster 
drug paroxetine (which it markets as Seroxat).

The OFT alleges that GSK accused the generic 
manufacturers of infringeing its patents and, 
to settle the disputes, struck so called “pay for 
delay” deals, in which the smaller companies 
were paid to put off the entry of their drugs into 
the market.

“The generic companies were each attempting 
to supply a generic paroxetine product,” the OFT 
said. “However, in each case, GSK challenged the 
generic companies with allegations that their 
products would infringe GSK’s patents.

“To resolve these disputes, each of the generic 

companies concluded one or more agreements 
with GSK. The OFT’s provisional view is that 
these agreements included substantial payments 
from GSK to the generic companies in return for 
their commitment to delay their plans to supply 
paroxetine independently.”

GSK and the three generic companies, 
 Alpharma, Generics UK, and Norton Healthcare, 
have until August to respond, after which the OFT 
will decide whether the law has been infringed.

Ann Pope, senior director of services, infra-
structures, and public markets at the OFT, said, 
“The introduction of generic medicines can lead 
to strong competition on price, which can drive 
savings for the NHS, to the benefits of patients 
and, ultimately, tax payers. It is therefore partic-
ularly important that the OFT fully investigates 
concerns that independent generic entry may 
have been delayed in this case.

“No assumption should be made at this stage 
that there has been an infringement of competi-
tion law. We will carefully consider the parties’ 
representations . . . before deciding whether 

Clare Dyer BMJ
A new duty to share information between agen-
cies where it is in the patient’s best interests, 
while strictly protecting patients’ confidential 
data, has been recommended by a wide rang-
ing review of health information governance in 
England.1

“The duty to share information can be as 
important as the duty to protect patient con-
fidentiality,” concludes the review by Fiona 
Caldicott, former chairwoman of the National 
Information Governance Board, and an expert 
panel. It recommends that this statement 
become a new “Caldicott principle,” along with 
the six principles set out by Caldicott’s 1997 
report on patient confidentiality.

That report was produced at a time when the 
NHS was more paternalistic and less centred on 
patients’ interests, Caldicott said in her introduc-
tion to the new review. “Now citizens are a lot 
more concerned about what happens to their 

information: who has access to it, for what 
purposes it is used, and why it isn’t shared 
more frequently when common sense tells 
them that it should be.”

The review was begun amid concern 
over the balance between confidentiality 
and sharing of information and the arrival 

of a new structure for commissioning healthcare 
services. It notes “a culture of anxiety” permeat-
ing the health and social care sector, with man-
agers inclined to set unduly restrictive rules on 
information governance, professionals fearful 
of breaking the rules, and distrust between the 
NHS and local authorities and between public 
and private providers.

It recommends that relevant confidential 
information should be shared among the health 
and social care professionals who provide direct 
care to a patient, including social workers. Pro-
fessional regulators must agree on and publish 
the conditions under which professionals could 
rely on implied consent to share data for the pur-
poses of providing care.

But the review maintains the principle set out 
in the 1997 report that personal identifiable data 
should be used only when absolutely necessary 
for the purpose. Otherwise, anonymised infor-
mation must be used.

A key recommendation is that any processing 
of data without a legal basis should be reported 
to the board of the organisation. A standard 
severity scale for such breaches should be 
agreed.

ЖЖ EDITORIAL,ЖpЖ7Ж
CiteЖthisЖas:ЖBMJЖ2013;346:f2642

GSK	is	accused	of	paying	smaller		
firms	to	delay	generic	paroxetine

Review	recommends	duty	to	share	data

Labour sets up commission on “whole 
person care”: Labour leader Ed Miliband has 
set up a commission to investigate how best 
to integrate health and social care without 
increasing cost or top-down reorganisation. 
Miliband said that unless England improved 
the way services were delivered, the growing 
need for care would leave a shortfall of up to 
£29bn a year by 2020 in NHS funding.

Profits of Dutch health insurance 
companies doubled in 2012: Dutch health 
insurance companies are being urged to cut 
the cost of premiums to ensure affordable 
care, after preliminary figures from the Bank 
of the Netherlands indicated that their annual 
profits in 2012 almost doubled to €1.4bn 
(£1.2bn). Insurers argued they must build 
reserves to insure against financial risk in 
the healthcare market. Premiums in 2013 
remained largely unchanged as costs fell.

Cochrane backs campaign for full 
disclosure of trial results: The Cochrane 
Collaboration has formally announced its 
backing for the AllTrials campaign for the 
registration and full reporting of all clinical 
trials (www.alltrials.net). Since it was set up 
in January2 AllTrials has gathered more than 
47 000 signatures for its petition calling on 
governments, regulators, and research bodies 
to implement trial registration and reporting 
measures. 

New low price for pentavalent vaccine 
will save $150m over four years: The GAVI 
Alliance, which works to boost access to 
vaccination in poor countries, has agreed 
a deal with the company Biological E of 
India that will make the pentavalent vaccine 
available to it for $1.19 (£0.8) a dose, down 
from the $2.17 it paid in 2012. The new price 
will save $150m over the next four years. 

Patients hand in petition in support of 
former GP: Supporters of the former doctor 
Derek Keilloh have handed a petition with 
1034 signatures to the UK foreign secretary, 
William Hague, even though they have no 
legal basis to appeal the decision last 
December to strike him off the 
medical register.1 Keilloh was found 
guilty of misconduct over the death 
in 2003 of the Iraqi detainee Baha 
Mousa, who was found to have 
93 separate injuries, but 
Keilloh said that he saw only 
dried blood by his nose. 

CiteЖthisЖas:ЖBMJЖ
2013;346:f2601
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GSK	is	accused	of	paying	smaller		
firms	to	delay	generic	paroxetine

GPs	should	not	sit	on	CCG	boards	if	they	have	
substantial	conflicts	of	interest,	government	says

Government	waters	down	proposed	changes	to	UK	libel	law
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Clare Dyer BMJ
The UK coalition government has won a vote in 
the House of Commons removing a requirement 
in the Defamation Bill for companies to prove 
financial loss before being allowed to sue for libel.

The bill, which is intended to make the dra-
conian libel laws in England and Wales more 
in favour of free speech, had been amended in 
the House of Lords to require companies to show 
financial loss to get permission to sue.

The amendment had been welcomed by free 
speech campaigners, who said that it would mit-
igate the power of corporations to use the libel 
laws to silence legitimate critics. But the gov-
ernment argued that the amendment would be 
unnecessarily costly by requiring an extra hearing 
to decide whether permission would be granted.

The amendment was defeated by 298 to 230 
votes. But the justice minister, Helen Grant, 
indicated that she would look at it again to 
see whether a compromise was possible. The 
 Conservatives had promised concessions to win 
the support of their coalition partners, the Liberal 
Democrats, who strongly back reform.

The Ministry of Justice said, “The government 
is concerned that some of the changes made by 
the Lords are unnecessarily costly and restrictive. 

“We understand the strength of feeling over 

whether corporations should be required to 
demonstrate serious financial loss. We will listen 
carefully to the views of both houses.”

The Tory MP Peter Bottomley, who supported 
the Lords amendment, referred in the debate to 
the cases of cardiologist Peter Wilmshurst and 
the science writer Simon Singh, who ran up 
large bills fighting libel actions. Wilmshurst was 
sued by the US company NMT Medical over com-
ments he made about the way the company con-
ducted a clinical trial of a heart device. The British 
 Chiropractic Association, a company limited by 

guarantee, sued Singh over an article accusing it 
of promoting “bogus” treatments.

The government has refused to back down on a 
clause, also added by the Lords, that would have 
banned companies performing public services on 
contract from suing for libel, a ban that already 
applies to government departments and local 
councils. 

Peers could reintroduce the amendments when 
the bill goes back to the Lords on 23 April unless a 
compromise was reached in the meantime.
CiteЖthisЖas:ЖBMJЖ2013;346:f2511

Gareth Iacobucci BMJ
GPs should not be on the boards 
of clinical commissioning groups 
(CCGs) if they have a financial 
interest in an organisation that 
provides or is likely to provide 
“substantial business” to their 
group, says new guidance from 
NHS England.

It also advises CCGs that 
doctors should not sit on their 
boards if the doctors have 
interests that would leave 
them “unable to make a full 
and proper contribution to the 
governing body.”1

NHS England issued the 
guidance after a recent BMJ 
investigation found that more 
than a third of GPs on the boards 
of the new organisations had 
a financial stake in a private 
company whose services their 
CCG could potentially use.2

The BMA, which has called for 
clearer and tougher guidance 
from the government on dealing 
with conflicts of interest, 
welcomed the acknowledgment 
that some conflicts may be too 
great to manage.

Each appointment of an 
individual to a CCG board should 
be considered on “a case by case 
basis,” the guidance advises.

It reads, “The CCG will also 
need to determine the extent 
of the interest. If it is related 
to such a significant area of 
business that the individual 
would be unable to make a full 
and proper contribution to the 
governing body as this interest 
would preclude them from so 
many discussions and decisions, 
then that individual should 
not become a member of the 
governing body.

“Any individual who has 
a material interest in an 
organisation which provides or 
is likely to provide substantial 
business to a CCG (either 
as a provider of healthcare 
or commissioning support 
services) should not be a 
member of the governing body.”

Chaand Nagpaul, lead 
negotiator on commissioning for 
the BMA’s General Practitioners 
Committee, said, “We are 
pleased that the government 
has echoed our view that if 
individuals have a material 
significant business interest with 
which a CCG can commission, 
such an individual should either 
not be on the board or relinquish 
that provider interest.” But he 
added it was a pity that the 
guidance was so late. 
CiteЖthisЖas:ЖBMJЖ2013;346:f2612

competition law has in fact been infringed,” 
she added.

A spokesman for GSK said, “GSK supports fair 
competition, and we very strongly believe that 
we acted within the law. These arrangements 
resulted in other paroxetine products entering 
the market before GSK’s patents had expired.

“The OFT investigation covers matters that 
have already been investigated by the European 
Commission in 2005-6. In March 2012 the com-
mission announced that it had formally con-
cluded its inquiry with no further action.”

Paroxetine, launched in the early 1990s, 
became one of the best selling drugs in the world, 
but cheaper generic versions hit GSK’s profits 
after the patent expired in 2004.
CiteЖthisЖas:ЖBMJЖ2013;346:f2566

Simon Singh (centre left) celebrates after winning his battle against the British Chiropractic Association

The case is important because generics can drive 
savings for the NHS, said Anne Pope of the OFT
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GSK	and	Roche	tell	MPs	that	they	favour		
increased	disclosure	of	clinical	trial	data

Ben Goldacre (left) is campaigning for publication of all clinical trial data, while James Shannon of GSK 
(centre) and William Burns of Roche both said their companies favoured greater transparency 

Clare Dyer BMJ
A man paralysed for 23 years after a 
traffic crash will try to persuade three 
judges next month that a doctor 
should be allowed to end his life.

Paul Lamb, who lives in Leeds, will 
take the issue to the Court of Appeal in 
mid-May in place of Tony Nicklinson, 
who died after refusing food and 
contracting pneumonia a week after 
losing his case in the High Court.

Like Nicklinson, Lamb is too 

paralysed for assisted suicide (killing 
himself with a doctor’s help) and 
is asking for a ruling that a doctor 
can legally end his life by voluntary 
euthanasia. Such an act would 
constitute murder under English law, 
but Lamb is seeking a declaration that 
a doctor who killed him would have 
a defence of “necessity,” because it 
would be done to avoid unbearable 
suffering.

A former builder, he was given 

permission last month to replace 
Nicklinson in the appeal court 
under the initial “L,” but he has now 
decided to lift his anonymity to aid his 
campaign. The appeal court judges 
will hear his case along with that of 
Nicklinson’s widow, Jane, who argues 
that her right to respect for her private 
and family life under the European 
Convention on Human Rights was 
breached because the law prevented 
her husband from ending his life.1

Lamb, 58, a divorced father of 
two, is quadriplegic, with only a little 
movement in his right hand, and is in 
chronic pain. He said in his witness 
statement to the court that he felt 
“trapped” by his situation, with “no 
way out.” He added, “With my level 
of disability it is not feasible to avail 
myself of the right of suicide, a right 
which I have in theory but not in 
practice.
Cite this as: BMJ 2013;346:f2537

Paralysed	man	will	ask	appeal	court	judges	to	let	a	doctor	end	his	life

Adrian O’Dowd LONDON
Two of the world’s largest drug companies have 
told MPs in parliament that they support a 
p olicy of publishing all clinical trial data.

A leading academic and clinician has, how-
ever, questioned their assertions and challenged 
them over how closely their promises would be 
translated into action.

MPs on the House of Commons Science and 
Technology Committee held an evidence session 
on 22 April for their inquiry into clinical trials. 
The inquiry is in the context of the European 
Commission’s proposal to revise the clinical 
t rials directive that regulates trials in the United 
Kingdom and comes after concerns raised 
about transparency and disclosure of all trial 
data: drug companies are entitled to conduct 
numerous clinical trials on drugs and publish 
the results selectively.

MPs asked witnesses whether all clinical t rials 
funded by drug companies were published.

James Shannon, chief medical officer at 
GlaxoSmithKline, giving evidence, said, “If a 
phase III trial or programme were to fail at any 
part of the process, and there was no evidence 

of efficacy, we would most likely not submit an 
application for a product licence.

“The clinical study reports in those cases 
would not necessarily be submitted to a regula-
tor, because we are not applying for a product 
licence. However, all of those studies would be 
published in a peer reviewed journal.”

Ben Goldacre, a research fellow in epide-
miology at the London School of Hygiene and 
Tropical Medicine and author of the book Bad 
Pharma, which highlighted the practice of drug 
companies choosing which trials to publish, 
also giving evidence, questioned that assertion.

“That may be true for GSK,” he said, “but I am 
not sure it would be universally true that trials 
which weren’t part of a marketing authorisa-
tion package would be made publicly available. 
Quite commonly, they’d be withheld.

“What we need to practise medicine in a safe 
and informed fashion is to have all the results of 
all the trials for all of the uses of all of the treat-
ments that we are currently prescribing, and we 
don’t have that at the moment.”

Fellow witness William Burns, member of 
the board of directors at Roche, said, “This is a 

heavily regulated industry. What we’ve seen is an 
increasing requirement over recent years for more 
stakeholders to have more access to the data, and 
if society wants that to happen, then we have to 
respond. We believe this is a correct response to 
what society is looking for, but we should not 
underestimate that we should be working with 
the multiplicity of regulatory authorities. Prob-
ably the two companies sitting here are the first 
two out of the gate actually saying we will have a 
new policy going forward with greater disclosure 
than we’ve ever had in the past.”

Goldacre replied, “If we look at some of the 
biggest problems that have been spotted in the 
evidence base for medicines over the past few 
years . . . those problems were not spotted by 
regulators but by independent doctors and aca-
demics reviewing data that they had to fight to 
get hold of.

“In December 2009 Roche made a commit-
ment to share all the clinical study reports on 
Tamiflu, and that promise has still not been paid 
out on.

“My concern is that Roche are making exactly 
the right kind of noises that we would like to 
hear about sharing clinical study reports, but 
in their specific interactions with the Cochrane 
[Collaboration] so far they have fallen well short 
of those aspirations.”

Shannon said, “We 100% agree with Dr 
G oldacre that the more eyes that are put on data, 
the better. That’s why GSK has taken the lead to 
commit to both patient level data transparency 
as well as clinical study reports.”

Burns added, “The same is true for Roche.”
The BMJ has been campaigning for fuller disclosure of 
trial data. See bmj.com/tamiflu.
Cite this as: BMJ 2013;346:f2639
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Reports	of	pancreatitis		
are	20-30	times	more	
likely	with	GLP-1	drugs
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The guidelines outline five instances when it might be ethical to withold treatment

Deborah Cohen BMJ
A class of antidiabetes drugs is associated with 
an increase in safety alerts for pancreatitis and 
pancreatic cancer, a new analysis has found.

The Institute for Safe Medication Practices, a 
US non-profit organisation that promotes the safe 
use of drugs, monitored reports of serious adverse 
events to the US Food and Drug Administration 
from 1 July 2011 to 30 June 2012 concerning five 
glucagon-like peptide-1 (GLP-1) based agents 
(exenatide, liraglutide, sitagliptin, saxagliptin, 
and linagliptin) used to lower blood glucose con-
centrations. 

It compared these against the rates of adverse 
event reporting for a control group of drugs com-
prising other drugs used to treat type 2 diabetes 
(three sulfonylureas and metformin) and drugs 
for treating other diseases.

Exenatide and liraglutide are analogues of 
the hormone GLP-1 and are taken by injection. 
Sitagliptin, saxagliptin, and linagliptin are oral 
agents that prevent the breakdown of GLP-1 by 
inhibiting the enzyme dipeptidylpeptidase-4.

The institute’s analysis, published in its 
 Quarterwatch report, found that after adjusting 
for differences in report characteristics the inject-
able drugs were 28.5 times (95% confidence 
interval 17.4 to 46.4 times) as likely to result in 
reports of pancreatitis than the controls.1 The 
three oral agents were 20.8 (12.6 to 34.5) times 
as likely to result in reports of pancreatitis.

The two injectable drugs and three oral agents 
all had greatly increased adjusted odds of being 
associated with reported cases of pancreatic 
 cancer—23.3 (5.7 to 95.1) and 13.5 (3.1 to 
58.5), respectively—when compared with the 
control drugs. 
Cite this as: BMJ 2013;346:f2607

Advice	on	withdrawing	treatment	
of	sick	children	to	be	updated

Paul Lamb, who was injured in a car crash,  
said he felt trapped, with “no way out”
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Ingrid Torjesen LONDON
The Royal College of Paediatrics and Child 
Health is reviewing its guidance on withhold-
ing and withdrawing medical treatment of sick 
children, amid continuing controversy over a 
national newspaper story alleging that some 
sick children have been placed on the Liverpool 
care pathway.

Simon Newell, the college’s vice president for 
training and assessment, told the BMJ that he 
did not expect any radical changes to its exist-
ing guidance, which was published in 2004 so 
is due for updating,1 when it is published in the 
next few months. But he admitted that the publi-
cation is timely, with the Liverpool care pathway 
and euthanasia having featured recently in the 
national press.

In November 2012 the Daily Mail ran a 
front page story entitled, “Now sick babies go 
on death pathway,” as part of its campaign to 
expose alleged misuse of the Liverpool care 
pathway. The story claimed that NHS hospitals 
were discharging sick children and babies to 
hospices or their homes, where food and fluid 
were withdrawn until they died. 

The Press Complaints Commission has 
launched an inquiry into the story, which said 
that a “doctor admits starving and dehydrating 
ten babies to death in neonatal unit.”2 It later 
emerged that the testimony, which was taken 
from an article in the BMJ, came from a physi-
cian who practised in another country.3

The 2004 guidance outlines five instances 
when it may be ethical and legal to consider 
withholding or withdrawing life sustaining 
treatment, including artificial nutrition and 
intravenous hydration. These instances are:

•   The “brain dead” child
•   The “permanent vegetative” state in which 

the child is reliant on others for all care and 
does not react or relate to the outside world

•   The “no chance” situation where life 
sustaining treatment simply delays death 
without any significant alleviation of 
suffering

•   The “no purpose” situation, where although 
the child may be able to survive with 
treatment, physical or mental impairment 
would be so great that it would be 
unreasonable to expect the child to bear it, 
and 

•   The “unbearable” situation, where the 
family believes that in the face of progressive 
and irreversible illness further treatment 
would be more than could be borne.
Newell said that there were instances, for 

example, where the administration of milk 
would add to a very sick child’s suffering and 
therefore would not be a good thing to do. Exam-
ples included a child with serious and terminal 
bowel disease.

Newell added that withdrawing care from a 
dying baby was a much more emotive and dif-
ficult situation for doctors than when an adult 
was the patient. An adult could clearly and 
competently state their wishes, he said. “Quite 
obviously a baby cannot. With a baby we have to 
make decisions on behalf of that baby.”

In the Netherlands doctors are allowed to not 
only withdraw treatment but actively terminate 
life, under the Groningen protocol,4 in infants 
with a hopeless prognosis who experience . . . 
unbearable suffering.” 
Cite this as: BMJ 2013;346:f2643
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Michael McCarthy SEATTLE
Doctors should offer to prescribe tamoxifen or 
raloxifene to women who are at a raised risk of 
breast cancer and have a low risk for the adverse 
side effects associated with these drugs, say draft 
recommendations drawn up by a US  Preventive 
Services Task Force panel.

The panel’s advice applies to asymptomatic 
women between the ages of 40 and 70 years with-
out a previous diagnosis of breast cancer, ductal 
carcinoma in situ, or lobular carcinoma in situ.

The panel’s conclusion, which was based on 
a systematic review,1 was that the drugs, both 
selective oestrogen receptor modulators, have 
been shown in randomised, controlled trials to 
reduce the risk of developing hormone receptor 
positive breast cancer.

For postmenopausal women at 
increased risk of breast cancer, the panel 
found that there was “adequate evi-
dence” that treatment with tamoxifen or 
raloxifene “can significantly reduce the 
relative risk for invasive HR [hormone 
receptor]-positive breast cancer.”
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Breast	cancer	drugs	should	be	
offered	to	high	risk,	healthy	women

Tamoxifen and raloxifene reduced breast cancer 
by 7 to 9 events per 1000 women over 5 years

Clare Dyer BMJ
A former senior bioanalyst who worked in 
Scotland for a US based drug discovery and 
development firm, Aptuit, has become the first 
person to be successfully prosecuted under the 
Good Laboratory Practice Regulations 1999 for 
manipulating data.

Steven Eaton, who worked for Aptuit until 
2009, was found guilty at Edinburgh Sheriff 
Court and sentenced to three months in prison, 
after a prosecution brought by the Medicines and 
Healthcare Products Regulatory Agency (MHRA).

The prosecution came after a two and a half 
year investigation after Aptuit notified the 
agency that it had found serious irregularities 
in preclinical data generated to support human 
clinical trials. Eaton, who worked on animal 
studies to assess new drugs for multinational 
drug companies, was charged with changing 
data or providing false data used to determine 
the concentration of drugs to be given to partici-
pants in clinical trials.

His actions led to the review of hundreds of 
safety studies to assess the effects of the falsified 
data and to ensure that the compromised data 
were not submitted to relevant authorities with-
out their knowledge, the MHRA said. The data 
manipulation made it look as though trials had 
been successful when they had in fact failed.

His illegal activities, dating back to 2003, led 
to considerable cost to study sponsors and to 
delays in new drugs reaching the market, but an 
assessment concluded that they did not invali-
date the results of the clinical trials.

“Mr Eaton’s actions directly impacted on the 
validity of clinical trials and delayed a number 
of medicines coming to market,” said Gerald 
 Heddell, the MHRA’s director of inspection.

Aptuit said it had closed the Scottish site in 
2011 for business reasons unconnected to the 
investigation.
Cite this as: BMJ 2013;346:f2514

Bioanalyst	gets	jail	
sentence	for	falsifying	
preclinical	trial	data

Clare Dyer BMJ
A dentist who died from sepsis in 
an Irish hospital after being refused 
a termination under Ireland’s strict 
abortion law was a victim of “medical 
misadventure,” the inquest into her 
death has found.

An inquest jury in Galway delivered 
the unanimous verdict in the case of 

Savita Halappanavar, 31, who was 
17 weeks pregnant when she died of 
sepsis at Galway University Hospital 
on 28 October last year, three and a 
half days after a miscarriage.

After the verdict the Irish 
government promised to introduce 
legislation to clarify procedures for 
determining when a termination may 

be permitted if a woman’s life is at 
risk, the only circumstance in which 
abortion is lawful in Ireland.

The inquest jury endorsed nine 
recommendations from the coroner, 
Ciaran MacLoughlin,2 including that 
the Irish Medical Council should make 
clear the circumstances in which 
doctors could intervene to save the 

life of a mother. The coroner said that 
this would provide clarity to doctors 
and patients.

Other recommendations by the 
coroner targeted areas of failure in 
Halappanavar’s care, including a 
protocol for sepsis management in 
each hospital.
Cite this as: BMJ 2013;346:f2617

Woman	who	was	refused	an	abortion	died	as	result	of	“medical	misadventure”

The panel said, “Tamoxifen and raloxifene 
reduced the incidence of invasive breast cancer 
by 7 to 9 fewer events per 1000 women over 5 
years, and tamoxifen reduced breast cancer inci-
dence more than raloxifene.

“Tamoxifen also reduces the incidence of 
invasive breast cancer in premenopausal women 
who are at increased risk for breast cancer.”

Women who are considered to be at increased 
risk of breast cancer include older women; 
women who have a family history of breast or 
ovarian cancer, especially those with a first 
degree relative in whom onset of breast or ovar-
ian cancer was before the age of 50; women with 
a history of atypical hyperplasia or other non-
malignant high risk breast lesions; and women 
with extremely dense breast tissue.

The panel recommends that doctors use a 
formal risk assessment tool to gauge a woman’s 
risk of breast cancer, such as the US National 
Cancer Institute’s breast cancer risk assessment 
tool (www.cancer.gov/bcrisktool).

“In general, women with an estimated 5-year 
breast cancer risk of 3% or greater are more 
likely to benefit from tamoxifen or raloxifene, 
based on estimates in models,” the panel wrote.

For women who are not considered at a raised 
risk of breast cancer, the panel concluded “with 
moderate certainty” that the potential harms 
of tamoxifen and raloxifene outweighed their 
potential benefits in terms of breast cancer risk 
reduction.

Neither drug should be used in women who 
have a history of thromboembolic events, such 
as deep venous thrombosis, pulmonary embo-
lus, stroke, or transient ischaemic attack, the 
panel added.
A draft of the panel’s recommendations has been 

posted online for public comment (http://bit.
ly/10jW1St). Comments will be accepted until 

13 May 2013.
Cite this as: BMJ 2013;346:f2499
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