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So the fear of rejection among authors of negative studies may
not be completely unfounded. It may be understandable that
authors prioritize other important work rather than ‘flog a dead
horse’. A popular term for this phenomenon is the ‘file drawer
effect’, which occurs when researchers abandon writing up studies
that have not produced the desired results.9 A large proportion of
the practice of abandoning negative results may be subconscious
rather than a deliberate attempt to conceal data or deceive, but
perhaps more should be done to highlight the ethical duty of
researchers to report and publish all their research, regardless of
the outcome. Medical journals, as many already do, could highlight
that they welcome methodologically strong studies for publication,
regardless of positive or negative findings.

Learning to not see what is not, as Maria Mitchell wrote, is
important. But reporting accurately is equally important and an
important ethical duty of all researchers. Perhaps some readers
will agree and avoid filing their results away, instead bravely
persevering to get them on scientific record, where all good
research belongs.
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LETTER FROM BRISTOL

Book Reviews

White Coat Black Hat: Adventures on the dark side of medicine.
Carl Elliot. Beacon Press, Boston, 2010. 213 pp, US$ 24.95.

Recent news items in preeminent
newspapers such as the New York
Times and in medical journals reveal
yet again that the practice of
medicine is influenced by the wider
societal climate. The three-decade-
long worship of profit, dressed in
euphemisms such as ‘entre-
preneurship’ and ‘initiative’, has
seeped into every field of human
endeavour. Its effects on medicine
have been profound. As Elliot states:
‘Doctors used to be more powerful
than healthcare corpo-rations;

medicine was once seen as a profession, not a business [emphasis
added]. The scientific community trusted that researchers were
behaving honestly and that while healthcare may be a business now,
it still operates by the old rules… Nobody wants to admit that the
world has changed…’.

And changed it has. The following articles that appeared in the
past few months bear witness to this:

Study finds conflicts among panels’ doctors, New York
Times, 28 March 2011. Doctors with private financial conflicts of
interest wrote guidelines on cardiovascular health .While 56% of
the panelists had conflicts of interest, 81% of the ‘leaders of these

panels had a personal financial interest in companies affected by
their guidelines’.

A hemorrhage of off-label use, Annals of Internal Medicine
2011;154:566–7. This editorial is critical of the 140-fold increase
in the use of recombinant factor VIIa (rFVIIa) in hospitalized
patients, 97% of it for ‘off-label’ use (use not approved by the the
Food and Drug Administration [FDA]), as a procoagulant, ignoring
studies showing the lack of benefit and an increase in the risk of
thromboembolism at a cost of US$ 10 000 per dose.

Financial conflicts cited in investigation of Medtronic spinal
fusion device, Neurology Today, 21 July 2011, Vol 11, Issue 14
(an official publication of the American Academy of Neurology).
Nearly 80% of revenues from this product came from off-label use
and prominent researchers who authored studies supporting the
device had financial ties to the company. Dr Thomas A. Zdeblick,
Chairman of the Department of Orthopedics and Rehabilitation at
the University of Wisconsin–Madison, had allegedly received
US$ 23 million from Medtronic since 2002. Dr Zdeblick is also
the editor of Journal of Spine Disorders and Techniques, which
published 2 major favourable studies, neither of which mentioned
the risk of sterility associated with the use of a spinal fusion bone
growth product.

Medical watchdog group asks FDA to withdraw Donepezil
23 mg, Neurology Today, 21 July 2011, Vol 11, Issue 14. Shortly
after patent protection expired on Donepezil (Aricept), the
manufacturer Eisai, in partnership with Pfizer, introduced a new
version with a higher dose, claiming it was effective in treating
mild to severe Alzheimer disease. It was an effort to protect their
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sales worth US$ 2 billion per year which would have decreased by
60% in 3 years.

Unsurprisingly, the following article was published on the
same day.

For medicaid patients, particularly children, the neurologist
may not be in, Neurology Today, 21 July 2011, Vol 11, Issue 14.
Poor patients eligible for government help in getting medical care
have trouble getting expert care compared to those with private
insurance.

Elliot’s book troubles one’s mind. Well-researched and
comprehensive, this account by a paediatrician, bioethicist and
philosopher covers the gamut of effects that for-profit research in
drugs and medical equipment has had on us. He begins with ‘the
guinea pigs’, professional volunteers who are used to check the
safety of a drug (Phase I) being tested. Some have participated in
over 20 studies and are paid well. Most studies require that the
volunteers stay in a research facility for days to weeks, undergoing
regular urine and blood tests, and on specific diets. Occasionally,
invasive procedures such as bronchoscopies or biopsies may be
needed. Volunteers are usually people who are desperately in
need of money and who have time to spare: the unemployed,
contract workers, ex-prisoners.

The healthy volunteer has nothing to gain by participating in a
trial except that he will be paid for it. The companies that conduct
drug trials are keen to complete the Phase I as cheaply as possible.
Small wonder then that a major drug testing site operated by SFBC
International (a company that provided drug development research
services and conducted clinical trials of drugs) was closed for
multiple violations, including conducting the trials with a medical
director who was not licensed to practise in the USA. Later, the
company had to pay US$ 28.5 million to settle a class-action law
suit. Reputable companies such as Eli Lilly used homeless
alcoholics to test drugs at budget rates at a local shelter in
Indianapolis.

How could this happen? Till a few years ago, Institutional
Review Boards (IRBs) that are meant to protect subjects were
generally hospital-based. Now, most clinical trials are conducted
outside hospitals and are reviewed by for-profit IRBs for a fee.
They review the ethics of a study and are well aware that a negative
review will lead to the loss of a client and a reputation that would
drive away other prospective clients. ‘Coast IRB’, for instance,
reviewed 356 protocols over a 5-year period and rejected only
one.

Complex and well-planned methods are used by pharmaceutical
companies to produce new drugs and ensure a lucrative market
later. They sponsor continuing medical education (CME)
programmes, financing about 60% of the total. Profits from CMEs
are not insubstantial and have reached nearly US$ 2.3 billion. The
production of scientific articles is ‘managed’ by publication
planning, and these articles are intended to weave a web of
evidence. Ghost writers submit a piece to respected academicians
who are paid a fee for ‘authoring’ the article. These fees can be as
high as US$ 2500 per article. The campaign is similar to the
hoopla of ‘branded’ toys, clothing, etc. that surrounds a blockbuster
movie or book. Medical communications companies such as
Current Medical Directions help with getting the articles published
in prestigious journals. The antidepressants Zoloft (seratriline),
Lexapro (Escitalopram) and Paxil (fluoxetine) were promoted
thus and touted as being safe, while adverse events such as
diabetes and attempted suicide were not mentioned. Medical
journals depend on drug advertisements for revenue and the
companies are not shy about withdrawing advertisements from a

journal that exposes their inaccuracies, as happened in 1992,
when the Annals of Internal Medicine lost about US$ 1.5 million
in revenue.

The medical publishing industry has been consolidated, with
Reed Elsevier becoming the world’s largest, earning profits of
nearly US$ 10 billion. University libraries pay exorbitant rates for
subscriptions, with the Journal of Comparative Neurology sold
by Wiley Research costing US$ 30 212 annually. As Richard
Smith, the former editor of the British Medical Journal (BMJ)
wrote, ‘The whole business of medical journals is corrupt because
owners are making money from restricting access to important
research, most of it funded by public money.’ The Reagan
Revolution with its enthronement of neo-liberal economics affected
universities granting them, under the Bayh–Dole Act, the right to
profit financially from scientific research. Thus scientists were
encouraged to behave like merchants.

The array of methods used to peddle drugs includes the drug
representative or the ‘detail man’. At present, there is an astonishing
ratio of 1 drug representative for every 2.5 physicians in the USA.
They come like Santa Claus, bearing gifts large and small, from
ballpoint pens to trips to exotic places. Though doctors are
convinced that these gifts do not affect their treatment options,
studies reveal that prescriptions for a particular antibiotic spiked
10 times after a department had been treated to an industry-
sponsored trip. Elliot aptly describes the doctor–drug representative
interaction as a delicate ritual of pretence and self-deception.
Drug representatives pretend that they are giving out impartial
information, while the doctors pretend that they are not being
influenced. A great drug representative is one who can convince
a doctor that a slightly different but much more expensive medicine
is exactly what his patient needs!

A key factor in the marketing of drugs is influencing opinion.
Key opinion leaders (KOLs) are sought avidly. They need to have
a high academic status and at least appear independent. KOLs are
paid well, at times making more money from consulting for
industry than from their academic salaries. Their influence is
crucial when a new drug is being launched, and when off-label use
is recommended by them. Neurontin, approved for epilepsy, was
promoted for migraines, restless legs syndrome (RLS) and chronic
pain without any scientific evidence that it helped in these
conditions. One KOL received more than US$ 300 000 for speaking
about Neurontin at conferences. Neurontin generated about US$
3 billion in revenues, most of it from off-label prescriptions, far
more than the US$ 430 million paid by Parke-Davis in fines and
civil damages resulting from litigation related to this drug.

Elliot’s quotes from Robert Wilson’s book, Feminine forever,
make for quaint reading: menopause, Wilson maintained, turned
a woman into a dull-minded but sharp-tongued caricature of her
former self. Less quaint is the promotion of post-menopausal
oestrogen therapy, later sanitized as ‘hormone replacement
therapy’, to make it appear as though it were sensible preventive
therapy.

Public relations (PR) handlers and medical communication
executives shepherd the KOLs at drug launches and wine and dine
them at the best restaurants, and have them transported by elegant
limousines, making the KOLs feel larger than life. If a drug
company realizes that a KOL is creating problems by revealing
negative facts about a drug or emphasizing data that show the
touted effectiveness to be less than impressive, for example, that
Vioxx (rofecoxib) led to a 500% increase in the risk of heart
attacks as opposed to the 50% decrease in stomach bleeds, it can
be ruthless in dealing with that individual. Usually, though, their
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harassment is indirect—no more invitations to speak, no more
trips to enchanting cities such as Prague!

Pharmaceutical companies have absorbed only too well the
teachings of Edward Bernays, the patron saint of PR, which
advocate mastering ‘the art of selling without the appearance of
salesmanship’.

Elliot sums up the way drug development actually works. We
seem to think that scientists develop drugs to treat diseases, and
marketers sell them by showing that their drug works better than
the one made by their competitors. But the pattern can be different.
Drug researchers may develop a drug that is not very helpful for
any disease. Here, marketers have to find a disease to treat. This
can be done in 2 different ways—expanding the borders of a rare
disease to allow more patients to be included ‘or redefining an
unpleasant aspect of ordinary life as a medical pathology’. Thus
diseases are branded. Depression was pushed by Merck when it
had a new antidepressant to sell: amitriptyline; restless legs
syndrome was pushed by Glaxo Smith Kline which, of course, had
a treatment for it: its dopamine agonist, Requip (ropinorole);
gastroesophageal reflux disease (GERD, formerly heartburn) was
publicised by AstraZeneca to create a market for its drug, Prilosec
(omeprazole).

The consolidation of drug companies has led to a change in
leadership from scientists and physicians to businessmen who
have promoted the advertising of drugs directly to consumers
(DTC). DTC spending now totals nearly US$ 30 billion, yielding
US$ 4.2 in sales for every dollar spent in advertising. By having
their own public service announcements (PSAs) adroitly aired at
professional meetings, then filming and distributing video news
releases (VNR) of the event, the big pharmaceuticals have reaped
enormous profits from drugs of dubious efficacy.

Elliot’s last chapter ‘The ethicists’ raises many awkward
questions on the role of ethicists. The book reminded me of two
of Marx’s famous remarks: ‘All that is solid melts into air’ and,
‘Who will guard the guardians?’ As I write this, the London police
force, respected in the past for being above board, has seen 2
senior officials resign over charges of impropriety and bribery. It
appears that ethicists are no more immune to the lures of the
society they live in, a society they began by criticizing and even
opposing when needed. Citing specific events, for example, the
sale of the very expensive but not superior antibiotic, Xigris, by
Eli Lilly, and the death of Jesse Geisinger while on experimental
gene therapy, Elliot describes how ‘bioethics has been co-opted
by the very institutions it was intended to study’—a disheartening
state of affairs. A few bioethicists have started their own for-profit
consultancies.

What does this imply for physicians who want to do the best for
their patients? There is no easy answer, but a reduction in
emphasis on profits as the be-all and end-all of society will be
crucial to a more honest approach to drug research and marketing
in the years ahead. Perhaps the current economic disarray, by
discrediting the near divine status of the market in public discourse,
will provide the impetus for the first step.
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Diarrhea: Diagnostic and therapeutic advances. Stefano
Guandalini, Haleh Vaziri (eds). Springer, Germany, 2011. 499 pp,
€159.95, US$ 219. ISBN 978–1–60761–182–0.

This book has distinguished
contributors and editors, and its
27 chapters deal with a range of
specific disease entities or
syndromic conditions that are
associated with diarrhoea. The
organization of the chapters and
the material contained therein is
among the weak points of this
book. The lack of appropriate
organization possibly stems from
an unclear understanding of the
audience to which the book is
targeted. While residents in
gastroenterology will find this
book useful, even though the same

information is already available in specialist textbooks of
gastroenterology, the academic gastroenterologists and researchers
will not find sufficient new material in the book to interest them.

The introductory chapter ‘Definition, epidemiology,
pathophysiology, clinical classification and differential diagnosis
of diarrhoea’ should have set the stage for the rest of the book,
providing the common thread with links to other chapters, but it
does not do so. The other chapters in the book deal with various
disease entities that cause diarrhoea. The chapters do not necessarily
focus on recent advances in diagnosis and therapy, and brief
general reviews of the particular disease or syndrome use up a
good amount of space in most chapters. Given this format of
disease-specific chapters rather than a syndromic approach, it
would have been useful if the chapters had focused on specific
challenges in the diagnosis and management of diarrhoea in each
of these conditions. As there have been considerable advances in
molecular information in relation to many of these disorders, the
chapters could have been made more interesting and relevant by
integrating information on the advances in diagnosis and therapy
with current molecular information. Such an approach could have
been useful both for practising doctors and an academic readership.

In practice, problems of chronic diarrhoea perplex physicians
and paediatricians, and an attempt to synthesize diagnostic
approaches to paediatric chronic diarrhoea and diarrhoea in
immunocompromised individuals in separate chapters would
have been useful. The chapters on congenital disorders of digestion
and absorption, and on protein losing enteropathy, both difficult
areas for the clinician, could have benefited from the inclusion of
diagnostic and management algorithms.

Overall, the book is a moderately useful reference for
gastroenterologists, physicians and paediatricians in practice. It
must be noted that infectious causes of acute and chronic diarrhoea,
which are relevant to the readers of this journal, are not dealt with
to any significant extent in this book.
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Smart Surgeons Sharp Decisions. Cognitive skills to avoid
errors and achieve results. Uttam Shiralkar, Byword Books,
New Delhi, 2011, 136 pp, `495. ISBN 978–81–8193–081–1.

The title of the book is very catchy
and would draw the attention of
all professional surgeons or
budding surgeons. The summary
on the back flap sets the tone for
the book. It says the book ‘…offers
answers on the science of
decision-making which
experienced surgeons may find
difficult to explain. Equally, it
answers the questions that trainees
may find difficult to ask on how
to make the best decisions’. I feel
the book falls short on both counts.

The book opens with an
excellent foreword that draws a clear distinction between operating
(merely performing the surgical procedure) and the art of practising
surgery. The author’s narrative begins with a compelling
experiment that highlights how the obvious is often missed, and
this may lead to errors. This is then linked to the checklist concept
in operating rooms (ORs) that is currently such a rage that it is seen
as a panacea for all evils in the OR. The book argues on the basis
of principles of cognitive science and muddies the waters further
to make the debate between the believers of the checklist and the
non-believers even more heated.

Next, we read about the example of Dr Jerome Groopman
(author of How Doctors Think). The story is about the doctor’s
own experience of getting 4 radically different opinions from 4
specialists about his orthopaedic condition. It happens all the
time, I would say. Though Dr Shiralkar is able to analyse the flaws
in the thinking processes of the 4 specialists and why they came
to different conclusions, he does not give any workable solutions
that would resolve the problem of such divergences in opinion. In
the discourse, he nevertheless underscores 2 invaluable concepts:

1. That the surgeon’s brain is more important than his hands, and
2. We must guard against errors that occur when a surgeon is

desperate and gives in to the urge to ‘do something’.

Next, we move to a discussion on cognitive errors. The book
introduces complicated terms such as ‘heuristics’, which is not
explained in simple language till much later. The chapter on
cognitive errors introduces terms such as availability bias and
anchoring bias––all factors that influence decision-making. These
are real issues that we have all experienced in our practice of
surgery and have never given them a name. The author has
explained these very elegantly, using appropriate examples.

After attempting to scientifically analyse the decision-making
process and ways of reducing errors for the better part of the book,
Dr Shiralkar introduces the concept of ‘intuition’ or gut feeling.
Reading his analysis, one gets a feeling that intuition is at the core
of all decision-making and the single most important factor that
differentiates a good surgeon from a not-so-good surgeon. Though
psychologists may try to explain the science behind intuition, the
gut feeling remains just that. Does the book tell me how to
improve my intuitive skills? The answer is no. But it does tell me,
with examples, factors that may help build it.

Dr Shiralkar has relied heavily on examples and clinical
situations, and that is the strength of the book. The concepts
highlighted in the book are all in our minds. The book puts them
on paper in a very readable sequence. One can, therefore, identify
with them.

The book is presented in an easy-to-read paperback form. The
publisher has done an excellent job with the paper quality and
typeface. The characteristic colour border on the edge of each
page adds to the presentation. The text is interspersed with many
coloured boxes with examples and case scenarios. This is the
highlight of the book. However, the colour scheme of the boxes
and the typeface used in them is a little too soft, so that it strains
the eyes to read them other than in bright light. The text is
interrupted with many illustrations. I found them to be mostly
irrelevant, and feel that they serve to distract rather than add value.
This reasonably priced book is worth reading. It explains some
concepts well and defines some critical terms. It gives a name to
some concepts that we have not thought of naming. In short, it sets
us thinking.
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