








































Threa ts to the Integrity of Biomedical Research

Ayear afte r I published the concept of the :\I DT, a similar idea'....as pro­

posed by Mar cia .-\nge ll in her book TheTruthabout theDrugCompanies."
Angell wrote:

I propos e that an Institut e for Prescr ip tion D rug Trial s he established
withi n the Nat ional Institutes of Health (NIH) to adm inister clinical
trail s of prescript ion dru gs. Drug co mpanies would be required to
co ntribute a percent age of revenu es to thi s institu te, hut their contri­
butions would not be relat ed to parti cu lar drugs (as in the case with
FDAuser fees). T he institu te would then con tract with ind epend ent
resear chers in aca de mic medical cent ers to conduct d rug trials. The
research ers wou ld design the trials, ana lyze IIre da ta, write tile papers,
and dec ide about the pu blicat ions. T he data would become the join t
pro perty of the NIH and the researchers, no t be controlled by the
sponso ring company."

O ne of the benefits of an age ncy like the NIL)" I· is that it can sci param­

eters on what data arc necessary to evalu ate a dr ug full y for efficacy and

safety. Th ere is a great differen ce in the effor t taken to gather pre-marketing

as co ntrasted with post-ma rketing data for dru g studies. In the next subsec­

tion , I discuss how the science can be skewed by this difference of effort

am i wha t can be <lone about it.

Comprehensive System of Post-Marketing Drug Evaluation

Post-market ing d rug eva lua tions have nol ca ugh t up with the information

age , an d th is is tlrus anoth er impo rtant area for reform. It is gene rally

ack nowledged th at drug testing is never co mp lete until a product is evalu­
ated whe n it is used in large populations. C linical trials thai mvolve several

hu ndr ed to a few thousand subjects cannot assess IIre 01ug's effect over the

range of diversity that is manifest in the human geno me . T herefore, cl in­

ical trial da ta can be con side red prelimina ry on ly unl il the d rug is tested

over a sizable human pop ulatio n of dru g users. The science of drug lest­

ing demands post-marketin g data, both for evide nce of effica cy and safety.

If that dat a arc not for thco ming, then ther e is a serious limit ation to the
science.

~l Mafci~ Angell, '/111' Trutlrabout the DrugCom~l1it~ (NewYOlk; Random Ilome, moil, 14').
~ l Ibid



Sheldo n Krimsky

T he current system of reporting adverse drug reactions in the United

States is decentr alized , haphaza rd, and purely voluntary. Physicians typi­

cally do not take the time to Investigate and report adverse drug reactio ns
to the FDA or a drug compa ny. Th erefore, valuable data necessary for
self-correc ting scienc e are lost.

\Vith cu rrent information technology, it would be possible to establish
a central data bank ma naged bya fed eral agency for all drugs appro ved by
the FDA Physicians would have to be given an incentive or a mandate to

report adverse drug inciden ts. Only then would we be able to realize fully
the benefits of the data possibilities ill drug evaluations.

Several years ago, the Japanese Ministry of Ilealth and Welfare (MI IW)
revised its Good Post-Marketing Surveillance Practice with a new repor ting
system for adverse drug reactions. Immediately following drug approval,

medical representat ives are responsible for visiting each institut ion using
the new drug periodically for six months to rem ind health care professiona ls
of their obligation to report adverse events. Under the new regula tions,
physicians, dentists, and pharmacists as well as plrarrnaceutical co mpanies
are all required to submit adverse drug reports to the M H\V:4l

Mandating Disclosure

T he recognition and acknowledgm en t of potent ial bias in scientific studies
are essential parts of health y science, and requiring conf lict disclosures is
another obvious area for reform . Increasingly, we are learning that having
a finan cial inte rest in the sub ject matter of one's research can bias the
outco me. C atherine D. DeAngelis, editor of /M-fA, noted that "whe n'

an investigator has a financial interes t in or fun ding by a company with
activities related 10 his or her research the research is: lower in quality,
mere likely to favor the sponsor's products, less likely to be published, and
more likelyto have de layed publication .'?" Thus, the disclosure of potent ial

co nflicts of interest mus t be transparent.

H Ames Gross, "RC'gu!Ol t0I!' Ch .mgn in /<IpJl1'S Phanu aeeutiea l I nd llst f} , ~ Pa::i/ic Bridge
f\1t>J;eal(NOI·. 1998) (a\".1il.l ble at http://u\\\\ ,p<lcifichridgemcd icalculll ll",hlicatiullsJht ml/
JapanNovq8.hl l11 )

H Cuthe rine D . DeAngelis, "C onflict of Inte rest ll!lI! the Pub lic Tmst,"lotlma / of the Ailierirdll
Medico/ Asrociatial/ 28-4, no . 17 (!OOO):1117-8
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T he jou rnal Nature was the last of the prestige science journals to adopt

an auth or disclosure policy. In explaining the reasons for adopting the
policy, the editor uf the journ al wrote, "Th ere is suggestive evidence in

the literature that publication practices in biomedical research have been
influenced bythe commercial interests of authors.':" It is estimated that at

least 60 perce nt of the English-language med ical journals have a conflict of

interest policy for contributors of origina l research." Using Ulrich'sPeriod­
icals Director, I conducted a surveyof En glish-language psychiatry jou rnals
that publi shed drug studies and found 42 percent had con flict-of-interest

(CO l) policies"
ln additi on to influencing au thors, finan cial tics might also bias the

decisions of reviewers and editors. Some journa ls, therefore, extend their

CO l policies to others involved in journa l pub lications.
Two othe r areas where disclosure is deemed important in revealing

poten tial biases in medi cal science are in clinical guidelines and in rec­

omme ndations of federal advisory committees. Many journ als neglect to
disclose the financial interests of biomedical scientists whose names are
listed on an expert panel signing off on the recomm endations cited in the

guidelines.
On ly in the past few years, however, has any atten tion been given to the

transparencyoffinancial interests of IIlose participating in the developm ent
of clinical guidelines for preven tative an d the rapeutic interven tions. In

one study of 191 cl inical guidelines published in six ma jor medical journals
between 1979 and 1999, only-r publi shed guideline s disclosed the potent ial
eolsof the expert panel members."

4S PhilipCampbell, "Deelaration of Fina llci.ll lnlr:rf:l;ls: Intlod uclng a New Pol icy fOT AUlhon of
Research Papers in Naill''' and Na nne Journals,~ N atu" 412, no. 6849 (:W(lI):751

46 Richard M.Classand MindySchneiderman, -ASuM:yolJourll<l l ConRld o( lnte resl Policies,"
talkgiven at the International Ccogresson Biomedical Peer Review and Scien tific Publication.
Prague. C zech Republic (Sept. 18--20, 1997).

i7 Using the search terms ·psyc h iatry and .h ugs; "psycbopharrnacology," "d rugs and men tal
illn ess," a nd · psych iatry and meshcane n" in Ulrich's Pl!riodicals Di red ory when restricted
10 descrip turs "active: "academic/scholarly," "English langllilgc," and "refereed jUllrn;lls:
the search yielded forty-five journals uf psychiatry. O f those, nin eteen had conflict-of-interest
policies.

48 G eorge N. Papanikolaoll et " I., "Repulting of Co nAienof ln lr rest in G uidel ines of Prevent ive
and T herape utic Inte rventions: HMC Mnlica/ Research MetJruJulogy r, llo. 3 (100 1) (available
at httpJIwv.w.biomcdccnlroal .com/4 71- u 88h/ 3)'
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Clinical guidel ines are most often published under the auspices of pro­
fessional medical associations, government agencies, or health promotion
organizations such as the American Heart Association. Th ese guidelines
play an integral role in the practice of medicine. Most physicians do not
have the time 10 undertake the type of comprehensive and critical review
ofmedical evide nce that isexpected of panels of experts . If a financial co n­

flict ofin terest among medica l researchers can bias the outcome ofa study
(as recent research shows)," there is as muc h reason 10 believe it can also
Lias the recommendations in a clinical guideline. In one study, University
of Toronto researchers sUTVC}'ed 192 medical experts who participated in
wriling forty-four sets of guidelines for the treatment of asthma, coronary
arterydisease, depression, high cholesterol, and pneumonia. One hundred
respondents indicated that nine ant of ten had some type of relationship
with a drug manufacturer.About sixout ofte n had financial ties to compa­
nieswhosedrugswere either considered or recommended in the guidelines
they wrote. O f tile forty-four guidelines, just one reported J potential CO l.

A 2001 study examined six influent ial medical journals that published
clinical guidelines from 1979-99 - The journals were An nals of Internal

Medicine, BritishMedicalJournal,NEJM,JAMA, Pediatric, and the Lcncet.
Of the 115 guidelines that were published when the journal disclosure
policies were in effect, only seven guidelines disclosed potential CO ls.

T he importance of protecting [he integrityand public trust in scientific
and medical advisory committees has been widely discussed." Yet, there
remains a lack of transparency ofadvisers with financial eOls, despite the
fact that such disclosures have become standard procedure in the major
medical publications.!'

Conclusion

It is impossible to remove science from its social context. Healthy science
depends on the funding it receives from the government, other nonprofit

~" Bc:lclnun , 454
;0 SJ.r-.JSchlater 1"1al., "Does 1111" Type or Competing Inl"'Io l Statement Affect Readers' Percep­

ticns of the Credibilityof Research! RandormsedTnal," Ii riti l h ....' <tdic<J l lvum<J1pR, no, 7+4:
(lOCl.t)'7 -¥-3

;] Sher),1Gar Stolberg. "~Iud~· Sap Clunea l Guides Often Hide Ties orDoctors," Nf li' York
Times, Feb, 6, ] 001, Sl"c: A
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institutions, uud for-profit institutions. But the health and integrity of sci­
ence must be protected [rom its capture byprivate interests. The indep en­

dence of academic science from its [or-profitsponsorsmust be a national
goal shared by all professional societies. journals, academic institutions,
and government agencies. This chapter has discussed some of the chal ­

lenges facing that goal and made recommendations designed to insula te
science from those tende ncies of society that seek to exploit it for personal
gain or for interests other than those that suppor t its role as a genera tor of
trustworthy an d reliable knowledge.


