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Abstract

As industry sponsorship of pharmacoeconomics studies has increased, concerns have been raised
about potential biases, owing to the conflicts of interest that this sponsorship creates. A review of the
literature indicates that there are some causes for concern, given the fact that most pharmacoeconomic
studies report positive findings for the sponsor’s drug. However, a more detailed analysis suggests that,
while the methodological quality of some published studies may be poor, the main reason for positive
results is that companies only sponsor economic studies where a positive outcome is likely. Therefore, it
is concluded that the best way of dealing with perceptions of sponsorship bias is not increased rhetoric,
but to increase public funding of economic evaluation of medicines, thereby creating a true mixed

economy for research funding in this field.

Introduction

In recent years there has been a large increase in the publication of economic
evaluations of medicines (often referred to as ‘pharmacoeconomic studies’). Many of
these studies are sponsored by the pharmaceutical companies whose products are the
subjects of evaluation. This has led some commentators to question whether conflict of
interest may cause some studies to be biased [le, 2-7, 8e, 9,10]. In economic
evaluations sponsored by companies, there is an obvious tension between the desire to
undertake studies to show a marketing advantage and the desire to adhere to good
scientific principles. This paper assesses the extent to which any bias is real or
imagined, and makes recommendations for minimising the difficulties caused by

conflict of interest in industry-sponsored studies.

Conflict of Interest - is it real?



Concerns about the potential bias in industry-sponsored research are neither new, nor confined to
economic studies. Several authors have raised the issue of potential conflict of interest between
physicians and their funding sources in company-sponsored clinical trials. In a recent study Stelfox et al
[11] found that authors who had a financial relationship with manufacturers were much more likely (than
those who did not) to support the use of calcium-channel antagonists for cardiovascular disorders. In a
review of randomised control trials of nonsteroidal anti-inflammatory drugs in the treatment of arthritis,
Rochon [12] et al found that in all trials associated with a pharmaceutical firm the manufacturer-
associated drug was reported as comparable or superior to the comparison drug. In a retrospective
analysis of randomised controlled trials published in 5 leading medical journals, Davidson et al. [13]
found that studies supported by a pharmaceutical firms were much less likely to favour the traditional
therapy over a new drug than studies not supported by manufacturers. Other reviews have confirmed this
trend [14,15]. There are several ways through which sponsoring firms may bias the scientific evidence
generated in a clinical study. Companies often control the research question, the selection of patients, the
way of reporting drop-outs and side-effects and which data are reported in peer-reviewed publications
[Le].

The risk of bias is perhaps even greater in economic analyses of pharmaceuticals. While clinical
trials are conducted using standardised designs and analytic techniques, often determined an external
regulatory agency, economic analysis are generally less standardised and are exposed to subjective
opinion and interpretation of the results. Investigators may thus be tempted to produce positive findings
for pharmaceutical products in order to enhance future opportunities for collaboration and funding.
Moreover positive findings are easier to publish and to attract public attention [2].

While the issue of financial conflict of interest in clinical trials supported by drug companies has
been debated in the literature, less has been written about economic evaluations. In one study Azimi and
Welch [16e] reported that industry financed cost-effectiveness analyses were more likely to support
additional expenditures on investigational drugs than standard treatments. In a more recent study,
Friedberg et al [17ee] examined the published pharmacoeconomic literature for 3 areas in oncology. They
addressed the question of whether pharmaceutical company-funded economic studies were more likely
than nonprofit-funded studies to report favourable results and whether they were more likely to state
qualitatively favourable conclusions, despite neutral or unfavourable quantitative results. They found that

there was a statistically significant relationship between funding source and qualitative conclusion.



Unfavourable conclusions were reached by only 5% (1/20) of drug company-sponsored studies, compared
with 38% (9/24) of non-profit sponsored studies. In addition, pharmaceutical-sponsored studies were
more likely than non-profit-sponsored studies to overstate quantitative results (30% versus 13%), but this
finding was not statistically significant.

Also, in a review of economic studies published between 1988 and 1994 Sacristan et al. [18]
found that results favourable to the drug under study was reached by 92% of evaluations published in the
journal PharmacoEconomics, where 83% of the studies were sponsored by drug companies. By contrast,
the rate of positive findings was only 49% in studies published in general medical journals where 74% of

the studies were financed by government agencies.

Conflict of interest — is it imagined?

From this evidence we can conclude that industry funding has an impact on research and that
concerns about pharmaceutical sponsored studies remain, both in terms of financial considerations (that
can influence both sponsors and analysts) and lack of methodological rigour in the studies themselves.
Surveys of healthcare decision-makers have indicated that this potential bias is perceived by decision-
makers as a barrier to the use of study results in practice (Drummond et al. [19]).

However, economic evaluation has a set of methodological principles that those sponsoring and
undertaking studies are expected to follow [20] Therefore, are there any other explanations to these
apparent biases?

Friedberg and colleagues themselves proposed some alternative explanations to the significant
association they found between authors’ stated qualitative conclusions regarding the cost-effectiveness of
drugs and study sponsorship by pharmaceutical companies. They underlined the fact that retrospective
methods had been used in 89% of the studies analysed. These methods allow investigators and drug
companies to identify the clinical trials most likely to yield positive outcomes (looking at the early
clinical data) and thus pharmaceutical firms can fund economic studies accordingly to these early results.
The hypothesis of early screening is also supported by Gagnon [21]. He argues that drug companies often
conduct internal economic evaluation throughout the development of a medicine, since the reimbursement

for that drug is often dependent on positive economic findings. Therefore the drugs that are marketed are



less likely to be subjected of unfavourable economic evaluation. Moreover, because marketed product
have demonstrated positive clinical findings during development and since these findings often lead to
positive economic outcomes, it is not surprising that pharmaceutical-sponsored economic studies report
favourable results.

Le Pen [22] raised another interesting issue. He addressed the fact that Friedberg and colleagues
failed to find biases in the individual studies themselves, meaning that individual studies are in general
reliable. Therefore they identified a publication bias rather then a study bias. Studies with unfavourable
preliminary outcomes are less likely to be completed and submitted to peer review, regardless of funding
sources. Investigators, journal editors and journal peer reviewers may all be responsible for the existence
of publication bias [23e, 24-27]. Obviously research sponsors might be responsible of this bias too, since
it is difficult to force companies to support and publish studies showing that their products are not cost-
effective. But again, this seems to be rational economic behaviour rather than a scientific bias in the
pharmaceutical studies themselves. For example, Gazzaniga and Garattini [28] reviewed 7
pharmacoeconomic studies on cholesterol-lowering agents and whist they found lack of methodological
rigour in some part of the analyses they failed to find a link with the source of funding. Also, although
Friedberg and colleagues found an association between overstatement of quantitative results and
companies-sponsorship of studies this association was not statistically significant. (A summary of the

results of studies investigating conflict of interest in industry-funded research is given in Table 1.)

Conclusions and Recommendations

We can conclude that while the potential for bias in pharmaceutical-sponsored
studies is both real and imagined, there might be other explanations rather than
scientific bias. Pharmaceutical companies provide valuable resources to many areas of
academic medicine and are a primary source of funding for pharmacoeconomic studies.
It is in the interest of drug companies themselves to assure credibility and scientific
rigour to their studies. Nevertheless, the rhetoric about the potential bias in industry-

sponsored research is likely to continue. However, to ban or restrict studies directly



sponsored by drug companies would not be practical and would deny companies the
right to generate data about their products, possibly leading to economic claims for
products based on even less research evidence than at present. Instead, activities such as
the development of methodological standards and guidelines, improvement in the peer
review process and clarification of the contractual relationship between sponsors and
analysts should be increased in order to reduce this potential bias [8e].

The main problem is not that published pharmacoeconomic studies are subject to
scientific bias. Rather, the problem is that, due to screening conducted by the
companies, economic evaluations are only sponsored in situations where a positive
result is likely.

This publication bias can only be addressed by increasing the funding for
economic evaluations of medicines from other, mainly public, sources. In some
jurisdictions, such as Canada and the United Kingdom, public agencies undertake and
publish their own economic analyses of important new classes of pharmaceuticals. (See,
for example, the reports of the Canadian Coordinating Office for Health Technology

Assessment and the National Institute for Clinical Excellence) [29,30].

Thus, the best way of dealing with perceptions of sponsorship bias is not increased rhetoric, but
a true mixed economy in research funding, accompanied by an adherence to explicit standards of good

methodological practice.



Table 1. Main investigations on conflict of interest in drug company-sponsored studies

Authors Type of study Results
Stelfox et al. Review of English-language 70 articles found: 30 supportive of calcium-
(1998) medical literature (1995-1996) channels antagonist, 17 neutral, 23 critical. 96%
about the safety of calcium of the supportive authors had financial
channel antagonists. relationship with manufacturers of calcium-
channel antagonists, as compared with 60% of
neutral and 37 of the critical authors. The
association was statistically significant.
Rochon et al. Review of publications of 52 publications representing 56 trials were
(1994) manufactures-supported trial found. In all 56 trials the manufacturer-
of NSAIDs (1987-1990) associated drug was reported as comparable
(71.4%) or superior (28.6%) to the comparison
drug.
Davidson RA Review of randomised clinical 107 published trials were analysed. 71% of trials
(1986) trials in different areas. favoured new therapies; 43% of these were

Cho and Bero
(1996)

Comparison of drug studies
published in symposium
proceedings that are sponsored

funded by pharmaceutical firms. Of 31% of
trials favouring the traditional therapy, only four
(13%) were supported by drug companies. There
was a statistically significant association
between the source of funding and the outcome
of the study.

The percentage in favour of the drug of interest
was 98% for articles with drug companies
support and 79% for articles without drug




Friedberg et al.
(1999)

Azimi and Welch
(1998)

Drummond et al.
(1997)

Sacristan et al.
(1997)

Gazzaniga and
Garattini (1992)

by drug companies with
articles published in their
parent medical journals.

Review of original English
language (1988-1998) cost-
effectiveness analyses of
oncology drugs in 3 new drug
categories (hematopoietic
colony-stimulating factors,
serotonin antagonist
antiemetics, and taxanes).

Comparison of cost-
effectiveness analyses
sponsored by drug companies
with those sponsored by non-
profit organisations

Survey of decision-makers’
atitudes to economic
evaluation conducted in the
UK.

Review of economic studies
published over the period
1988 to 1994. Analysis of
publication bias.

Review of 7
pharmacoeconomic studies on
cholesterol-lowering agents

companies support. The difference was
statistically significant.

44 eligible articles were found. Unfavourable
conclusions were reached by 38% of non-profit
sponsored studies (9/24) while only by 5% of
pharmaceutical company-sponsored studies
(1/20). There was a statistically significant
association between funding source and
qualitative conclusions. Favourable qualitative
conclusion when quantitative results were
neutral or unfavourable were present in 30% of
studies sponsored by drug companies (6/20)
versus 13% of non-profit sponsored studies
(3/24). This association was not statistically
significant.

Industry-financed cost-effectiveness analyses
were more likely to support additional
expenditures with investigational drugs than
standard treatments.

59% of responders cited the lack of credibility of
industry-sponsored studies as an obstacle to the
use of the study, with 8% of respondents
identifying this as the most important obstacle.
By contrast, the possibility that government
studies were not credible was identified as a
problem by only 9% of respondents, with less
than 1% identifying this as the most important.

22 out of 24 studies (83%) published in
PharmacoEconomics reported positive results,
with 83% of them sponsored by drug companies.
34 out of 69 studies (49%) published in general
medical journals reported positive findings, with
74% of them sponsored by government agencies.
The difference in percentage of positive results
between PharmacoEconomics and general
medical journals was statistically significant.

Lack of methodological rigour in some part of
the analyses, but this is not necessary linked to
industrial sponsorship. The role of sponsor
played by drug companies in 5 of the 7 studies
did not seem to have significantly affected the
quality of the results.




References:

1) e Morgan S, Baker M, Evans R “Health economists meet the fourth tempter: drug
dependency and scientific discourse”, Health Economics 2000, 9: 659-667.

This is one of the most recent papers investigating the potential for bias in industry-
sponsored clinical and cost-effectiveness studies.

2) Hillman et al. “Avoiding bias in the conduct of cost-effectiveness research
sponsored by pharmaceutical industry”, N Engl J Med 1991, 324(19), 1362-5;

3) Krimsky S. “Conflict of Interest and cost-effectiveness analysis”, JAMA 1999,
282(15): 1474-5.

4) Freemantle N, Maynard A. “Something rotten in the state of clinical and economic
evaluaion”, Health Economics 1994, 3(5): 305-7;

5) Evans RG *“Manufactoring consensus, marketing truth: guidelines for economic
evaluation”, Ann Intern Med 1995, 123(1), 59-60;

6) Drummond MF “Economic evaluation of pharmaceuticals: science or marketing?”,
Pharmacoeconomics 1992, 1(1): 1-13;

7) Relman AS “Dealing with conflict of interest”, N Engl J Med 1984, 310: 1182-3;



8) ¢ Drummond MF “Economic evaluation of pharmaceuticals: science or
marketing?”, Pharmacoeconomics 1998, 14(1): 1-9;

The author investigates some of the main issues related to the potential for bias of
industry-sponsored studies, in particular whether this potential for bias is perceived or
not. Suggestions are made for minimising the risk of bias and what other initiatives
should or could be undertaken.

9) Schulman KA, Rubestein LE, Glick HA et al. “Relationships between sponsors and
investigators in pharmacoeconomics and clinical research”, Pharmacoeconomics
1995, 7(3): 206-20;

10) Schwarz RP. “Maintaining integrity and credibility in industry-sponsored clinical
research”, Controlled Clin Trials 1991, 12: 53-60;

11) Stelfox HT, Chua G, O’Rourke K, Detsky AS *“Conflict of interest in the debate
over calcium-channel antagonist”, N Engl J Med. 1998, 338: 101-106;

12) Rochon PA, Gurwitz JH, Simms RW et al. “A study of manufacturer-supported
trials of nonsteroidal anti-inflammatory drugs in the treatment of arthritis”, Arch
Intern Med. 1994, 154:157-163,;

13) Davidson RA “Source of funding and outcome of clinical trials”, J Gen Intern Med
1986, 1: 155-158;

14)Cho MK, Bero LA “The quality of drug studies published in symposium
proceedings”, Ann Intern Med 1996, 124: 485-9;

15) Barnes DA, Bero LA “Why review articles on the health effects of passive smoking
reach different conclusions”, JAMA 1998, 154: 157-163.

16)e Azimi NA, Welsh G. “The effectiveness of cost-effectiveness analysis in
containing costs”, J Gen Intern Med 1998, 13: 664-669;

This is one of the first reviews of cost-effectiveness analysis performed in order to
investigate potential conflict of interest in companies-sponsored studies. The authors
found that industry financed cost-effectiveness analyses were more likely to support
additional expenditures for investigational drugs than standard treatments

17) ee Friedberg M, Saffran B, Stinson TJ et al. “Evaluation of conflict of interest in
economic analyses of new drugs used in oncology”, JAMA 1999, 282(15): 1453-
1457;



This study is a recent review of cost-effectiveness analyses of oncology drugs. The
authors found that industry-sponsored studies were less likely than non-profit sponsored
studies to report unfavourable conclusions and more likely to overstate quantitative
results.

18) Sacristan JA, Bolanos E, Hernandez JM et al. “Publication bias in health
economics”, Pharmacoeconomics 1997, 11(3): 289-291;

19) Drummond MF, Cooke J, Walley T. “Economic evaluation under managed
competition: evidence from UK”, Soc Sci Med 1997, 45(4), 583-95;

20) Task Force on Principles for Economic Analysis of Health Care Technology.
Economic analysis of health care technology: a report on principles. Ann. Intern
Med 1995; 123: 61-70

21) Gagnon JP “Sources of bias in the economic analysis of new drugs”, JAMA (letter)
2000, 283(11), 1423-25;

22) Le Pen C. “Sources of bias in the economic analysis of new drugs”, JAMA (letter)
2000, 283(11), 1423-25;

23) e Song et al. “Publication and related bias”, Health Technology Assessment 2000,
4(10) 1-115;

This is a systematic review of publication and related biases. The authors investigated
the issue from different perspectives: investigators, authors, editors, peer reviewers and
research funding bodies.

24) Dickersin K, Yuan-I Min, Meinert CL. “Factors influencing publication of research
results: follow-up of applications submitted to two institutional review boards”,
JAMA 2000, 267(3), 374-378;

25) Easterbook PJ, Berlin JA, Gopalan R, Matthews DR (Publication bias in clinical
research”, Lancet 1991, 337(8746), 867-72;

26) Freestone DS, Mitchell H “Inappropriate publication of trial results and potential
for allegations of illegal share dealing”, BMJ 1993, 306: 1112-14;

27) Drummond R. “Publication bias: the triumph of hope over experience”, JAMA
1992, 267(3):411-2;



28) Gazzaniga P, Garattini L. “Economic evaluation of pharmaceuticals: a critical
appraisal of seven studies on cholesterol-lowering agents”, Pharmacoeconomics
1992 2(4): 270-8;

29) CCOHTA report “Herceptin: Monoclonal Antibody Therapy for Metastatic Breast Cancer”, 1998,
see website: www.ccohta.ca;

30) Report commissioned by NHS HTA Programme on behalf of the National Institute
for Clinical Excellence, “A systematic review of the effectiveness and cost-
effectiveness of the taxanes used in the treatment of advanced breast and ovarian
cancer” 2000, see website: www.ncchta.org.


http://www.ccohta.ca;/

	Concerns about the potential bias in industry-sponsored research are neither new, nor confined to economic studies. Several authors have raised the issue of potential conflict of i
	The risk of bias is perhaps even greater in economic analyse
	While the issue of financial conflict of interest in clinical trials supported by drug companies has been debated in the literature, less has been written about economic evaluation
	Also, in a review of economic studies published between 1988
	From this evidence we can conclude that industry funding has
	However, economic evaluation has a set of methodological pri
	Friedberg and colleagues themselves proposed some alternativ
	Le Pen [22] raised another interesting issue. He addressed the fact that Friedberg and colleagues failed to find biases in the individual studies themselves, meaning that individua

