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The proliferating connections bet-
ween physicians and the pharmaceutical
industry have brought the credibility
of clinical medicine to an unprecedent-
ed crisis (1). The public seems to be in-
creasingly skeptical of clinical medicine,
since corporate actions that have placed
profit over public health have become
regular news in the media (2). Medical
journals have been defined by a former
editor as “an extension of the marketing
arm of pharmaceutical companies” (3).
The dangers of medicine’s complicity
with big business have been disclosed to
the lay public in several books (4-7). In
one of these books, John Abramson ad-
mirably unveils how propaganda has
substituted research evidence in the
medical field (7).

More and more voices from academ-
ic medicine are questioning the rela-
tionship between the pharmaceutical
industry and the physicians (8). Con-
flicts of interest have thus become a ma-
jor issue of concern in medicine, in-
cluding psychiatry, and are getting more
and more important for medical jour-
nals (9). They undermine the credibility
of papers which are submitted, their re-
view process, and even the editorial de-
cisions about acceptance or rejection.

The notion of conflict of interest is
widely used but may entail different
meanings. Margolis (10) distinguishes
between conflicting interests and con-
flicts of interest. The former occur in any
situation where competing considera-

tions are presumed to be legitimate.
Conflicts of interest, on the other hand,
are characterized by individual occupy-
ing dual roles which should not be per-
formed simultaneously. Because of the
potential for abuse, performing both
roles at the same time is considered to be
inappropriate. Which roles? For instance,
being a researcher and holding a finan-
cial interest in an area related to the re-
search one is involved in. Table 1 lists
the main sources of conflicts of interest.

I will describe some of the insights
that research on conflicts of interest has
generated in medicine and psychiatry,
and some strategies which may coun-
teract this phenomenon.

CONFLICTS OF INTEREST
IN MEDICINE

In the past decade there has been a

The issue of conflicts of interest has brought clinical medicine to an unprecedented crisis of credibility. The situation of psychiatry does
not appear to be different from other areas of medicine. The problems caused by the increasing financial ties between the pharmaceutical
industry and researchers and clinicians can be addressed only by a complex effort encompassing both the establishment of lines of sup-
port of independent researchers who are free of substantial conflicts of interest and better disclosure policies and conduct regulations as
to financial ties. Such effort requires a bold shift from current, largely inadequate strategies. In the long run it may entail, however, sub-
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considerable amount of research, most-
ly in the US, on the issue of conflicts of
interest in medicine. This research has
yielded important insights into the di-
mensions and importance of the phe-
nomenon. Special attention will be giv-
en to the psychiatric field.

Prevalence is very high

The first idea of the prevalence of sit-
uations of conflict of interest in scientif-
ic research came from a landmark study
which appeared in the 1990s. Krimsky
et al (11) analyzed 789 articles written
by authors from Massachusetts universi-
ties publishing in leading scientific jour-
nals in 1992. In one out of three cases,
at least one author had a vested interest
in research. Krimsky et al (11) took a
very conservative stand as to what con-
stitutes a financial conflict of interest:
owing a patent directly related to the
published work; being a major stock-
holder or executive in a company with
commercial interests tied to the re-
search, or serving on the board of direc-
tors of such a company. The percentage
of cases of conflict of interest would
have greatly increased if consultancies
and honoraria had been taken into ac-
count. The study clearly showed the ex-
tent of corporate presence in scientific
publishing. These results, however, were
systematically downplayed by the scien-
tific community, as exemplified by the
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Table 1 Main sources of conflicts of interest
in medicine

Being a clinician/researcher and:
- an employee of a private firm
- a stockholder
- a member of a company board of directors
- a regular consultant of a private firm
- an occasional consultant of a private firm
- an official speaker of a private firm
- an occasional speaker of a private firm
- getting refunds from a private firm
- recipient of honoraria
- a clinical investigator in a sponsored trial
- recipient of research support from a private firm
- owing a patent
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response of Nature to them (11).
The same group of researchers ad-

dressed the issue of the financial ties
with the pharmaceutical industry of the
170 DSM-IV panel members. Ninty-
five (56%) had one or more associations
with companies (12). The percentage
reached 100% among members of the
panels on mood disorders and schizo-
phrenia and was above 80% among
members of the panels on anxiety and
eating disorders (12).

It has been reported (8) that one of
ten US physicians is currently engag-
ed in a formal consultancy with invest-
ment industry. We should expect this
proportion to be much higher in clini-
cal research, including psychiatry, even
though there may be differences from
one field to another.

Disclosure is seldom performed

Disclosure has emerged as a first and
essential step for dealing with conflict of
interest contamination in science. But,
despite journals’ policies, it is seldom
performed (in less than 1% of medical
articles according to a study by Krimsky
(13)). Such disclosure often takes place
in the media, instead of coming from the
authors or scientific community. For in-
stance, Zalewski (14) illustrates an im-
pressive list of examples where the prob-
lem of conflict of interest was associated
with important scientific and clinical is-
sues. At times, conflicts of interest may
undermine the credibility of scientific
data, such as in the scandal over a study
on a heart attack medication (tissue
plasminogen activator, TPA) published
in the JAMA, when a reporter from
Newsday revealed that at least 13 re-
searchers were long-term stockholders
of the company manufacturing the drug.

Such scandals have also involved
psychiatric researchers (4). A very re-
cent one about an article on vagus nerve
stimulation has led to the resignation of
the lead author from the editorship of
an important journal (15). It is worth
mentioning that this scandal was not
triggered by an investigative reporter,
but by a member of the society which
was linked to the journal.

It must be noted that, while disclosure
has become standard practice in North
American meetings and journals, it has
not achieved wide currency in Europe.

Scientific societies may be beholden
to the drug industry

Glassman et al (16) investigated
whether revenues generated from phar-
maceutical advertisements in medical
journals create potential conflicts of in-
terest for nonprofit physician organiza-
tions that own those journals. They
found that financial conflicts of interest
were substantial, and some prestigious
medical organizations, such as those
underlying the JAMA and the New
England Journal of Medicine, could
be viewed as beholden to the drug in-
dustry. In an accompanying editorial,
Lexchin (17) reported on the growing
concern about the relationship be-
tween the World Health Organization
(WHO) and the pharmaceutical indus-
try. The WHO issued a set of guidelines
for the diagnosis and management of
essential hypertension in conjunction
with the International Society of Hy-
pertension. A letter signed by close to
900 physicians and scientists pointed
out that the guidelines ignored ground
rules of clinical assessment and placed
an excessive weight on trials funded by
the pharmaceutical companies. This
casts serious doubts on the WHO,
which has been accepting temporary
substitutes of personnel from the phar-
maceutical industry. As has been point-
ed out concerning the diagnosis of de-
pression and the use of antidepressant
drugs, the game is clear: to get as close
as possible to universal consumption of
a drug, either by stretching its indica-
tions (e.g., to include demoralization)
or by encouraging its preventive use
(18). Scientific societies may control
medical journals and affect editorial
policies and the selection of papers.
Further, financial ties may also affect
the scientific meetings of those soci-
eties. This is something anyone walk-
ing in a major society meeting may eas-
ily perceive.

Authors of clinical practice guidelines
are often linked to the pharmaceutical
industry

Choudhry et al (19) examined au-
thors of clinical practice guidelines
endorsed by North American and Eu-
ropean societies on common adult
diseases. Eighty-seven percent of au-
thors had some form of interaction
with the pharmaceutical industry (58%
had received financial support to per-
form research and 38% had served as
employees or consultants for a phar-
maceutical company). In published
versions of the 44 clinical practice
guidelines, specific declarations re-
garding the personal financial interac-
tions of individual authors with the
pharmaceutical industry were made in
only two cases (19).

Attending drug sponsored scientific
events is associated with an increased
prescription of the sponsor’s
medication

A review (20) has outlined how at-
tending sponsored continuing med-
ical education (CME) events and ac-
cepting funding for travel or lodging
for educational symposia were associ-
ated with an increased prescription
rate of the sponsor’s medication. At-
tending presentations given by phar-
maceutical representative speakers was
also associated with nonrational pre-
scribing. Wilkes (21) commented on
the consequences of the interactions:
“Physicians take gifts form drug com-
panies and then spend patients’ mon-
ey to help make the same pharmaceu-
tical industry the most profitable in
the world. They recruit ‘research’ sub-
jects without advising them of the
personal financial gain that accrues to
them…. All these behaviors are di-
rectly opposed to what patients and
society expect from us in return for
the privileges that have been be-
stowed”. And, as the subtitle of the
editorial indicates, when trust goes,
so does the healing power of physi-
cians.
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Studies sponsored by pharmaceutical
companies are more likely to have
outcomes favorable to the sponsor

It has been repeatedly reported that
studies sponsored by pharmaceutical
companies are more likely to have out-
comes favorable to the sponsor (22-25).
Industry sponsorship also results in re-
strictions on publication and data shar-
ing (23) and in selective reporting (26).
Perlis et al (25) examined funding sour-
ces and authors’ financial conflicts of in-
terest in clinical trials published in four
leading American journals concerned
with psychiatry. Sixty percent were fund-
ed by a pharmaceutical industry, and
conflict of interest was associated with a
greater likelihood of reporting a drug to
be superior to placebo. Further, Melan-
der et al (26) analyzed controlled studies
of selective serotonin reuptake inhibitors
and found that sponsored studies with
favorable results were more often pub-
lished than negative studies. A very good
example of this selective publication is
given by the scandal following the find-
ing that a major pharmaceutical compa-
ny allegedly withheld from the medical
community clinical trial findings which
indicated that a widely used antidepres-
sant had no beneficial effect in treating
adolescents (27). This casts serious
doubts on the representativeness of the
drug trials which are included in meta-
analyses (28). Further, even systematic
reviews require careful critical appraisal
(29,30). Conflicts of interest may affect
this appraisal. Evidence-based medicine
may thus be a deceptive instrument of
propaganda. 

Heres at al (31) analyzed the sources
of bias which may limit the validity of
head-to-head comparison studies of
second-generation antipsychotics, such
as equivalent dosages, study entry crite-
ria, statistical analysis, reporting of re-
sults and wording of findings.

Often researchers do not own
their data

Mello et al (32) explored the legal
agreements that exist between industry
sponsors and academic investigators.

In 80% of institutions the sponsor may
own the data and in 50% the sponsor
may write up the results for publication.
There have been many instances in the
media about the struggles between clin-
ical researchers and pharmaceutical
companies as to the publication and
analysis of data (14). In most of the in-
stances investigators have been quite
alone in their battles. In sponsored sci-
entific presentations at meetings, it is a
quite common practice that the slides of
speakers are reviewed and approved by
the sponsor.

Independent investigators are a threat
to special interest groups

There have been growing concerns
about the independence of academic
psychiatry (33). We are often led to be-
lieve that virtually all clinical investiga-
tors should have some ties with the
pharmaceutical industry, even though
this is not true (8). We are also led to be-
lieve that the advertising section of a
major medical journal has nothing to
do with the editorial section. There is
evidence to call such view in question
(34). Apparently, it is also possible to
buy editorials (35).

When the percentage of investigators
with conflicts of interest reaches 100%
(as in DSM panels), this means that
there is systematic exclusion of inde-
pendent investigators. They may repre-
sent a threat to special interest groups,
self-selecting academic oligarchies who
are the gatekeepers of corporate interest
in scientific information (36). Several
examples are available to indicate the
degree of retaliation that may be pro-
vided to outliers (36).

WHAT CAN WE DO?

So far, the problem of conflicts of in-
terest in medicine has been conceptual-
ized in naïve terms. The scenario is pic-
tured as the corporate industry (bad
guys) exerting more and more pressure
on physicians (helpless victims), with
the medical journals (good guys) at-
tempting to protect both the physicians

and their patients. The inadequacy of
this scenario is reflected by the pathetic
outcomes of the efforts to limit the phe-
nomenon. For instance, the JAMA rules
for reporting industry-sponsored stud-
ies require that at least one author, who
should not be a firm employee, takes
full responsibility for the integrity of the
data and that an independent biostatis-
tician should perform or confirm data
analysis (37). Does an academic re-
searcher loaded with conflict of interest
provide more trust than a firm employ-
ee? I believe the contrary is true. Simi-
larly, registration of trials and tougher
standard for disclosure are certainly
welcome (38), but comprehensive dis-
closure could not restore public trust as
wished.

A crucial problem lies in the lack of a
definition of substantial conflict of inter-
est. Are eating a pizza at a drug-spon-
sored lunch and being a regular consult-
ant to a firm the same thing? Table 2 out-
lines some tentative criteria which are
based on Krimsky et al’s work (11). The
first two situations shown in the Table 2
involve the concept of continuity of a re-
lationship with a private firm. Indeed,
occasional consultancies, grants for per-
forming an investigation, or receiving
honoraria or refunds in specific occa-
sions would not be a source of substan-
tial conflict of interest. The latter two sit-
uations depicted in the Table 2 indicate
major financial sources of bias.

Another issue is that the problem of
conflicts of interest has been viewed so
far mainly in negative terms: how to
limit corporate influence in medical re-
search. There has been little or no em-
phasis on the fact that the scientific
community is draining itself of a reser-
voir of disinterested experts who can be
called upon to advise government poli-

Table 2 Criteria for the presence of substan-
tial conflict of interest of a researcher

The researcher meets at least one of the following:
- Being an employee of a private firm
- Being a regular consultant or in the board of direc-

tors of a firm
- Being a stockholder of a firm related to the field of

research
- Owing a patent directly related to the published

work
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Table 3 Lines of support to independent researchers who are free of substantial conflicts
of interest

- Priority for obtaining grants from public agencies supported by taxpayer money
- Priority for scientific societies and medical journals editorship positions
- Adequate visibility in scientific societies meetings programs
- Inclusion only of researchers with no substantial conflict of interest in clinical practice guidelines groups
- Conflict-free investigations and reviews should be emphasized in training and continuing medical education

and should have priority in medical journals

Table 4 Steps to addressing financial conflicts of interest in medical research

- Disclosure should become the rule in all scientific meetings and journals
- Each scientific organization should have a conflict of interest advisory committee
- Individual members of societies and readers of medical journals should express their dissent from presenta-

tions and articles biased by conflict of interest
- Specific policies for integrity in science by professional societies, universities, granting agencies, pharmaceu-

tical companies
- Independent review bodies (within each field) for examining the issues concerning conflicts of interest
- Educational plans for recognizing conflicts of interest
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cy makers and physicians on the safety
and efficacy of treatments, on the haz-
ard of chemicals and on the safety of
technology (4). Do we believe that re-
searchers who opted for not having any
form of conflict of interest and, by do-
ing this, gave up financial gains, are of
special value? Or do we believe that
their opinion is in no way different from
that of researchers with substantial con-
flicts of interest and that they are simply
a pathetic remnant of the past century?
Is the pharmaceutical industry interest-
ed in researchers who may cooperate
with marketing, as most of the academ-
ic physicians who are involved with
them now do, or are they interested in
independent and critical minds? Not
surprisingly, innovative and ground-
breaking development of new drugs by
the pharmaceutical industry has been
extremely disappointing in the past few
years (5).

Yet, the experts who are free of con-
flicts of interest may find increasing dif-
ficulties in obtaining appropriate visi-
bility at meetings and in journals and in
getting support for their research. It is
not that disinterested experts are ex-
tinct: it is that they are marginalized by
the gatekeepers of corporate interest
within public institutions, scientific so-
cieties and medical journals.

As a result, if we believe in the value
of independent research and researchers
and in the need of preserving and pro-
moting this independence, we should
endorse the steps which are outlined in
Table 3. If a grant agency committee, or
a medical journal, or a scientific meeting
committee does not include experts with
no substantial conflicts of interest, and
particularly those who have none, it
does not deserve credibility.

For certain positions (e.g., editor-in-
chief of a medical journal), the situation
should be evaluated on an individual
basis. For instance, tie to a single firm,
contrary to what is often assumed, al-
lows an easy monitoring of an editor’s
job (he or she can be excluded from as-
sessing papers dealing with products of
that firm), whereas multiple forms of
conflict of interest make this control im-
possible. At times advertising depart-
ments appear to influence editorial de-

cisions in journals which advertise drugs
or devices (39). Such influence may be
particularly strong if the editor is vul-
nerable because of his/her conflict of
interest.

Information overload is the key vehi-
cle of pharmaceutical propaganda (40).
A psychiatrist may be overwhelmed by
scientific articles, often of redundant
nature. He or she may become aware of
certain articles because of firms point-
ing to those, or because they appear in
very well-known and distributed jour-
nals. Yet this may be very misleading.
Conflict-free articles (particularly re-
view papers) and purely subscription-
based journals should become the focus
of attention of clinicians who have be-
come educated to the issue of conflicts
of interest (40).

Only in this context, interventions
aimed to getting a better control of con-
flicts of interest may become successful
(Table 4). While disclosure has become
standard practice in North American
meetings and journals, it is still poorly
practiced in Europe. It should be em-
phasized that in psychiatry conflicts of
interest may arise not only when there
are ties with the pharmaceutical indus-
try, but also when the researchers, for
instance, are involved in private schools
for training in psychotherapy. Disclo-
sure is the minimal requirement for sci-
entific credibility. It should have a spe-
cific time frame (e.g., 3 years). When an
endless list of financial ties is provided,

it should be clear that it becomes virtu-
ally meaningless, unless the potential
implications of such ties are described
in a note.

Each scientific organization should
have a conflict of interest advisory com-
mittee that represents different seg-
ments of the organization and that
should be a referral point to individual
members identifying possible conflicts
of interest (41). Scientific organizations
may also request disengagement from
corporations that abuse public trust
(e.g., false advertising, regulatory fines)
and do not allow publication of scien-
tific results (42). Individual members of
a society can also decline participation
in specific meetings or society events
(43), or refuse to pay the dues of the so-
ciety, or write to the journal which was
involved in a specific case of conflict of
interest (and the letter should be pub-
lished, whereas this is seldom done
with the excuse of lack of space or by
not having a dangerous letter section).
Members attending a meeting of their
association should be able to rate the
quality and the influence of the phar-
maceutical industry with appropriate
evaluation forms and to manifest their
dissent (electronic mail is a powerful in-
strument for it).

The development of specific policies
for integrity of agencies and pharmaceu-
tical industries is also important. The
American College of Cardiology Foun-
dation and the American Heart Associ-
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ation’s report on professionalism and
ethics (44) may inspire psychiatric asso-
ciations to take similar steps.

The creation of independent review
bodies (within each field) for examin-
ing the issues concerning conflicts of
interest would be another important
step. Such bodies might provide peer
support to struggling authors or edi-
tors, well beyond the generic, if not
ridiculous, encouragement to register
unpublished research (45). Further,
these bodies may become an impor-
tant reference to consumers’ associa-
tions, which so far have not fully real-
ized the importance of addressing the
issue of conflicts of interest. A notable
exception is represented by the brave
battle of a British consumers’ associa-
tion for the recognition of withdrawal
reactions following use of benzodi-
azepines (46) and second-generation
antidepressants (47). We should real-
ize that public research money is often
invested for the benefit of special in-
terest groups instead of addressing key
public health issues.

Finally, professional training pro-
grams (e.g., medical school, residency
training, etc.) should teach individuals
to recognize conflict of interest situa-
tions (41) and increase awareness of bi-
ased interpretations of research results
(28).

CONCLUSIONS

The problem of conflicts of interest
in psychiatry does not appear to be
different from other fields of clinical
medicine. It can be addressed only by
a complex effort on different levels,
which cannot be postponed any longer.
In fact, either clinical researchers be-
come salespeople (and the main aim of
many scientific meetings today is ap-
parently to sell the participant to the
sponsor) or they must set out boldly to
protect the community from unneces-
sary risks (36). By choosing the latter
course, they should be aware that they
will also be defending their own intel-
lectual freedom (48). Psychiatry, in view
of its humanistic and social roots, may
lead this effort.
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port for his studies from the Italian Min-
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Conflicting
interests
and doing right

COMMENTARIES

GUY GOODWIN
University Department of Psychiatry, Warneford Hos-

pital, Oxford OX3 7JX, UK

Although Giovanni Fava’s title is “Fi-
nancial conflicts of interest in psychia-
try”, the definition he gives is a more
general one, which I like: “conflicts of
interest… are characterized by individ-
ual occupying dual roles which should
not be performed simultaneously”. And
he asks which roles these are. In an-
swer, he focuses exclusively upon all
those that academics may play for phar-
maceutical companies. He could have
added roles with a voluntary organiza-
tion, a charity, a law firm, a department
of government, an investment company
or any other formally constituted body
with interests in the field of psychiatry.
But it is part of the current Zeitgeist that
pharmaceutical companies are particu-
larly demonized (1). 

Is there a current problem? Unfor-
tunately, I must accept that there is.
Do some individuals in academia abuse
their position in exchange for fees
from companies, for example, by put-
ting their names on articles they have
scarcely read, let alone written? I am
sure some do and it is wrong. Is the in-
fluence of industry on medical pre-
scribing excessive? Yes. At present we
have far more spent on continuing
medical education by companies than
by anyone else. But that also repre-
sents a failure of healthcare systems
funded by governments. Are some
roles incompatible one with another?
Obviously so: one cannot personally
buy and sell shares in a specific com-
pany and claim not to have an interest
in its success; advising regulatory bod-
ies is an activity that largely precludes
working with industry. But the major-
ity of research academics do not, or
certainly need not occupy roles that
are incompatible with involvement
with industry, and many that are most

critical of such contact may have
problems of an analogous kind, that
they do not have to declare. 

To understand why I say this, let us
explore a more general definition of
conflict of interest – in other words the
positions, allegiances or interests that
shape the people we are and the deci-
sions that we reach. Some of the most
compromising allegiances may be less
quantifiable than the fees received from
a pharmaceutical company. 

Such issues provide part of the rea-
son this debate seems to have become
so vitriolic in psychiatry. I believe it
taps into a more profound disagree-
ment about the status of drug treat-
ment per se, for what we still call in
English “mental disorder”. I do not
know Giovanni Fava personally, but,
from reading his published papers, I
would not be surprised if he believes,
as I know many social psychiatrists
do, that drugs ultimately do not work,
or anyway do not work very well, and
that psychotherapy or social interven-
tions are superior, or anyway prefera-
ble. This is often associated in my ex-
perience with a high-minded view that
social factors cause or exacerbate men-
tal illness and that ultimate solutions
lie in a better society, rather than bet-
ter medicines. My own position is
more or less the opposite of this: I see
medicines as holding a primary role
for significantly improving the chances
that an individual patient may recover
from severe psychiatric disorder. I ac-
cept the value of pragmatic psycho-
therapies, but, while drug-placebo dif-
ferences seem to be magnified by ill-
ness severity, psychotherapies tend to
look less effective as illness severity in-
creases. Finally, I am pessimistic about
social solutions to personal problems.
If I have asthma, I want an inhaler: I can
complain about the air quality later. 

There is a more explicitly political ar-
gument, which is also close to the sur-
face in the current controversy. Is the
making of money on the back of drug
development and sales somehow im-
moral? It is part of a more general polit-
ical critique of capitalism, whereof Win-
ston Churchill once remarked: “The in-
herent vice of capitalism is the unequal

sharing of blessings; the inherent virtue
of socialism is the equal sharing of mis-
eries”. Those of us who want to see an
improvement in the efficacy, tolerability
and use of medicines are bound to ac-
cept the capitalism of pharmaceutical
companies. Innovation may start in ac-
ademia, but it can only be delivered by
companies. Along with that come mar-
keting, consultancy, and hype, and the
countervailing forces of government
regulation, attention seeking whistle
blowers, newspaper-puffed scandals, etc.
It is untidy, but it is how a free society
works. In my opinion, my patients have
benefited directly and significantly
from the new medicines licensed in the
last 20 years. And there is no doubt, ei-
ther, that the first generation drugs
were a major breakthrough at the be-
ginning of the psychopharmacological
era. They were also no doubt a major
source of profit to the companies that
made them. However, drug companies
are for the most part public compa-
nies. In other words, we may all bene-
fit through the employment they cre-
ate, the taxes they pay and the pension
funds that invest in them. Further,
they spend much more on medical re-
search than any other sector of the
economy. 

Can we improve the current state of
affairs? I agree with Giovanni Fava that
the USA is ahead of Europe in relation
to policies of disclosure, and that trans-
parency is a minimum essential safe-
guard. Journal editors need to be vigi-
lant, and learned societies need to de-
cide what the ethos of their meetings is
to be and get the balance right: the at-
mosphere in some is embarrassingly
commercial. But to seek to sterilize ac-
ademic activity from the pharmaceuti-
cal industry is to deny a key link be-
tween academic innovation and actual
delivery of a product to the consumer.
There has to be a relationship if we want
any more new compounds. And it is a
real further concern that, if we protest
too much, psychiatry may come to seem
not worth the bother. 

Finally, while I applaud Giovanni
Fava’s focus on individual responsibil-
ity, I am not convinced that a narrow
obsession with what he refers to as un-
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necessary risks offers clinical research
any kind of intellectual freedom at all.
Intellectual freedom comes from a
training that instils independence of
mind, a sceptical approach to evi-
dence and a taste for the truth. These
are classical virtues. I see nothing that
should prevent their display in one’s
relationship with pharmaceutical
companies.

Disclosure

The author currently holds grants
from P1Vital, Sanofi-Aventis, Servier,
Baily Thomas Charitable Fund, Econo-
mic and Social Research Council and
Medical Research Council, and in the last
year has acted as advisor to Bristol-Myers
Squibb, P1Vital, Roche, Sanofi-Aventis,
Servier and Wyeth, and accepted honora-

ria for chairing or speaking from As-
traZeneca, Bristol-Myers Squibb, Lilly,
Eisai, Lundbeck, Sanofi-Aventis and
Servier.
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One flew over the conflict
of interest nest
DAVID HEALY
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Giovanni Fava has given us an excel-
lent analysis of the development of cri-
sis about commercial conflicts of inter-
est in psychiatry. But there are some
grounds to think the entire subject is
something of a red herring, or that Fa-
va’s position is itself industry-friendly. 

If we view the issues from the frame
of the past 400 years, and consider
where science has come from, then it is
clear that a key triumph of the new
branch of knowledge lay not just in
any of the so often celebrated break-
throughs in physics, chemistry or biolo-
gy, but rather in the fact that society had
found a means to move knowledge for-
ward that overcame the issue of con-
flicting interests. If they adhered to the
scientific method, then the fact that sci-
entists might be Catholic, Protestant,
Hindu, Muslim, Jew or atheist was ir-
relevant. 

Aside from these powerful social
prejudices, several studies of the scien-
tific process suggest that individual sci-
entists are all but insane. Many of our
most famous scientists can be seen to
have pursued their goals obsessively
and with a conviction that must have
appeared to many contemporaries as
close to delusional.

But the scientific method, which in-
volved a new emphasis on observable
and replicable data, has provided us

with a way to overcome both social
prejudice and individual idiosyncrasy
(1). The success of science lies in the
fact of its being a communal and em-
pirical process rather than a process
whose success depends on the motives
of individual practitioners. It is against
this background that Nature and other
journals cited by Giovanni Fava have
been slow to respond to the new pro-
posals for statements of conflicts of in-
terest. Why would scientists in general
expect relatively small amounts of mon-
ey given to a few individuals to undo a
system that has tamed far more power-
ful inner demons than this?  

Reframed in this way, the fact that
there is an undoubted crisis at present
suggests that focussing on conflicting in-
terests as the origin of this crisis may be
mistaken. Another option is that the ap-
parent studies and related reviews that
are at the centre of this crisis are in fact
not scientific – they are a cuckoo’s egg in
the nest of science. And indeed a key
feature of the clinical trial reports and re-
view articles that Fava makes reference
to is that they do not conform to the cen-
tral tenet of science which is to engage
with issues that are replicable and/or to
make the data publicly available. 

The current problem for any aspect
of medical science involving therapeu-
tics with agents that are on patent is that
a significant proportion of trials now re-
main unpublished and those that are
published are often ghostwritten and
bear an ambiguous relationship with

the underlying data (2). Company post-
ings of trials on the internet do little to
mitigate this problem. The difficulties
are best symbolised by the case of the
pediatric trials of selective serotonin re-
uptake inhibitors, where we have the
greatest known divide in medicine be-
tween the raw data on an issue on the
one side and the published accounts
purporting to represent those data on
the other. The data can now be seen to
indicate that the drugs do not convinc-
ingly work and are hazardous, but prior
to the release of the data the scientific
literature universally portrayed these
agents as safe and effective (3). This di-
vide, it is important to note, only came
to light as a result of the efforts of jour-
nalists and lawyers. It came to light not
because they chased the question of
conflicting interests but because it
seemed obvious to lay people that the
data did not add up. To our shame, no
clinician or scientist had a hand in
questioning the validity of the “sci-
ence”. What lessons can be drawn from
this situation? 

If companies want to market their
product under the banner of science,
they can be required to conform to the
norms of science. This will require jour-
nal editors and academic meeting organ-
izers to refuse publication to articles or
presentations on data not freely accessi-
ble. Taking a stand like this will chal-
lenge the conflicts of journal editors and
meeting organizers, but this rather than
conflict of interest declarations from in-
dividual academic authors or speakers is
much more likely to have teeth. 

Ghost writers are in fact much more
likely to insert conflict of interest dec-
larations into articles or lecture slides
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in a manner that conforms to journal
or meeting protocols than are aca-
demics. If I were employed in a com-
pany marketing department I would
much prefer to have the field think
that all that is wrong is that a few cor-
rupt academics fail to declare compet-
ing interests than to have the field
think that company practices that re-
strict access to data while still claim-
ing the moral high ground of science
are the real source of the problem.
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The author has been a consultant,

principal investigator, clinical trialist,
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Psychiatry: from interest in conflicts
to conflicts of interest
EDUARD VIETA
Clinical Institute of Neuroscience,

University of Barcelona Hospital Clinic and

IDIBAPS,  Rossello 140, 08036 Barcelona, Spain

There was a time when psychiatry
was largely influenced by the view that
most mental conditions were the result
of unsolved inner conflicts. That was a
time when the availability of effective
drugs for psychiatric disorders was ex-
tremely limited, and access to mental
health care was also restricted to the
very wealthy or to very sick patients,
who would be confined in institutions
for the mentally ill for long periods of
time, and kept apart from society. The
emergence of psychopharmacology ra-
pidly changed this panorama, but it
has carried novel challenges, not only
for clinical practice, education and re-
search, but also for doctor-patient rela-
tionships. These changes go in parallel
with those of modern societies, in-
creasing the distance between devel-
oped and struggling countries, and
raise further ethical concerns. This is
why I believe that the debate on con-
flicts of interest, particularly for the fi-
nancial ones, is difficult to separate
from ideology/politics, and this is why

I think that we should take a global ap-
proach to it. Hence, as Giovanni Fava
rightly points out, clinical medicine and
psychiatry are suffering from an un-
precedented crisis of credibility, and
this has more to do, in my opinion,
with increased awareness about this is-
sue rather than with decreased ethical
standards or malpractice. Our society is
increasingly aware of potential con-
flicts of interest and this is good for
transparency, although one of my argu-
ments will be that some conflicts are
more visible than others and, to be fair,
our responsibility as clinicians, educa-
tors or researchers is to disclose all of
them, regardless of their nature. At the
end of the day, having a potential con-
flict of interest is not the same as being
necessarily biased or corrupt. Psychia-
try has taught that avoiding conflicts is
not generally the right way to solve
them.

The increasing skepticism about
drug development, clinical trials, and
publications goes in parallel with the
popular view on pharmaceutical in-
dustry, which is far from unbiased. It
has been reported that people see
pharmaceutical companies as busi-
ness corporations with low ethical

standards such as the arms industry.
The paradox is that never in history
there were as many regulations, con-
straints and supervision of drug devel-
opment, approval, and marketing strate-
gies as nowadays. Hence, this climate
comes up from mistakes made by sev-
eral agents in this drama: the pharma-
ceutical industry, of course, but also
opinion leaders, medical journals, reg-
ulatory bodies, politicians, and even
clinicians. The raise of evidence-based
medicine may also be partly responsi-
ble, because evidence is only available
for questions receiving funding, and
most of the funding comes from com-
panies expecting refunds from their
investments. Some of us believe that
this would be fair as far as strict regu-
lations and public funding are able to
counteract against the risk of relying
almost exclusively on company-spon-
sored evidence-based medicine. Oth-
erwise, evidence-base may become ev-
idence-bias.

Bias may come from two main
sources: biases in trial design, and bi-
ases in results dissemination. Trial de-
sign biases are easier to counteract:
for instance, regulatory bodies as the
Food and Drug Administration (FDA)
in the United States or the European
Agency for the Evaluation of Medici-
nal Products (EMEA) in Europe have
set their own trial design guidelines for
marketing approval (1,2). This strategy
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has been successful to avoid marketing
of potentially ineffective or unsafe
drugs via sophisticated designs or sta-
tistical analyses. However, those trials
have characteristically high internal
validity but poor external validity (3),
providing little information about the
use and effectiveness of a given drug in
clinical practice. Non-regulatory tri-
als, on the other hand, may be more
generalizable, but are commonly bi-
ased in favour of the novel (expensive)
drug. Examples of trial design biases
include false non-inferiority designs,
enriched designs, underpowered com-
parator samples, unfair comparator
doses, inclusion of patients who are
non-responsive to the comparator, un-
fair rescue medication rules, and “cre-
ative” outcome measures favouring
the drug of choice. Biases in results
dissemination are more difficult to as-
certain. The most well-known one is
publication bias: positive trials are
published while the negative ones re-
main forever as “data on file”, or at
most they are presented at a small
meeting as a poster or shown at a web-
site in a very concise format. Con-
versely, positive trials are re-analysed,
subanalysed, and repeatedly published
and presented at scientific meet-
ings. Publishing negative trials and
making that information available to
society is not only the responsibility of
pharmaceutical companies, but also
of researchers and opinion leaders,
particularly those who sit on compa-
nies’ advisory boards and have access
to privileged information. Confiden-
tiality rules apply to matters that may
have to do with competitive research,
but if the companies do not put their
negative data in the public domain
within a reasonable time period, the
rights of the patients who voluntarily
participated in those trials are being
broken. Other sources of bias not as ev-
ident as selective publication include
unbalanced presentations, which are
especially common at but not exclusive
of standalone meetings or satellite
symposia: exclusion of the comparator
arm in placebo-controlled trials, empha-
sis on certain (favourable) secondary
measures, minimization of adverse

events, and many more; again, not on-
ly the industry but also academics and
speakers should avoid this kind of
pseudoscience, and ideally clinicians
should be able to identify and criticize
those who promote it. Unfortunately,
in most countries the only source of
continuing medical education (CME)
is the pharmaceutical industry, so, even
when there are no biases as those men-
tioned so far, the focus of the meetings
is rarely free of indirect or direct finan-
cial interest. Here, national govern-
ments and scientific societies also have
their responsibility. In Europe, CME
credits are not well implemented and
this carries higher risk of unbalanced
meeting programmes and poor atten-
dance to scientific sessions. Finally, the
issue of treatment guidelines deserves
further discussion: while recusal of ex-
perts with potential conflicts of interest
would leave them practically orphan of
any expertise, the fact is that the evi-
dence-bias discussed above, which has
more to do with the dearth of inde-
pendently sponsored trials than with
the potential interests of the advisors,
makes them often more supportive to
newly marketed drugs than to cheap,
old compounds (4,5), such as lithium,
which has been decreasingly prescri-
bed in many countries despite the evi-
dence that it is effective and may have
unique antisuicidal properties (6,7).
Boyd and Bero (8) have recently re-
viewed the management of conflicts of
interest in guidelines development and
they recommend a standard policy re-
quiring all financial ties to be made
public in advance.

Everything that we discussed so far
suggests that something should be done
to increase the integrity and credibili-
ty of pharmaceutical companies, jour-
nals, meetings, authors, and presen-
ters. Fava is right when he says that
disclosure is simply the minimal re-
quirement for scientific credibility. Sys-
tematic feedback is another advisable
practice: I think that every scientific
meeting should provide feedback
forms including a specific score for
scientific balance for every presenta-
tion. Scientific societies and editorial
boards should have a conflicts of in-

terest advisory committee to discuss
the feedback provided by meeting at-
tendees and readers (9). I do not think,
though, that we should make the mis-
take of considering potential conflicts
of interest as something necessarily
bad. Having a potential conflict of in-
terest does not mean at all that what-
ever that person says or writes is bi-
ased; excluding highly respected aca-
demics from editorial boards or meet-
ings just because they have a potential
conflict of interest would lead to the
total fall of clinical research, with
enormous impact on the number and
quality of new drugs becoming avail-
able for the treatment of most condi-
tions, including mental disorders.
Consistently, most research subjects
and patients understand and accept
conflicts of interest (10) and some of
them actually encourage them as far as
they may carry benefit for the people
(11). The best experts in certain condi-
tions have generally multiple potential
conflicts of interest, but at the end of
the day what makes them attractive for
patients, clinicians, trainees, govern-
ments and pharmaceutical companies
is their credibility, and credibility is
hard to achieve and easy to lose. At the
end of the day, conflicts of interest are
not always a bad thing: they correlate
with interaction between public and
private health care providers, and
some of us believe that the best health
care system is neither purely public nor
purely private, but every effort should
be made to ensure that the interest of a
few does not go over the interest of so-
ciety, the integrity of clinical research,
and the progress of medicine.

Some potential sources of conflicts
of interest do not seem to be as popu-
lar or scandalous as the ones that
come up from the marketing of phar-
maceutical companies, even though
they may be an important source of
bias in education and clinical practice.
First of all, not all conflicts of interest
are of financial nature; in fact, a very
oppositional attitude towards the
pharmaceutical business may carry
political or professional benefits; oth-
ers have actually made a lot of money
with books reporting “drug compa-
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nies malpractice”. Finally, some finan-
cial conflicts of interest that are rarely
disclosed are the ones belonging to the
public health care sponsors: the gov-
ernment, the local authorities, and the
hospital managers, whose interest is
generally to avoid spending money on
the most expensive drugs. In several
countries, physicians get supplemen-
tary income if they are able to save
money from the pharmaceutical ex-
pense; in certain hospitals, expensive
drugs are not provided even though
they have an approved indication; and
in the editorial arena, some govern-
ment-sponsored publications show a
bias against new expensive drugs
which is only comparable to the bias
of company advertisements in favour
of their drug.

In conclusion, I would agree with
Fava that medicine and psychiatry’s
credibility is in crisis. But, at the end
of the day, I do not think that there is
such thing as somebody free of con-
flicts of interest. Conflicts are dimen-
sional, not dichotomous, and they
may have ideologic, financial, social,
or academic nature, but they always
carry the risk of biasing the informa-
tion. Moreover, readers and clinicians
are not just clueless, passive receptors
of information, and there is plenty of
examples of highly promoted drugs
that were not successful at all once
prescribers noticed that they would
not solve their patients’ problems. But
we need to hear their voice in this re-
gard. To increase the credibility of psy-

chiatry, I would improve the tools to
get actual and honest feedback from
meeting attendees and journal read-
ers, I would implement a true and ef-
fective CME credits policy, I would
encourage governments and scientific
societies to promote independent
clinical trials, and I would request all
journals in Medline and scientific
meetings to include a full disclosure of
financial and non-financial potential
conflicts of interest at the beginning of
every presentation or article. Credibil-
ity, as mental health, is not a matter of
absence of conflicts, but a matter of
overcoming them.
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On the propriety of collaborations between
academicians and the pharmaceutical industry:
an alternate viewpoint
MICHAEL E. THASE
Department of Psychiatry, University of Pennsylva-
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Giovanni Fava convincingly sum-
marizes the many reasons why the rela-
tionships between the for-profit indus-

tries and academicians – as well as
physicians more generally – are very se-
rious matters and may adversely affect
both society’s confidence in the med-
ical profession and the integrity of the
evidence base that helps to guide selec-
tion of treatments. As my own experi-

ences are those of an academician who
does several different kinds of work
with the pharmaceutical industry, I will
generally limit my comments to this
area. 

After decades of denial and mini-
mization, there are now sufficient data
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on the impact of unmanaged conflicts
of interest to justify the conclusion that
speaking for, advising/consulting, and
doing research with pharmaceutical in-
dustry can influence opinion leaders’
evaluations of the industry’s products.
Most often the nature of this effect is a
positive bias, which can result in over-
valuation of a treatment’s strengths and
underappreciation of that therapy’s
limitations. The net result of such bias
could be overly favorable presentations
at scientific meetings and/or insuffi-
ciently critical interpretation of results
or conclusions in manuscripts, which
ultimately could result in greater use of
that treatment and higher profits for the
manufacturer. 

Fava has correctly pointed to a num-
ber of notorious cases involving pur-
portedly unreported conflicts of inter-
est that have been an embarrassment to
the broader academic community, with
several recent cases specifically involv-
ing psychiatry. Although the initial pub-
lic presentations of these “scandals” of-
ten did not fairly reflect the facts of the
cases, there is the growing public per-
ception that all collaborations between
academicians and the pharmaceutical
industry are unseemly and, at best, sus-
pect. For these reasons and more, aca-
demicians must examine their relations
with the pharmaceutical industry with
much greater scrutiny than ever before,
and think much more carefully about
the potential for conflicts of interest
and strategies to manage such conflicts.

Before turning to our more specific
areas of agreement and disagreement, it
is important to clarify that the pharma-
ceutical industry is a heavily regulated
business, which does produce medica-
tions that can save lives and reduce hu-
man suffering; few of our currently used
psychiatric medications have been de-
veloped by alternate (i.e., governmen-
tal, academic, or not-for-profit) agen-
cies. When practicing within accepted
ethical guidelines, it is not inherently a
conflict of interest for an academician
to earn income from working with a
drug company. Such financial relation-
ships do have the potential to cause
conflicts of interest, however, and as
such they must either be avoided (as

suggested by Fava) or properly man-
aged (the approach that I recommend)

One factor that complicates debates
such as this is that “accepted ethical
guidelines” for managing potential
conflicts of interest are continually
changing. Thus, when the standards of
today are applied to work completed a
decade ago, it should be no surprise
that a large proportion of academicians
appear to fall short of the standard.
And, no doubt, the same will be true
when the standards of 2017 are applied
to work performed today.

I fully agree with Fava that effective
management of the potential for con-
flicts of interest represents one of the
major challenges facing academic medi-
cine in the 21st century. Moreover, I feel
strongly that we must come to terms
with these issues in order for collabora-
tions between academicians and indus-
try to continue, which I believe offers
the best opportunities for development
of improved therapeutics. As I have
written about previously (1,2), however,
the pharmaceutical industry is not a
monolithic evil and, despite being in
business to earn profits for stockholders,
all of the companies and the vast major-
ity of people who work in the pharma-
ceutical business want to develop – and
sell – new and improved products that
really do help humanity. And, although
it is true that new (patent-protected)
medications are too expensive for many
people and a large proportion of pub-
licly funded health care agencies, it is al-
so true that – without first introducing
these new drugs “on patent” – there
would be no newer generation generic
medications after patents expire.

As is often the case in polemical pa-
pers, Fava focuses on the negative side
of this issue and does not give proper
credit to the legitimate contributions of
the pharmaceutical industry to improv-
ed public health and the potential bene-
fits that can result from academic-in-
dustry collaborations (e.g., improved
research designs, research on pharma-
cogenomics, development of biomark-
ers, etc.), if the potential for conflicts of
interest is properly managed. Although
I share Fava’s disdain for the practice of
selective publication (i.e., suppression

of “negative” studies), I do not think
that it is fair to describe as pathetic the
industry’s efforts to create study reg-
istries and to make all data from all rel-
evant trials available for meta-analysis.
Nor do I view the potential benefits of
longer-term antidepressants for pa-
tients with highly recurrent forms of de-
pression to be “propaganda”.  

Giovanni Fava also largely fails to
deal with the potentially deleterious ef-
fects that noncontractual or uncom-
pensated conflicting interests can have
on “scientific” matters, such as those
related to different schools of thought,
sociopolitical positions, interpersonal
rivalries, or even spiritual, religious, or
quasi-religious beliefs, which are virtu-
ally never acknowledged and also have
shown to have potential negative ef-
fects on both professional relations and
the design, interpretation, presenta-
tion, and publication of research re-
sults. As one example, it should be rec-
ognized that academicians who strong-
ly believe that the pharmaceutical in-
dustry conducts shoddy research often
provide negatively biased evaluations
of industry-sponsored studies.

With respect to management of po-
tential conflicts of interest, who in 2007
can argue against full disclosure and
transparency? To take such an unten-
able position would reflect both igno-
rance of the data and insensitivity to
the issues involving public trust. In fact,
in order to avoid even the appearance
of trying to conceal ties with industry, I
(along with most colleagues that I
know who do work with the pharma-
ceutical industry) have begun to report
all financial relationships in all manu-
scripts, regardless of relevance of the
paper to the pharmaceutical industry. 

I also agree with Fava that expert
consensus panels should include indi-
viduals (clinicians, researchers, and pa-
tients and their family members) with
no industry ties, although I disagree
with the notion that individuals with
such ties should be systematically ex-
cluded. Parenthetically, the fact that
100% of the DSM-IV panelists for
mood disorders and schizophrenia had
some industry relationships reflects the
ubiquity of these relationships in the
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1990s, not the systematic exclusion of
those without such ties. 

As one of the so-called gatekeepers at
the industry sponsored symposia at the
American Psychiatric Association’s an-
nual meetings, I can report that there is
no pressure whatsoever to pick faculty
from a select “oligarchy” of colleagues
who work with industry (we are, in fact,
strongly encouraged to recruit a very di-
verse faculty for these presentations).
Our other continuing medical educa-
tion (CME) talks are independently re-
viewed to ensure a lack of commercial
bias and, unless the talk is explicitly pro-
motional (i.e., clearly labeled as such),
the rules are clear: industry representa-
tives must keep their hands off the ma-
terial. Although I am not immune to
commercial bias, I am fairly certain that
I have a greater risk of unrecognized
bias when presenting work that I have
performed and findings that are consis-
tent with my clinical beliefs. Consistent
with this view, although it is true that in-
dustry sponsorship does have an effect
on study outcome (e.g., 3,4), it is also
true that – in work not sponsored by the
pharmaceutical industry – much larger
effects have been associated with an in-
vestigator’s allegiance to particular mod-
els of psychotherapy (5).

With respect to advising and consult-
ing, I cannot see how the public health
could be benefited by mandates that
prevent the pharmaceutical industry
from utilizing the input of experts. At
one point, Fava wonders out loud:

wouldn’t the pharmaceutical industry
want to hear the opinion of someone –
like himself – with an unbiased opin-
ion? I am sure that they would and of-
ten do. But, given Fava’s stated position,
wouldn’t he have to decline the invita-
tion or, if he accepted it, wouldn’t he no
longer qualify as an unbiased advisor? 

I likewise disagree with the merits of
prioritizing governmental research
funding for investigators with no in-
dustry ties. Could a system that arbi-
trarily excludes some of the best and
brightest scientists actually result in
better science? In this case, the remedy
may be much worse than the malady.

I admire the stand taken by Fava, as
well as his disciplined adherence to a
personal code of conduct that eschews
industry support. There are legitimate
differences of opinion here and I would
not be surprised if our disagreements
herein might be mirrored by similar dif-
ferences in sociopolitical world views.
I am glad that there is such a diversity
of opinion on this matter and remain
optimistic that the dialogue between
those who are and are not interested in
working with industry will lead to bet-
ter ways of managing the very real po-
tential for conflicts of interest and ulti-
mately will result in better treatments
for our patients.

Disclosure

The author has been advisor or

consultant for AstraZeneca, Bristol-
Myers Squibb, Cephalon, Cyberonics,
Eli Lilly, GlaxoSmithKline, Janssen-
Cilag, MedAvante, Neuronetics, No-
vartis, Organon, Sepracor, Shire US
and Wyeth. He has accepted honor-
aria for chairing or speaking from As-
traZeneca, Bristol-Myers Squibb, Cy-
beronics, Eli Lilly, GlaxoSmithKline,
Organon, Sanofi-Aventis and Wyeth.
He has an equity holding in MedA-
vante. He has received royalties from
American Psychiatric Publishing,
Guilford Publications and Herald
House.
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Staying true to mission
ALAN J. GELENBERG
Department of Psychiatry, University of Arizona, 1501

N. Campbell Ave., Tucson, AZ 85724-5002, USA

I am probably not the only reader
who responded with defensiveness
and irritation to the strident tone of
Giovanni Fava’s commentary. Never-
theless, when my higher cortical func-
tions returned, I found myself in sub-
stantial agreement with his concerns.

We face a wave of public mistrust that
has not yet crested. In truth, ethical
breeches have occurred. The integrity
of psychiatry and all of medicine re-
quires that we take bold, earnest,
prompt steps to remedy this.

I approach this issue as a physician
and psychiatrist, a university professor
and department head, an editor, and a
teacher. As my declaration of interest
statement will reveal, I have also con-

sulted to many pharmaceutical manu-
facturers. I chair the work group revis-
ing the American Psychiatric Associa-
tion’s guidelines for the treatment of
major depressive disorder. Thus, all as-
pects of this multifaceted issue come
alive within my own consciousness. 

To make informed decisions, one
must be able to gather sufficient data to
inform those decisions. This applies to
clinical choices made by patients and
clinicians. If an author, scientist, speak-
er, or guideline writer has an agenda
other than to inform and educate, as
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Giovanni Fava notes, a serious ethical
breech is likely. 

In a world of infinite resources, it
would be comparatively easy to heal
this lesion. All scientists and scholars
could have access to neutral resources,
i.e., funding without “strings”. When
asked to render opinions on matters of
public health importance, this untaint-
ed brain trust could opine from a posi-
tion of objective altruism. 

In today’s real world, however, with
constrained resources and imperfect
systems of oversight, we need iterative
steps to earn the public’s trust. Imme-
diate solutions are transparency and
proportionality. Journals, including the
one I edit, are broadening the defini-
tions for interests that must be declared
by authors and reviewers. Journals are
entertaining consequences for failures
to disclose. Universities may be in-
formed of ethical breeches, and jour-
nals will be reluctant to accept future
submissions from offenders. At the very
least, this growing transparency will al-
low consumers (including medical and

lay readers) to make more informed de-
cisions based on the source of informa-
tion and potential biases. 

Proportionality is another important
component. Because the pool of ex-
pertise is limited in most areas of medi-
cine, including psychiatry, the govern-
ment, professional organizations, and
private industry turn to the same pool of
experts to serve as consultants. Many of
us function in this manner and provide
input in multiple settings. In screening
members to serve on its work groups on
practice guidelines, the American Psy-
chiatric Association establishes de min-
imis standards in which the proportion
of a scholar’s income is examined to as-
sess magnitude of possible influence.
Thus, a small proportion of a professor’s
income that comes from consulting to
multiple sources is less likely to have a
major hold on that scholar’s opinion
than if 50% of one’s income comes from
a single source. To pick up one of Gio-
vanni Fava’s examples, a pizza is less
likely to influence opinion than a man-
sion on the Riviera.

The same issue of proportionality
holds true of organizations. The Amer-
ican College of Neuropsychopharma-
cology has recently elected to “tighten
its belt” by spending less on its annual
meetings, thereby reducing its depend-
ence on industry funding. This is a con-
scious and value-based decision to di-
minish both the perception and the ac-
tuality of industry influence. 

As physicians and scientists, our es-
teem in society is based on the public’s
trust. That trust is eroding, and we must
take immediate and serious steps to
earn it back.

Disclosure

The author has been a consultant
for Eli Lilly, Pfizer, Best Practice, Astra
Zeneca, Wyeth, Cyberonics, Novartis
and Forest. He owns stock options in
Vela Pharmaceuticals. He is editor of
the Journal of Clinical Psychiatry.

Conflicting views on conflicts
of interest in medicine
W. WOLFGANG FLEISCHHACKER
Department of Biological Psychiatry, Medical

University, Anichstrasse 35, A-6020 Innsbruck,

Austria

I would like to divide my commen-
tary on Giovanni Fava’s paper into two
parts. Firstly, I will discuss style and
tone and secondly content.

As scientists – and Fava, I am sure, fits
this category – we should be guided by
the principle sine ira et studio. At least
the former is not adhered to in Fava’s re-
marks. I understand that he has a strong
opinion regarding the issue of conflicts
of interest, but I feel that a more bal-
anced and less affectively charged man-
uscript would have helped his cause
more. Merely repeating accusations and
unfounded insinuations, which have

been unfairly generalized to the whole
field in the past, will only jeopardize a
rational discussion of the problem. Con-
sequently, those of us, and I trust we are
many, who believe that the field needs to
actively tackle the issue, will be taken
aback and disengage from discussing
the matter. As I firmly believe that we
need this discussion, from both the per-
spectives of scientific ethics and integri-
ty and of the distorted public view of it,
I find the style and tone of Fava’s com-
ments regrettable.

The 1850 edition of the Webster Dic-
tionary defines conflict of interest as “a
conflict between private interests and
official responsibilities of a person in a
position of trust” (I believe this was cit-
ed by Ira Glick at the 2006 Meeting of
the American College of Neuropsy-

chopharmacology). This nicely outlines
the point that I would like to make in
the following, namely that the issue
goes way beyond financial interests, al-
though most of the public discussion,
especially in the lay media, has focused
on these. All of us face conflicts of in-
terest regularly in our professional
lives. For instance, we may see a man-
uscript sent to us for review in a more
favourable light if it approvingly cites
our own work. When writing up scien-
tific papers, we may be more eager to
report data which support our hy-
potheses than those who do not. As
journal editors, we could be more will-
ing to accept a manuscript which is
likely to drive up the impact factor of
the journal. As conference organisers,
we may put more emphasis on topics
which suit our own interests. As librar-
ians, given the choice to spend the rest
of the library budget on a book on the
same topic written by a friend or by a
stranger, we may favour our friend’s
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book. As clinicians, deciding among
drugs of similar efficacy and safety pro-
file, we may recommend the one that
the company representative has just left
a package of, and so on.

These few examples dealing with
various aspects of a clinician/scientist’s
job represent an incomplete list of
everyday challenges to our work ethics.
Many of them are much more subtle
than financial conflicts of interest, but
yet of at least comparable relevance. In
addition, monitoring these types of
conflicts is considerably more difficult
than the tracking of financial relation-
ships, which may be one of the reasons
why the latter have become much more
the focus of the debate. 

The field is charged with a challenge
that, I believe, must be targeted from
within the scientific community. While
declarations of financial conflicts of in-
terests on publications, during scientif-
ic meeting, etc. help to enhance trans-
parency, all the other potential con-
flicts call for additional measures. I am
convinced that the concept of peer re-
view, if taken really seriously, can be the
strongest force in this struggle. Peer re-

view can function as a continuous self-
monitoring instrument. We have to re-
vive the skill of reading between the
lines of manuscripts we are reviewing
and point out potential conflicts of in-
terests to editors, who need to make
such remarks part of their decision
process. Journal editors should explic-
itly ask their reviewers to look at man-
uscripts under this aspect, just as they
require to judge the ethical standards of
studies under review. (As a bynote,
open access publishing and open peer
review will not make the task easier).
Similar rules should apply to the grant
review process and to program com-
mittees of scientific meetings. Con-
flicts of interest have to be identified in
such settings and individuals affected
by them must be excused from the de-
cision process.

Some international societies have
already established committees to pro-
vide guidance regarding these matters.
Again, the scope must go beyond the
relationships between scientists and
the pharmaceutical industry. Clearly,
such rules should not be buried in the
minutes of the relevant committees, but

actively communicated to the field and
the public. Societies should not only
set up rules but also suggest means to
oversee compliance with these stan-
dards. Let us not leave this important
business to self-appointed watchdogs,
but assume a leading role ourselves, as
a strong responsibility of and for our
field. 

At the 2006 meeting of the American
College of Neuropsychopharmacology,
David Braff stated that “conflict of in-
terest is the entry of wrongdoing not
wrongdoing in itself”, and I would sub-
mit that we all need to be sitting near
the entryway to make sure that nobody
harms the field by crossing the line.

Disclosure

The author currently receives re-
search support from AstraZeneca,
Janssen-Cilag, Pfizer, Sanofi-Aventis
and Servier. He has received consul-
tancy/speaking honoraria in the past
year from AstraZeneca, Bristol-Myers
Squibb/Otsuka, Janssen-Cilag, Pfizer,
Servier and Wyeth.

Conflicts of interest and the
credibility of psychiatric research
STEVEN M. PAUL, MAURICIO TOHEN
Lilly Research Laboratories, Eli Lilly and Company,

Indianapolis, IN 46285, USA

The credibility of psychiatric research
has been seriously compromised of late,
undermined by both real and perceived
– and some would argue all-too-perva-
sive – financial conflicts of interest
(COI). Giovanni Fava underscores the
seriousness of the problem, which he
fully acknowledges is not unique to
psychiatry but extends to virtually all
fields of medicine. In fact, we believe
the problem of financial (and other)
COI could well erode the credibility of
the entire enterprise of academic med-
icine, if not properly and promptly ad-

dressed. Financial COI are also not
limited to pharmaceutical research and
can occur wherever (and whenever)
profit-seeking companies interact with
either the academic-research or clinical
care communities. We would also sub-
mit that financial COI are not the only
COI that threaten the credibility of ac-
ademic medicine. Indeed, most of the
recently publicized and egregious cases
of scientific misconduct and outright
fraud have for the most part involved
other (non-financial) forms of COI
among academic investigators (1). Giv-
en the complexity and pervasiveness of
the problem of COI in medicine, it
seems unlikely that they can be com-
pletely eliminated, nor is a simple solu-

tion likely to be found. With respect to
COI in psychiatric research, we offer
the following brief commentary.

First, like Fava, we believe that full
transparency, including full disclosure
of any potential COI, is absolutely es-
sential. We also concur that the prob-
lem with “full disclosure” is often defin-
ing (and then disclosing) what exactly
constitutes a “substantial COI”. Our ex-
perience suggests that for industry sci-
entists such transparency is relatively
straightforward but it is often much
more obscure for those working in aca-
demia or government. For example,
simply listing the existence of consult-
ing relationships with industry for a giv-
en academic investigator (e.g., on scien-
tific publications), as is now customary,
is insufficient in our opinion to estab-
lish whether or not a substantial “finan-
cial” COI exists. The criteria listed by
Fava for establishing a substantial COI
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are a good start, but in our experience
“the devil – i.e., the extent of such rela-
tionships – is always in the details”. As
suggested by Freedman et al (2), acade-
mia and the pharmaceutical industry
need to set their ethical boundaries and
standards. We propose that, in order to
be embraced by industry and academic
scientists worldwide, codes of conduct
regarding research collaborations need
to be further developed jointly and em-
braced at national levels by institutions
such as the American College of Neu-
ropsychopharmacology and globally by
associations such as the WPA. 

However, we emphasize that, be-
yond enhancing efforts to fully disclose
and minimize potential COI, attempts
to eliminate investigator bias, regard-
less of the source of funding, and to in-
dependently verify results of important
studies become paramount. Rothman
(3) has proposed that the value of the
results should not be tainted by the af-
filiation or source of funding (nor by
any other obvious non-financial COI),
but rather assessed on the basis of the
methodology employed. We do not ar-
gue that industry-funded research, nor
publicly-funded research for that mat-
ter, is (or will ever be) completely free
of bias, but that the solution is not to fo-
cus solely on the funding source or po-
tential COI. More importantly, efforts
should be directed at assuring that the
research methodology employed is suf-
ficiently robust to avoid such bias in the
first place. In our extensive experience
in conducting research in both industry
and academia, we are impressed with

the methodology and rigor employed
to minimize investigator bias in most
industry-sponsored clinical trials. We
maintain that, contrary to the views of
some, industry actually has a vested fi-
nancial interest in generating valid, re-
liable and reproducible data on com-
pounds either in development or on
the market. Results from industry stud-
ies are thoroughly scrutinized by regu-
latory agencies around the world. Poor
methodology will lead to non-approval
of new products or indications with the
obvious financial consequences.

We also believe that efforts to allow
for independent verification of research
results, from academia, industry or
government studies, should be en-
hanced. For industry-sponsored clin-
ical trials, regulatory agencies, such as
the Food and Drug Administration
(FDA) and the European Agency for
the Evaluation of Medicinal Products
(EMEA), receive all relevant data on
given compounds, and such data is of-
ten independently analyzed by these
regulatory agencies prior to review
and approval. More recently, compa-
nies such as ours (www.lillytrials.com)
have created comprehensive clinical tri-
al registries and websites where clinical
trial data on all marketed products are
routinely posted (www.clinicalstudyre-
sults.org/home) and are readily acces-
sible by the public. We also support, in
principle, efforts to verify data prior to
publication in peer-reviewed journals,
but again would argue that such verifi-
cation should occur irrespective of the
funding source or potential COI.

So, like Fava, we too are concerned
that the problem of financial (and oth-
er) COI, if not adequately addressed,
may completely erode the credibility
of psychiatric research and thus un-
dermine the essential trust that pa-
tients have in their physicians and in
the treatments they prescribe. We be-
lieve, however, that productive and
meaningful collaborations between
industry and academia (as well as
with the clinical care/practice com-
munity) are not only possible but are
absolutely essential for the develop-
ment of new therapeutics in psychia-
try. Better definitions of the nature of
such collaborations, including their
boundaries, are therefore desperately
needed.

Disclaimer

The authors are solely responsible
for the content of this commentary,
which should not be considered as an
official position of Eli Lilly and Com-
pany.
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A counter proposal to manage financial
conflicts of interest in academic psychiatry
ANDREW A. NIERENBERG
Massachusetts General Hospital,

Harvard Medical School,

50 Staniford Street, Boston, MA 02114, USA

As stated by Giovanni Fava, the is-
sue of financial conflicts of interest in
medicine, and in psychiatry in partic-

ular, has strained the credibility of ac-
ademic researchers in the eyes of the
public as well as fellow physicians. Fa-
va documents legitimate criticisms lev-
eled against the pharmaceutical in-
dustry. He suggests that part of the so-
lution is to establish a system to sup-
port a group of experts who are free of

financial conflicts of interest and who
can act as arbiters of truth and can
evaluate available evidence with a dis-
passionate and objective eye. These
groups can then produce conflict-free
reviews and advise other groups (gov-
ernments, hospitals, other physicians)
who make financial and policy deci-
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sions about risks and benefits of psy-
chiatric treatments. 

Fava’s proposals have substantial
merit. It would be ideal to have some
system to support objective physician
researchers who could provide the
services outlined. And his call for train-
ing in recognizing the effects of con-
flicts of interest and potential bias is
reasonable. But, ultimately, the solu-
tion outlined may not serve the public
as well as he suggests. In some ways,
the problem of conflicts of interest
brings up the business of medicine and
the pharmaceutical industry. Is the cap-
italistic system that focuses on profit
good or bad for patients? Is the phar-
maceutical industry focus on marketing
– and the explicit or implicit coopera-
tion of experts in marketing – the actu-
al culprit as opposed to academicians’
financial conflicts of interest? If experts
are to have relationships with industry,
what type of relationship between ex-
pert clinical researchers and pharma-
ceutical companies would serve pa-
tients best? Can drug development be
improved with the input of experts or
would drug development be better
served by excluding those experts in or-
der to manage financial conflicts of in-
terest? I will make the case that a mu-
tually beneficial relationship between
experts and industry, with clear ethical
rules, can help patients, and that ex-
cluding experts from this process may
impede drug development. I will also
argue that non-financial conflicts of in-
terest are just as important as financial
ones and these, too, need to be under-
stood and managed.

I write this commentary as one who
has evolved from rejecting any indus-
try influence on practice (I rejected the
offer of a free stethoscope from Eli Lil-
ly during medical school) to someone
who has collaborated with the phar-
maceutical industry whenever I felt
that it would eventually benefit pa-
tients. I believe that my relationships
with industry are mutually beneficial
and I value my relationships with the
companies that produce the medica-
tions that help my patients. I also be-
lieve that, without the capitalistic for-
profit motive of the pharmaceutical

industry, we would not have any inno-
vative treatments. Few, if any, treat-
ments have arisen from government
alone or from non-industry sources. 

At their best, pharmaceutical com-
panies want to make a profit by help-
ing patients and want to help patients
while making a profit so that they can
afford to make new treatments and re-
peat the cycle. At their worst, pharma-
ceutical companies market medica-
tion through direct and physician ad-
vertising and continuing medical edu-
cation (CME) symposia that act as
hidden (or not so hidden) marketing.
I worry that we have abrogated our re-
sponsibility for our ongoing post-grad-
uate education and, instead, we have
deferred to industry to fund it. This type
of pseudo-education is justly criticized
by Fava. I fear that there is a dearth of
independently funded CME or at least
CME that, if funded by industry, in-
cludes a firewall that separates it from
marketing. One such CME with a fire-
wall has been launched by the Massa-
chusetts General Hospital Psychiatry
Academy (www.mghcme.org). Within
the site, interested readers can find the
integrity policy and statement, view
some of the content, and make a deci-
sion about the effectiveness of the fire-
wall. Several pharmaceutical compa-
nies fund the Academy, but none have
any input into content or speakers.
But, relevant to this commentary, is it
a conflict of interest for me to include
the Academy website? While I teach
for the Academy, I get no additional
revenue from writing about it here.
Nor will I get invited to give more talks
for the Academy because it is listed
here. The results of any study or any
review that I publish have no bearing
on my invitation to teach.

Would drug development be helped
by excluding some experts from par-
ticipating in industry-academic rela-
tionships and, in effect, serve as in-
dustry watchdogs? I think not. Industry
needs the perspective of those physi-
cians who best know the disorders of
interest. Which relationships consti-
tute an acceptable conflict of interest
and which are unacceptable? Giovan-
ni Fava outlines a reasonable set of

criteria to define sources of financial
conflict of interest, but it is less clear
which of these will lead academics to
be unacceptably biased such that they
will minimize risks and magnify bene-
fits of drugs. A more challenging ques-
tion is “What would constitute an eth-
ically acceptable, mutually beneficial
relationship between academics and
industry?”. I propose that such a rela-
tionship be guided by ethical behavior
that ultimately helps patients and
avoids any harm. 

I am not so sure that developing
panels of independent researchers/ac-
ademics that are completely free of re-
lationships with industry will solve the
problems so well outlined by Giovan-
ni Fava. His solution may veer to the
other side by assembling a group that
has a negative bias against industry
and innovation – without any way to
disclose, manage, or check this. His
proposal to have professional training
programs and the recognition of con-
flicts of interest can, however, be prac-
tical and should be implemented.
Such training in critical thinking
about any evidence and the detection
of any bias, no matter its source,
should be an integral part of any train-
ing program.

Finally, non-financial conflicts of
interest can also contaminate research
and produce unacceptable biases.
These non-financial conflicts of inter-
est include advancing one’s career, ac-
ademic promotion, achieving success,
attracting non-industry funding, pride,
status, power, fame, prestige, recogni-
tion, and a desire to avoid impeding
the progress of research (through mem-
bership in institutional review boards)
(1-3). Foster warns us that “we are ex-
pected to have a dominant commit-
ment to serving others, rather than to
personal gain” (2). Yet, he also out-
lines the varieties of activities that can
lead physicians astray, since their most
human of motivations will still re-
spond to reward and he acknowledges
that the “tension between altruism
and self-interest is unavoidable”.
Korn further warns: “Those who pro-
pose new remedies to deal with fi-
nancial conflicts of interest in aca-

IMP. 25-37  26-01-2007  11:33  Pagina 35



36 WWoorrlldd  PPssyycchhiiaattrryy  66::11  --  February 2007

demic biomedical research should
take care that in their zeal to recreate
an idealized state of virtue in which
financial conflicts of interest no
longer exist, they do not interdict a
developmental pathway of immense
social benefit” (3). 

That a group of experts free of finan-
cial conflicts of interest would be free of
non-financial conflicts of interest is
probably unrealistic. That academic re-
searchers can strive to achieve the
highest levels of ethical behavior in
their dealings with industry and at-
tempt to minimize bias may be equally
unrealistic, but should be the goal. Per-
haps the solution to the problem of

conflicts of interest is somewhere in the
middle between Fava’s stance and the
one I have outlined here: partial sup-
port of experts from impartial financial
sources and peer oversight of activities
which have even the appearance of
bias due to conflict of interest. 
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What is the impact of financial
conflicts of interest on the
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ANDRÉS HEERLEIN
Departamento de Psiquiatría, Facultad de Medicina,

Universidad de Chile, Av. La Paz 1003, Santiago, Chile

In recent years the relationship be-
tween drug companies and psychiatry
has received an increasing attention
from physicians, scientists and the
media. Some authors support the no-
tion that this relationship is having a
negative influence on clinical practice
and medical education, threatening
the objective and independent devel-
opment of mental sciences. According
to this position, psychiatrists should
avoid or minimize the interaction with
pharmaceutical companies (1,2). On
the other hand, some professional lead-
ers have suggested that a substantive re-
lationship between doctors and the
drug industry is necessary and benefi-
cial, and that any commercial influ-
ence mediated via this relationship
does not harm significantly the future
of psychiatry (3,4). 

In the last couple of years, serious
doubts have been raised about the re-
liability of drug trials. In a study by

Perlis et al (5) on 162 randomized,
double-blind, placebo-controlled tri-
als, those involving potential conflicts
of interest were 4.9 times more likely
to report positive results; this associa-
tion was significant only in the subset of
pharmaceutical industry-funded stud-
ies. Concerns have been also expressed
about the promotional tactics used by
the industry to display the results of
these studies. The medical research
community has tried to address the
problem by proposing measures like
the introduction of a clinical trial reg-
istry. However, several studies have
shown that these measures are insuffi-
cient and a more radical reform of the
clinical trials regulation is needed.

Conflicts of interest have also been
reported in the elaboration of clinical
guidelines and the definition of diag-
nostic entities and classifications. It
has been reported that a substantial
percentage of the DSM-IV panel mem-
bers had a financial tie with the phar-
maceutical industry (6). With regard to
clinical guidelines, a recent compari-
son of meta-analyses concluded that

“industry supported reviews of drugs
should be read with caution as they
were less transparent, had few reserva-
tions about methodological limitations
of the included trials, and had more fa-
vorable conclusions than the corre-
sponding Cochrane reviews” (7). An
important scientific journal has recent-
ly introduced the concept of “corpo-
rate-sponsored disease”, suggesting
that pharmaceutical companies, with
the collaboration of physicians, are in-
creasing the number of prescriptions
of certain psychotropic agents by mon-
gering diseases (8).

According to some sources, at least
10% of the physicians in Europe and
the US have close relationships to
pharmaceutical companies (9). In
Latin America this percentage may be
even higher. In the last decade, inter-
national pharmaceutical companies
have created close links to local pri-
vate research managing organizations
in order to run multicenter drug trials
with local investigators. In most of the
cases the institutions sponsoring these
trials are the owners of the data.

In Chile, the main medical scientific
societies have proposed formal guide-
lines for a better control of conflicts of
interest (10). However, the limited
awareness of the problem and the
marketing strategies designed by the
industry do not help in this attempt,
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and the practice of disclosure has not
achieved wide currency. A worldwide
collaboration between international
organizations like the WPA and the
World Health Organization with their
national or local counterparts is strong-
ly recommended in this area. 

As Helmchen pointed out (11), one
of the premises of a psychiatric inter-
vention is the trust of the patient in his
therapist, in his knowledge and scien-
tific background. Our patients cannot
lose this confidence. Otherwise, the
role of psychiatry, as we know it, is go-
ing to disappear. An international effort
of the psychiatric community to rede-
fine its relationship with the pharma-
ceutical industry is urgently needed.

Drug companies can be of consid-
erable benefit for the development of
our profession, but only if we learn to

manage this collaboration without
commitments and dependencies, con-
sidering our ethical foundations and
respecting the interest of our patients
over any other form of interest. 

References

1. Timimi S. Psychiatry has effectively be-
come a commodity that is being sold to
the drug industry. Mental Health Today,
June 21, 2005. 

2. Fava GA. A different medicine is possi-
ble. Psychother Psychosom 2006;75:1-3.

3. Healy D, Thase ME. Is academic psychiatry
for sale? Br J Psychiatry 2003;182:388-90.

4. Malhi G. Comment on: Partnerships be-
tween academic psychiatry and the phar-
maceutical industry. Australasian Psychi-
atry 2004;12:225-6.

5. Perlis RH, Perlis CS, Wu Y et al. Industry
sponsorship and financial conflict of inter-

est in the reporting of clinical trials in psy-
chiatry. Am J Psychiatry 2005;162:1957-60.

6. Cosgrove L, Krimski S, Vijayaraghvan M et
al. Financial ties between DSM-IV panel
members and the pharmaceutical indus-
try. Psychother Psychosom 2006;75:154-
60.

7. Jorgensen AW, Hilden J, Gotsche PC. Co-
chrane reviews compared with industry
supported meta-analyses and other meta-
analyses of the same drugs: systematic re-
view. Ugeskr Laeger 2006;168:4218-20.

8. Topol EJ, Blumenthal D. Physicians and
the investment industry. JAMA 2005;293:
2654-7.

9. Editorial. Don’t buy it. Corporate-sponsor-
ed disease is a triumph of marketing over
science. New Scientist, April 15-22, 2006.

10. Nogales-Gaete J, Tage P, Godoy J et al.
Conflicto de interés: una reflexión im-
postergable. Panel del comité editorial.
Rev Chil Neuro-psiquiat 2004;42:9-21.

11. Helmchen H. Psychiatrists and the phar-
maceutical industry. Nervenarzt 2003;74:
955-64.

IMP. 25-37  26-01-2007  11:33  Pagina 37



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




