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Ethical Issues in Drug Safety

M. D. B. Stephens

Introduction

This chapter has two sections: the first on ethics in clinical trials and the second on ethics

within the pharmaceutical industry.

Ethics in clinical trials

There are two competing approaches to ethics in clinical trials:

• Individual ethics. What is best for the present patient? This is the approach of the

practising clinician and is represented by the Bayesian methodology (Palmer, 1993). It

must always prevail when dealing with serious type B suspected adverse drug reactions

(ADRs).

• Collective ethics. What is best for the population of patients or society? This is the

approach of most statisticians and epidemiologists and is represented by standard

statistical methods. This is at its strongest when applied to common mild, reversible

type A ADRs.

It has been suggested that individual ethics should dominate the early clinical trials, i.e.

phases I and II, whereas collective ethics should dominate phases III and IV (Palmer, 1993).

Those working in pharmacovigilance with clinical trials need to be familiar with the

associated ethical problems and their implications.
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1947 Nuremberg Code

1948 Declaration of Geneva

1964 ‘Declaration of Helsinki’ to control clinical research and from time to time these

have been up-dated. The last up-date was in October 2000 and one of the most

debated points was on the use of placebo.

Arguments for and against placebo-controlled trials

Pre 52nd World Medical Association General Assembly, Edinburgh, October 2000

In the Declaration of Helsinki (South Africa 1996 amendments), it said ‘In any medical

study, every patient – including those of a control group, if any – should be assured of the

best proven diagnostic and therapeutic methods’. Does the last sentence mean that a placebo

control group is not ethical unless there is no proven treatment for a disease?

• One clinical pharmacologist has said ‘the blanket Helsinki recommendations which

undermine the use of placebos generally, need revision’ (Collier, 1995) and he goes on

to say ‘Incidentally, it seems to preclude study of ‘‘active’’ experimental drugs since

proof of their efficacy cannot come until the trial is completed’.

• Dr Lasagna adds weight to this argument by stressing the scientific advantages of

placebo studies (Lasagna, 1995).

• This has been countered ‘But if blind assessment can be achieved in a comparative trial

of two active treatments is there any point to using a placebo group’? And later ‘If we

adhere to these ethical guidelines, placebo controlled trials should become infrequent as

medical knowledge accumulates. Then the scientific method of comparing active

treatments against one another will be essential to understand’ (Rothman, 1996).

• In reply to Rothman, three letters in the BMJ stress the scientific need for placebo

studies (Georgiou, 1996; McQuay and Moore, 1996; Double, 1996).

• In an article entitled ‘Comparing Treatments’ there is a subtitle ‘Comparison should be

against active treatments rather than placebos’. The authors give the reasons for the

early use of placebos, ‘In the United States the Food and Drug Administration [FDA],

historically, has required evidence from two placebo controlled trials before licensing a

new compound, although some recent approvals have been based on a single trial’

(Henry and Hill, 1995).

• The use of placebo in a fluticasone study of allergic rhinitis was said to be of little

relevance to clinicians compared with the use of an active control (Gallant, 1995;

Weinberg 1995).

What are the objections to accepting an active control group instead of a placebo group?

If the new drug seems indistinguishable from the active control ‘You don’t really know what
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you’ve got’ according to Dr Robert Temple of the FDA. ‘The control may be a poor drug, or

the trial may have been incapable of detecting true differences between the drugs.

Regulators may therefore license an inferior product’ (Henry and Hill, 1995).

Early trials using a surrogate endpoint, such as blood pressure, may only need a few

patients when comparing a new drug with placebo to show that it works; but, if equivalence

with another active drug is required then the trial numbers escalate, as will the cost and time

to completion. In order to establish superiority over another active drug the number of

patients required will depend on the difference demanded (see Chapter 1). Is it possible to

defend the use of placebo as a control for the second drug of a new class or performing a

second study after a placebo-controlled study has shown that the first drug of a new class is

efficacious?

• Glaxo staff have done so in regard to peptic ulcer disease in the past. Their conclusion

was that although placebo-controlled trials in appropriate patient populations place

additional ethical concerns on investigators, institutional review boards and sponsors,

the benefits derived from the conduct of scientifically sound clinical trials that result in

the approval of new drug therapies far outweigh the risks of a placebo control group

(Cocoa et al. 1996).

• Again, Glaxo, replying to criticism concerning placebo use in a three-arm study

(placebo, lamotrigine, or lithium) for prevention of relapse of mania or depression for 1

year, says ‘The use of placebo in these studies is a regulatory requirement for proof of

efficacy: it also means that studies can be smaller and shorter. This exposes fewer

patients to an unproven intervention and gives an answer about efficacy more quickly. If

that answer is positive patients should be able to benefit early. It is difficult to see how

there was ‘therapeutic equipoise’ between placebo, lamotrigine and lithium.

• If it is negative, fewer patients will be exposed to ineffective treatment’ (Armstrong,

1998; Dollop, 1998).

‘The argument that all placebo-controlled clinical trials are unethical if an effective or

partly effective treatment is known has occasionally been advanced, but has not gained

general acceptance. An interpretation of the ethical guidelines that has been accepted more

generally is that use of placebo controls, in conditions for which there is an effective

treatment, is ethical – provided that the use of placebo for the duration of the study does not

place the patient at increased risk of irreversible harm or cause unacceptable discomfort’

(Stein and Pinks, 1999).

• A discussion on the use of placebo, in ondansetron trials for post-operative nausea and

vomiting, supports this latter view emphasizing that the ethics of recruiting patients into

trials that cannot yield sensible results is dubious (Tamer et al., 1998).

• The ethics of using a placebo in controlled trials with ondansetron in post-chemo-

therapy vomiting have been questioned and the American Medical Association’s

Council on Ethics and Judicial Affairs quoted ‘It is fundamental social policy that the

advancement of scientific knowledge must always be secondary to primary concern for

the individual’ (Citron, 1993).
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There are different views as to the justification of the use of placebo:

1. For a placebo-controlled trial four questions must be answered:

• Was there any therapeutic intervention available that could be reasonably assumed

to be less harmful than the placebo control?

• Did the placebo control pose more than a minimal risk to those patients?

• Was the study designed in every way possible to minimize potential harm to the

patients receiving placebo?

• Were the patients fully and accurately informed of the additional risk of being in

the placebo group (Citron, 1993)?

2. For a placebo-controlled clinical trial to be morally justified the following conditions

should appertain:

• There must be an uncertainty as to whether the drug is any more likely to be better

than a placebo, i.e. equipoise – meaning that the expectation of competing

therapeutic alternatives must be equal in terms of balancing both benefit and harm.

A review of therapeutic studies in multiple myeloma indicated that commercially

funded studies showed violation of equipoise (Djulbegovic et al., 2000). It must be

very rare that the expectations with a new drug do not outweigh the known benefits

of placebo.

• In most cases there must be no agreed alternative treatment better than placebo.

Exceptions to this could arise if the statistical advantage of using a ‘coarse’

comparator like placebo enable a much smaller trial to be conducted as a result,

though such trials give a poor picture of the rival merits of the active drugs

themselves and, as such, may be of doubtful value.

• There must be a significant need for the knowledge to be obtained by the placebo-

controlled trial (it must be an important question whether the proposed treatment is

better than placebo).

• There must be a reasonable possibility that the new drug can indeed turn out to be

better than placebo (see above).

• The illness under treatment must not be so serious that any delay in receiving an

active drug would be clinically harmful or dangerous.

Placebo-controlled studies should be the exception and not the norm, and it should take

exceptional circumstances to justify them (Evans and Evans, 1996). These conditions have

been taken from a book by the authors that is well worth reading, since it has been written

for members of ethical committees.
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The exception mentioned in the second condition above needs amplification, since all

placebo-controlled studies require fewer patients than those with an active control.

• In the Glaxo paper, in order to show a 40 per cent difference between placebo

(presumed to heal 35 per cent of ulcers) and the new drug there needs to be 28 patients

in each group, or if the allocation is 2:1 then 21 patients in the placebo group to 42 in

the active group. To show equivalence between two active drugs would require 408

patients under the same circumstances. Although it is possible to reduce the risk run by

those in the placebo group by excluding those with predisposing factors, it is extremely

unlikely to make the risks equal to those taking an active control. Can one equate the

increased risk of 28 patients taking placebo with the lesser risk of the 408 taking an

active control?

• The Glaxo authors also put the point that the placebo control has fewer patients at risk

from the ADRs of the new study drug. The chances of discovering ADRs with a new

drug increase with the number of patients treated, so this is only relevant if the drug is

scrapped and no further studies are undertaken with it. Would the FDA accept an NDA

with only 28 patients in each group of a placebo-controlled study? If so, then there was

a large amount of overkill in the placebo studies with new drugs for peptic ulcer

disease. The problem is debated further in a discussion paper (Collier, 1995).

In a leading article in the Lancet on the defence of the FDA, ‘the acceptance of placebo-

controlled evidence in preference to comparator drug trial data is a serious flaw in the

regulator process (Anon., 1995). Ethics committees have been criticized for endorsing

proposals for new placebo-controlled research when existing evidence shows that an active

form of treatment is better than placebo (Savulescu et al., 1996). In phase I studies the

sponsor should consider ‘Would I volunteer to take part in this study?’ Ten out of 12

companies had special ethics committees for phase I studies (Baber, 1994; Gill and Baber,

1995). Unfortunately, there have been circumstances where scientists have submitted

themselves as volunteers to risks that no ethics committee would ever sanction, so this

question does not solve the problem. Perhaps it should be ‘Would I allow any of my children

to volunteer?’

Placebo run-in

Many clinical trials organized by the industry have placebo run-in periods and the reasons

given are:

• weeds out non-compliers (Hulley and Cummings, 1988; Spilker, 1991);

• eliminates placebo responders (Spilker, 1991);

• ensures the patients are stable (Pocock, 1983);

• washes out previous treatment;

• provides a period for baseline measurement.
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This has been said to be incompatible with informed consent (Senn, 1997). However, it

would be justified if:

• the use of placebo has negligible risk and acceptable discomfort;

• it enhances the science or interpretation of the study;

• the ‘deception’ is covered adequately in the information provided to patients;

• agreement by an independent ethics committee that these conditions hold (Ramsay,

1997).

During the World Medical Association (WMA) Edinburgh (2000) meeting, but prior to the

publication of the agreement, Rothman and Michels suggested that the declaration should

be strengthened despite opposition from the FDAwhilst Baum was against this (Rothman et

al., 2000). These are the arguments used before and after the 1996 amendment of the

Declaration of Helsinki (South Africa) but prior to the 2000 amendments (Edinburgh). How

do the latter modify these requirements?

Declaration of Helsinki (Edinburgh 2000 amendments)

The most important document regarding ethics in clinical trials is the Declaration of

Helsinki, 1964, amended October 2000 (Pharmaceutical Physician 12(1): 22–24 or 14(5):

279–281), which should be attached to all trial protocols. The amendments of the 48th

WMA General Assembly in South Africa dated 1996 have been further amended by the

52nd WMA General Assembly (Edinburgh) in October 2000. The second and third

paragraphs of the introduction are:

• ‘It is the duty of the physician to promote and safeguard the health of the people. The

physician’s knowledge and conscience are dedicated to the fulfilment of this duty’

(Collective approach).

• The Declaration of Geneva of the WMA binds the physician with the words ‘The health

of my patient will be my first consideration’ and the International Code of Medical

Ethics declares that ‘A physician shall act only in the patient’s interest when providing

medical care which may have the effect of weakening the physical and mental condition

of the patient’ (Individual approach).

Paragraph 16 in the section entitled ‘Basic principles for all medical research’states:

Every medical research project involving human subjects should be preceded by careful

assessment of predictable risks and burdens in comparison with foreseeable benefits to

the subject or to others. This does not preclude the participation of healthy volunteers

in medical research.

The design of all studies should be publicly available.

The sentence in the previous amendment, ‘Concern for the interest of the subject must

always prevail over the interest of science and society’, has been removed and is now in
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paragraph 5 as ‘In medical research on human subjects, considerations related to the well-

being of the human subject should take precedence over the interests of science and society’

(i.e. individual ethic must always be put before the collective ethic).

Paragraph 7 of the same section states:

Physicians should abstain from engaging in research projects involving human subjects

unless they are confident that the risks involved have been adequately assessed and can

be satisfactorily managed. Physicians should cease any investigations if the risks are

found to outweigh the potential benefits or if there is conclusive proof of positive and

beneficial results.

Paragraph 29 of the section entitled ‘Additional principles for medical research combined

with medical care’ reads:

The benefits, risks, burdens and effectiveness of a new method should be tested against

those of the best current prophylactic, diagnostic, and therapeutic methods. This does

not exclude the use of placebo, or no treatment, in studies where no proven

prophylactic, diagnostic or therapeutic method exists.

Post 52nd World Medical Association Assembly, Edinburgh, October 2000

This has implications for research in developing countries, where the testing of new drugs

against the best current treatment would have massively increased the cost of research.

Subsequent to the Edinburgh amendments a pharmaceutical company disallowed or post-

poned eight new studies because of the new guidelines (Human et al., 2001). A further

WMA meeting in France ‘clarified’ its rules on placebo. ‘The association agreed that the

use of placebo in research trials might be ethically acceptable in certain circumstances:

• Where for compelling and scientifically sound methodological reasons its use was

necessary to determine the efficacy or safety of a prophylactic, diagnostic or therapeutic

method: or

• Where a prophylactic, diagnostic or therapeutic method was being investigated for a

minor condition and the patients who receive placebo would not be subject to any

additional risk of serious or irreversible harm’.

The responses to these changes were:

• Professor Darbyshire, director of the Medical Research Council (MRC) clinical trials

unit in London, said ‘It is still not very clear, but at least it does clarify that using a trial

with a no treatment group, who are taking a placebo, is no longer completely

unacceptable’.

• Professor Whitworth of the MRC said that it might prevent some ethical and necessary

research from going ahead (Ferriman, 2001).
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• This clarification has been called a retreat from the WMA’s previous position (Bland,

2002).

• The most recent version of the Declaration of Helsinki is imprecise and ambiguous

(Forster et al., 2001).

• Some members of the Committee on Proprietary Medicinal Products (CPMP) have said

‘The section (paragraph 29) makes no exception for trials done in the specific popu-

lation of patients who would subsequently benefit from a successful outcome of the

research, even when there is adequate patient consent and careful avoidance of any

irreversible harm or other ethically unacceptable consequences, such as long-term

severe pain.’ They finish by saying, ‘Provided that the safety and interests of individual

patients are carefully protected, the conduct of placebo controlled trials in these

situations remains vital if correct regulatory decisions are to be made on the basis of

reliable research. This outcome is clearly in the best interest of patients’ (Lewis et al.,

2002).

Unfortunately, ‘adequate patient consent’ is problematic and ‘careful avoidance of any

irreversible harm or any other ethically unacceptable consequences’ cannot be guaranteed.

The WMA clarification has so muddied the waters that individuals will interpret the

declaration differently and for their own purpose. A checklist has been designed to help

Institutional Review Boards (IRBs) evaluate protocols for placebo use (available from

www.centerwatch.com/irbchecklist) (Cavazos et al., 2002). This leaves the ethical commit-

tees or IRBs to arbitrate, and many of those involved in clinical trial ethical committees are

non-financial stakeholders.

Stopping studies

The 2000 version of the Declaration of Helsinki says ‘Physicians should cease any

investigations if the risks are found to outweigh the potential benefits or if there is

conclusive proof of positive and beneficial results’ (provision 17).

There are cases where ethically approved studies have become unethical either due to one

drug having established superiority before all the patients have been recruited or that the

adverse effects of one drug have outweighed any benefit and, therefore, need to be stopped.

The time when a difference becomes statistically significant may not coincide with the time

when the study becomes unethical.

• The basic ethical conflict in monitoring trial results is to balance the interests of patients

within the trial – that is, the individual ethics of randomizing the next patient and the

longer term interest of obtaining reliable conclusions on sufficient data – that is, the

collective ethics of making appropriate treatment policies for future patients (Pocock,

1992). The Declaration of Helsinki says, ‘Considerations related to the well-being of

the human subjects should take precedence over the interests of science and society’.

Professor Pocock’s conclusions were, ‘The ethical dilemma faced by data monitoring

committees has no easy solution but it is important to note that premature stopping

based on limited evidence can have severe consequences either by introducing

exaggerated claims so that inadequate treatments enter clinical practice or by failing to
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collect sufficient evidence on effective treatments in order to convince rightly sceptical

clinicians of their true merits’.

• In a paper entitled ‘Premature discontinuation of clinical trials for reasons not related to

efficacy, safety or feasibility’ there is the phrase ‘Sometimes, however, trials are scuttled

by their sponsors’. They go on to cite an example. The authors finish by saying ‘The

usual clause according to which the sponsor ‘‘reserves the right to discontinue any study

for administrative reasons at any time’’ should no longer be present in the protocol of a

study of morbidity and mortality’ (Lièvre et al., 2001).

• A further comment on this study was that ‘lack of commercial pay off is not a legitimate

reason for stopping a trial’ (Evans and Pocock, 2001).

Ethics committees

These include the IRB (USA), Research Ethics Review Boards (Canada), Local Research

Ethics Committees (LRECs) and Multicentre Research Ethics Committees (MRECs, UK)

and Comités Consultative pour la Protection des Personnes dans les Recherches Biomédi-

cales (CCPPRBs, France).

‘All research involving direct contact with patients or healthy people is to be submitted

for independent ethical review and for the individual subject’s prior consent’ (Diamond et

al., 1994). A project which is not scientifically valid cannot be ethical (McLean, 1995).

The duties and composition of Independent Ethics Committees (IECs) are laid down in

the Guideline for Good Clinical Practice, 1996 (ICH E6 CPMP/ICH/135/95 Para. 3); but, as

guidelines they do not have legal status. Their main function is to safeguard the rights,

safety and well-being of all trial subjects. The IEC should consist of a reasonable number of

members, who collectively have the qualifications and experience to review and evaluate the

science, medical aspects and ethics of the proposed trial. It is recommended that there be at

least five members, of whom one member whose primary area of interest is in a non-

scientific area and one member who is independent of the institution/trial site.

• United States of America. The US equivalent of the Ethics Committee is the IRB

(Levine, 1997). The US Department of Health and Human Services (DHHS) require in

an IRB consisting at least five members, of which one is a non-scientist (e.g. lawyer,

ethicist, member of the clergy) and at least one member who is not otherwise affiliated

with the institution. All ethical committees and IRBs exclude those having conflicting

interests (21CFR 56.107).

• United Kingdom. LRECs and MRECs in the National Health Service (NHS) are

advisory committees established under the auspices of the Department of Health.

Owing to problems in seeking ethical committee approval with large multicentre

studies, special committees, the MRECs, have been set up to deal with them (NHS

guidance note HSG (97) 23, April 1997). These require that out of the 15 to 18

members, three to four should be non-professional lay persons and that there should be

one statistician and one ‘qualitative research expert’, e.g. social scientist. In all, at least,

one-third (but no more than six in total) will be lay (Ethics Committee Review of Multi-
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centre Research, 1997). It was argued afterwards that the central problems of ineffi-

ciency and ineffectiveness . . . remained largely untouched (Evans, 1997).

• Europe. The Ethics Working Party of the European Forum for Good Clinical Practice

(EFGCP) guidelines recommend the following minimum membership for ethics

committees: two physicians sharing between them experience in biomedical research

conducted according to GCP and independence from the institution where the research

is carried out; one lay person, one lawyer and one paramedical (nurse, paramedic or

pharmacist). Conflict of interest is not defined. The EFGCP board is dominated by

members from the industry (EFGCP, 1997). For studies which are multi-national there

is a European Ethical Review Committee (EERC) that reviews specifically multi-

national trials (Bennett 1995, 1997; Cordier, 1997; Foster 1997).

In the USA, France and Scandinavia the ethical committees are an integrated part of

drug trial regulation (Hvidberg, 1994).

• Developing countries. The problem of research in under-developed areas has been

tackled by The Nuffield Council on Bioethics with Ethics of research related to

healthcare in developing countries. It is important that the lack of regulation in these

countries does not cause their exploitation (National Council of Bioethics, 2002;

Zumula and Costello, 2002).

The ethical committee has a responsibility to monitor a study and to intervene where

necessary. This could be done either by a mid-term interim report or by receiving an interim

report every 6 months (Evans and Evans, 1996). It has been suggested that the independent

ethical committee (IEC)/IRB should be informed of adverse events as they occur (Snider-

man, 1996). The Guideline for Good Clinical Practice, 1996 (ICH E6 CPMP/ICH/135/95)

states that the investigator must report to the IRB/IEC promptly all ADRs that are both

serious and unexpected and new information that may affect adversely the safety of the

subjects or the conduct of the trial. Also, changes increasing the risk to subjects and/or

affecting significantly the conduct of the trial and deviations from, or changes of, the

protocol to eliminate immediate hazards to the trial subjects must be reported (see paras:

3.3.8; 3.3.9 and 5.17).

An Independent Data-Monitoring Committee (IDMC), separate from any ethics commit-

tee, may be established by the sponsor to assess, at intervals, the progress of a clinical trial,

the safety data, and the critical efficacy endpoints and to recommend to the sponsor whether

to continue, modify, or stop a trial (ICH Guideline on GCP, 1996, section 5.5.2). In some

large phase III studies there may be an IDMC and an IRB/IEC both monitoring and possibly

stopping a study. The company pharmacovigilance staff will need to make sure that any

serious, unexpected adverse event (AE) is notified to the regulatory authority, the IDMC and

the IRB/IEC.

The guidelines on the practice of ethics committees say, referring to the situation where

society rather than the individual may benefit, ‘In such situations, however large the benefit,

to expose a participant to anything more the minimal risk needs very careful consideration

and would rarely be ethical’. Minimal risk in everyday life could include travelling on public

transport or private car but not by pedal or motor cycle. In medicine they would be no more

likely and not greater than the risk attached to routine medical or psychological examina-
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tion. (Tripp, 1996; CIOMS 2002). ‘However, there is substantial disagreement about what

constitutes minimal risk, and the concept is applied quite variously’ (Woodward, 1999).

Comments:

• There is currently widespread frustration in the research community, in the regulatory

authorities and in the pharmaceutical industry with the efficiency of such committees.

At the same time there are doubts about the effectiveness of these independent

committees in protecting patients (Ashcroft and Pfeffer, 2001).

• ‘The committee is not – perhaps never could be – truly independent of those whose

proposals it is scrutinizing, and this lack of independence may have an impact on the

kinds of questions that researchers ask themselves’ (McLean, 1995).

• There is large variation in the mode of operation of individual LRECs, and costs vary

by greater than 400 per cent (Dunn et al., 2000).

• Some high-profile scandals in the ethics of research in the UK and USA have caused

concern, and it has been suggested that there should be less secrecy surrounding ethical

committees (Ashcroft and Pfeffer, 2001). In the deaths (in the USA) of Ellen Roche

(hexamethonium) and Jesse Gelsinger (gene therapy) errors of the ethics committees

may have been factors (Savulescu, 2002).

• The chairman of SmithKline Beecham said, ‘The processes of ethical and research

committees are slow and confused’ (Smith, 2000).

• There have been problems because there is no comprehensive system for compiling

information regarding harm due to misjudgements or misstatements of risk, and many

IRBs are overwhelmed with AE reports and do not have the capability to review them

carefully (Woodward, 1999).

• ‘Ethics committees are simply not set up or resourced to adequately protect the interests

of participants in research’ (Savulescu, 2002).

A survey of 321 GCP audits (GP surgeries or hospital departments) from 31 companies

showed:

• Approval was not obtained from local ethics committee/IRB in 24 per cent of studies.

There was no evidence that the following items were reviewed and/or approved (if

necessary) by an ethics committee:

• current investigators brochure – non-compliance 65 per cent;

• primary care physician to be informed of study participants – non-compliance 54 per

cent;

• plans to review data collected to ensure safety – non-compliance 28 per cent;
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• risks to study subjects – non-compliance 14 per cent.

• Final protocol (approved by sponsor/CRO and investigators) – non-compliance 43

percent

• Reports of serious/unexpected ADRs – non-compliance 92 per cent

• Summary of serious AE (from the current study and other studies) – non-compliance

85 per cent (Bohaychuk and Ball, 1998).

The extent to which an IRB can evaluate accurately the information in AE reports is

questionable because:

1. They receive individual AEs, typically, without explanation of how the event relates to

any other events previously observed.

2. In international studies, the difference in standards of care and language may make the

clinical significance of reports more difficult to interpret.

3. In blinded studies they will not have the treatment code or information on efficacy.

4. Each IRB may only have access to data from trials over which it has authority.

5. It is likely that many do not have the expertise or access to appropriate information to

allow them to evaluate properly the issues of safety and benefits.

6. IRBs have become inundated with AEs (Morse et al., 2001).

• If an IRB expresses concerns about inclusion or exclusion criteria the sponsor may

claim that the other IRBs did not question the criteria and that it cannot modify the

criteria on the basis of one IRB’s concerns.

• If the FDA consider an agreement about the design of a protocol ‘binding on the review

division’ an IRB may have difficulty in effecting any change (Mann, 2002).

Conflict (competing) of interest

Definition: a set of conditions in which professional judgement concerning a primary

interest (such as patients welfare or the validity of research) tends to be unduly influenced

by a secondary interest (such as financial gain).

The 2000 version of the Declaration of Helsinki says ‘The researcher should also submit

to the committee, for review, information regarding funding, sponsors, institutional affilia-

tions, and other potential conflicts of interest’ (provision 13). ‘Each potential subject must

be adequately informed of . . . sources of funding . . . potential risks of the study and the

discomfort it may entail’ (provision 22). ‘Sources of funding, institutional affiliations and

any possible conflicts of interest should be declared in the publication’ (provision 27).

In several areas of medicine, doctors are asked to declare any conflict of interest. In some
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cases they, themselves, decide what constitutes conflict of interest and in others they are

defined for them.

The FDA (1999) criteria for investigators:

• Significant shareholdings of more than US$50 000.

• Any financial arrangement between the sponsor and the investigator whereby the value

of the compensation could be influenced by the outcome.

• Compensation other than that associated with conducting the study (e.g. grant to fund

ongoing research, equipment grants, or honoraria).

• Proprietary interest in the product tested held by the investigator (e.g. patents, trade-

marks, etc.).

The National Institutes of Health give a level for disclosure as ‘income of more than

US$10 000 per year from a company that might be affected by the research involved or

ownership of equity worth more than US$10 000 or representing more than 5 per cent

ownership of such a company (Washington Fax, 2001).

Most major US universities have policies on conflict of interest but lack specificity about

the kinds of relationship that are permitted or prohibited (Cho et al., 2000)

The Australian Drug Evaluation Committee (ADEC) competing interest guidelines give:

• A member who has at anytime been involved with a pharmaceutical product under

consideration by the committee and has personally received payment for that involve-

ment in any manner, including via an intermediary agent for the pharmaceutical

industry.

• Amemberwhohas a current pecuniary interest in the pharmaceutical company concerned.

• A member who has a current pecuniary interest relating to a product that is a competitor

to the product under consideration.

• A member who has a particular involvement in the development of pharmaceutical

products (e.g. sitting on an advisory board or as principal investigator involved in the

design of clinical trial protocols.

• Involvement in pharmaceutical industry sponsored trials of a product under consideration

or a competitive product by the provision of patients for inclusion in a multicentre trial or

participation in investigators meetings where the member does not have an involvement

in trial design, monitoring or preparation of the trial report (Tattersall and Olver, 1999).

The CPMP define them as:

• Employment in the pharmaceutical industry.

• Financial interests in the capital of a pharmaceutical company, e.g. shares.
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• Work currently or previously conducted by the member in return for payment, on behalf

of the pharmaceutical industry.

• Other interests that the member considers the European Medicines Evaluation Agency

(EMEA) ought to know about (Abraham and Lewis, 2000).

‘Others, however, point with concern to the numerical dominance on most IRBs by scientists

and health professionals; one presumes that such persons value things differently than the

majority of the population. Almost certainly, for example, health professionals and scientists

typically place a higher value on the pursuit of knowledge for its own sake than do persons

outside the health professions or academia’ (Levine, 1997).

‘In recruiting expert members, the ADEC increasingly finds that senior specialists have

been the recipients of funding from the pharmaceutical industry (McEwan, 1998).

Several American universities include any immediate family interests. Inevitably there are

occasions concerning a married/unmarried couple where one works for a pharmaceutical

company and the other spouse for a regulatory authority. All these refer to financial interests

but there are others: the BMJ says to potential authors ‘You might want to disclose another

sort of competing interest that would embarrass you if it became generally known after

publication. The following list gives some examples:

• A close relationship with, or a strong antipathy to, a person whose interests may be

affected by publication of your paper.

• An academic link or rivalry with somebody whose interests may be affected by

publication of your paper.

• Membership of a political party or special interest group whose interests may be

affected by publication of your paper.

• A deep personal or religious conviction that may have affected what you wrote and that

readers should be aware of when reading your paper.’

Is self-declared interest a sufficient safeguard? The editor of the BMJ has said ‘Our

impression, supported by the two recent papers, is that many authors are willing to sign that

they don’t have a conflict of interest when by our definition they do. We have two hypotheses

to explain this. Firstly, authors think that an admission of a conflict implies wickedness. We

don’t think so. Secondly, authors are confident that they have not been influenced by a

conflict of interest and so don’t tell us they have one. Our response is that bias works in

subtle ways and that none of us is blessed with knowledge of our own motivations and

mental mechanisms’ (Smith, 1998). ‘Although many organisations have adopted disclosure

as necessary to management of conflicts of interest, there is no evidence that disclosure

alone is either sufficient or effective in protection of research integrity and prevention of

harm to participants’ (Forster et al., 2001). Morse and his colleagues suggest that ‘potential

conflicts of interest should prevent any sponsor from being the sole monitor for a trial . . .. In
definitive phase III trials, we recommend that the sponsor allocate responsibility for safety

evaluation to an independent Data Monitoring Committee to minimize conflicts of interest

among those making the necessary judgements during a trial’ (Morse et al., 2001).
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‘The impact of institutional conflicts of interest as well as non-financial conflicts of

interest at all levels of the research enterprise have not been explored sufficiently and are

issues that, like the development of professional norms for individual conflicts of interest,

should be rigorously pursued by federal agencies and appropriate interest groups’ (Feder-

mann et al., 2003)

Informed consent

Defined in the CPMP guidelines as ‘The voluntary confirmation of a subject’s willingness to

participate in a particular trial, and the documentation thereof. This confirmation should

only be sought after information has been given about the trial including an explanation of

its objectives, potential benefits and risks and inconveniences, and of the subject’s rights and

responsibilities in accordance with the current revision of the Declaration of Helsinki’.

Section 1.28 of ICH E6 defines it as ‘a process by which a subject voluntarily confirms

his or her willingness to participate in a clinical trial, after having been informed of all

aspects of the trial that are relevant to the subject’s decision to participate’.

• ‘The guidelines do not specify the extent of the disclosure required in terms of the detail

of possible risks’ (Hodges, 1991).

• It is difficult to believe that all the information available on a new drug (investigator’s

brochure, which is only a summary of the data produced by the company) and the

standard treatment for a disease is seen, read and understood by every investigator who

asks patients for informed consent. It is likely that they are selective in the information

they read and again selective in the information they give to each patient. The patient is

unlikely to be able to weigh the pros and cons of consent without considering their

obligation towards their physician requesting consent, who is in a privileged position.

• The information to be given to the patient may, according to United States law, be of:

1. Ordinary prudent person standard – What the average patient in the same or similar

circumstances wants to know? This propagates the legal myth of the ‘ordinary

prudent person’

2. Reasonable physician standard – What risks do individual investigators consider

important? This paternalistic approach negates the whole logic of autonomy.

3. Subjective standard – What risk does this particular subject consider important

(Belmont Report, 1979; Klincewicz, et al. 2001)? This is the only valid standard .

• ‘Informed consent should be an ongoing process that focuses not on a written form or a

static disclosure event, but rather on a series of dynamic conversations between the

participant and the research staff that should begin before enrolment and be reinforced

during each encounter or intervention’ (Federmann et al., 2003).

A GCP audit survey of 321 protocols showed:

605ETHICS IN CLINICALTRIALS



• Informed consent was obtained from study subjects after the start of the study or after

the start of any study procedures (37 per cent).

• The consent documents submitted to the ethics committee/IRB differed from the

documents actually used at the study site’ (26 per cent).

There was no evidence that the following items were reviewed and/or approved (if

necessary) by an ethics committee/IRB:

• consent procedures – non-compliance 12 per cent;

• contents of consent forms/information sheets – non-compliance 10 per cent (Bohay-

chuk and Ball, 1998).

Comments:

• ‘We know how easily patients can give informed consent and we know the patients best

protection is not the informed consent but rather the conscientious physician himself’

(Cleophas, 1999).

• A review of clinical trial ethics concluded ‘For many, informed consent seemed little

more than a ritual’ (Edwards et al., 1998).

• A questionnaire, ‘The Quality of Informed Consent Questionnaire’, has been devised

and used in 207 cancer patients; 90 per cent were satisfied with process, but 70 per cent

did not recognize that the treatment being researched was not proven to be the best for

their cancer and only 29 per cent appreciated that they might not receive direct medical

benefit from participation (Tattersall, 2001).

• In Japan there is another approach to informed consent, and at Nara Medical University,

when they mandated written informed consent in all clinical trials, the rate of refusal

soared from about 5 per cent to about 70 per cent (Fukuhara et al., 1997). In a survey of

1217 physicians involved in clinical trials at major medical institutes throughout Japan,

34 per cent said that they thought it was impossible to obtain written informed consent

(Ueda, 1996; Fukuhara et al., 1999).

How valuable is informed consent?

• The reviewbyEdwards et al. (1998) referred to three old studies: in onemultinational study

47 per cent of responding doctors thought that few patients knew they were taking part in a

controlled experiment, even though they had given written consent (Taylor and Kelner,

1987), and in two other studies three-quarters of responding doctors thought their patients

rarelyunderstoodall the informationgiven to them(Spaightet al., 1984;Blumet al., 1987).

• Four studies show that: immediately after receiving information 34 per cent of patients

recall the study’s purpose, 25 per cent recall the drug name, and 15 per cent recall side-

effects. Ten hours after receiving information 85 per cent of patients recalled benefits
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and 35 per cent recalled risks. Six days after receiving information, 25 per cent of

patients recall the information (DIA Program Notes, 2001).

• After an acute myocardial infarction trial, 31 per cent of patients said that they had full

comprehension of the trial, 50 per cent partial understanding and 19 per cent no

understanding at all (Yuval et al., 2000).

• In northern Italy, patients had a poor knowledge of the principles and meaning of

informed consent so that only 58 per cent recognized the true definition and 80 per cent

would not enter a clinical trial involved in research on a new drug (Dazzi et al., 2001).

• In multicentre cancer studies only 58 per cent of clinicians gave full information on all

aspects of the trial (Willims and Zwitter, 1994).

• Re birth defects: ‘Informed consents are of limited legal utility. They cannot prevent a

suit from being filed’ (Austrian, 1996).

• Only a third of 167 principal investigators applying to US Midwestern review boards

gave a detailed description of the purpose and procedure of the proposed study, and a

meaningful discussion of all other areas, such as risks, benefits and alternatives was

virtually non-existent (Titus and Keane, 1996).

• Reuters Health Information quote that CenterWatch reported on a survey of 1600

volunteers that took place in January and February 2002 and that 10 per cent of

volunteers admitted that they did not review the informed consent form before signing

it, 30 per cent didn’t understand that the study could carry additional risk, 70 per cent

didn’t know what to ask at the outset of a trial, 18 per cent consented to the trial without

getting input from their personal physician, nurse, family member or another trusted

individual. (http://www.medscape.com/viewarticle/433975).

• US government inspectors reviewed 22 clinical trials Web sites – none described the

risks (http://www.medscape.com/viewarticle/434296?srcmp¼phar-05). Informed con-

sent may be invalidated by not informing the patient of any changes to their perceived

state of health, i.e. ‘Any information becoming available during the trial which may be

of relevance for the trial subjects must be made known to them by the investigator’

(CPMP Guidelines para 1.15).

• Conclusion: in my view, informed consent is a misnomer. The patient cannot be

adequately informed. The question is whether, in any particular study, it is ethical for

the investigator to ask for informed consent.

Patient protection in clinical studies

There are six layers of potential protection:

1. Declaration of Helsinki – depends on interpretation.
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2. Sponsor’s protocol – not to be relied upon.

3. Ethical committee (IRB) – lay persons in a minority and dependent on sponsor for

information.

4. Investigator – will depend on any conflicts of interest.

5. Journal editor – only ICMJE members can be relied upon.

6. The patient – vulnerable.

No layer is watertight and the patient remains vulnerable.

Ethics and the pharmaceutical industry

The industry donates money to many individuals and institutions. If it is only to help the

recipients accomplish their aims then there would be no ethical problem, but if the intention

is to influence the recipients’ decisions then many poeple would consider this to be

unethical.

Recipients of money from the pharmaceutical industry

Several industries whose products may adversely affect the health of the world have been

criticized for putting profits before the well-being of people, e.g. tobacco, salt, breast milk

substitutes and processed foods (Anand, 1996; Godlee, 1996; Wise, 1996; Taylor, 1998).

Some of these industries target the Third World. It is important, therefore, to examine the

pharmaceutical industry and its behaviour.

In the past, many have criticized the honesty of the pharmaceutical industry. In recent

years, regulations and guidelines have restricted the possibility of dishonesty and another

generation has entered the industry. Comments will, therefore, with two exceptions, be made

only on publications since 1990.

‘He who pays the piper calls the tune’ and ‘There is no such thing as a free lunch’

(www.nofreelunch.org). These two sayings reflect the general public’s belief that the

recipient of money or a gift is under an obligation to the donor even if, ostensibly, there are

no strings attached. ‘Academic medical institutions are themselves growing increasingly

beholden to industry’, according to Angell (2000).

In addition to looking at donations, it is necessary to examine situations where the

payments are excessive compared with non-industry payment for similar work.

The following list of recipients of pharmaceutical money include those where there is an

assumption that the intention is to influence the recipients’ decisions, e.g. a donation or a

remuneration over and above reasonable compensation for extra work and loss of income, as

well as recipients where no influence is likely, e.g. where there is a set fee and no

competition, and those who fall between these two extremes.

Many of these associations/societies/colleges listed below are aware of the problems and

have said that if it was considered that an attempt was being made to influence policy then

any offer would be refused. The fact pharmaceutical money pervades the whole of the

medical system must not be taken to imply that where there is temptation all or many

succumb. Some will resolutely avoid bias towards the industry, more will be affected
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subconsciously, others will seek to justify their failings, and some will have put money

above all other considerations; but all recipients of industry money need close scrutiny if

injustice is to be prevented. However, we must not forget ‘Without industry funding,

important advances in disease prevention and treatment would not have occurred’ (Boden-

heimer, 2000).

Politicians and political parties

• USA. A report released by Public citizen, the US consumer group, has found that the

industry spent more than US$262 million to buy political influence during the 1999–

2000 campaign period (http://citizen.org/congress/drugs/pharmadrugwar.html). Presi-

dent Bush ‘. . . received contributions of $456,000 from the pharmaceutical industry

during his 2000 election campaign’ (Washburn, 2001). From 1997 through 1999, the

pharmaceutical/health-products industry and its employees spent more than US$14.8

million on federal campaigns through unlimited ‘soft’ money donations to national

political parties and contributions to candidates (http://citizen.org/congress/reform/

drug_industry/contrib).

• UK. Since November 2000 the Electoral Commission monitors political donations over

£5000 (http://www.electoralcommission.gov.uk). ‘Most companies now refuse to make

political donations because of the controversy they attract and neither do they want to

fall foul of both the Companies Act and the legislation brought in last year that says

donations have to be declared’ (Trefgarne, 2002). The Electoral Commission mention

only one donation to the Conservative party from a pharmaceutical company for

£1 000 000. The Labour party has not accepted any donations from the industry; but a

director of Powderjet, Paul Drayson, gave £50 000 to the party and Isaac Kaye,

chairman of Norton Healthcare, gave £10 000 to the Labour minister Frank Dobson

(Guardian, 2000; Electoral Commission, 2002).

Regulatory authorities

• USA. ‘Almost 40 per cent of the total amount the FDA spent on processing human drug

applications came from user fees’ (http://www.govexec.com/gpp/0299fda.htm, 1999).

In total the FDA will receive US$162 million (A165 million, £104 million) from

industry in 2002 (Moynihan, 2002). A survey by the Public Health Research Group

among FDA regulators found that 84 per cent of Medical Officers at the FDA opposed

such mutual recognition (foreign approvals) because they believed safety would be

compromised (Scrip 1681/82, 5 January, 1992).

• Europe: Financial support for EMEA comes from two sources: a European Community

grant, and the fees EMEA charges industry for the assessment of dossiers and other

services (Garattini and Bertele, 2001).

• The UK National Audit Office quotes the percentage of the regulators costs funded by the

industry: Sweden (Medical Products Agency) 95 per cent, Canada (Therapeutic Products

Directive) 66 per cent, USA (Center for Drug Evaluation and Research) 52 per cent,

Netherlands (Medicines Evaluation Board Agency) 100 per cent, France (Agence
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Français de Sécurité Sanitaire des Produits de Santé) 50 per cent; the state must pay 25

per cent of funding, UK (Medicines Control Agency (MCA)) 100 per cent (NAO, 2003).

• UK. Medicine regulators and their expert advisors are closely identified with the

interests of the pharmaceutical industry in Britain (Abraham et al., 1999). The (MCA)

income from the pharmaceutical industry is about £13.4 million derived from fees paid

by the pharmaceutical industry (Scrip 2254, 1 August, 4, 1997) It is completely

dependent on the industry’s fees for its funding (Brown, 1990).

Those with financial interests in industry do not take part in matters where their interests

clash. Of 23 members of the Committee on the Safety of Medicines (CSM) with financial

interests in 1996, three had interests in at least 20 companies, seven in at least 10 companies

and 20 in at least five companies (MCA, 1997). The CPMP figures are: of the 30 members,

one was employed in the industry, one had shares, four received payment for various work,

and four declared other interests (managing research institutes or coordinating clinical trials

funded by the industry; see Table 15.1 (Abraham and Lewis, 2000).

• Sweden. Medicines regulation was already almost entirely funded by licensing fees

from industry (Scrip 1356, 28 October, 1, 1988).

• Germany. The BfArM retained a government subsidy for 60 per cent of its total budget,

needing to derive only 40 per cent from industry fees (Hildebrandt, 1995).

Ethics committees/Institutional Review Boards

• UK. Professor Stacey, Director of COREC (Central Office for Research Ethics

Committees), has informed me that the LRECs and MRECs in the NHS are Advisory

Committees established under the auspices of the Department of Health (DH). As such

they are basically supported by public funds. Applicants from organizations which also

depend on public funds (e.g. Research Councils, universities, the NHS itself) and

applicants from organizations with which the DH has a ‘partnership’ arrangement, such

as the Medical Charities, receive the advice on the ethical standards of their research

free of charge. The possibility exists that other applicants may be charged and it is

common practice for this to occur. MRECs charge a standard fee, currently £1000, to

defray expenses. The members may be aware of this, but do not see the cash. LRECs do

not (yet) have standard fees – but they may in the future.

Table 15.1 Industrial interests of expert advisers on medicines regulation in 1996 (Abraham and

Lewis, 2000), Regulating Medicines in Europe). Reproduced by permission of Thompson Publishing

Services

Regulatory body No. of

advisers

Personal

interests

Non-personal

interests

No. of

interests

Medicines Commission 19 11 7 6

CSM 29 18 22 6

Total 48 29 29 12
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• USA. ‘For independent IRBs the dependence on revenue from industry sponsors exerts

similar possibilities for conflict’. Some are owned by CROs (Brown 1998).

University departments and university research staff

• According to a survey undertaken by Massachusetts General Hospital Institute for

Health Policy, director David Blumenthal said ‘about 25 per cent of medical school

faculties have research support from industry and about 8 per cent have equity in

companies related to research’ (NIH Catalyst, 2000). Conjoint projects: many univer-

sities have conjoint projects with industry to their mutual benefit e.g. Massachusetts

Institute of Technology–Merck and company; Dana-Farber Cancer Institute–Novartis.

Some academic institutions have entered into partnerships with drug companies to set

up research centres and teaching programmes.

• The Centre for Addiction and Mental Health at Toronto University cancelled the

appointment of Dr David Healey and it has been alleged that this was connected with

the receipt by the centre of US$1.5 million from Eli Lilly in recent years (Boseley,

2001). In the final settlement this was denied.

• In a US survey (1994–5) 43 per cent of respondents had received a research-related gift

in the last 3 years independent of grant or contract from the industry (Campbell et al.,

1998).

• A study of disclosures from 225 principal investigators at the University of California

found that 34 per cent involved paid speaking arrangements, with 33 per cent relating to

consultancy agreements between researchers and sponsors and equity ownership in

another 14 per cent; 12 per cent of declarations related to two or more such relation-

ships (Boyd and Bero, 2000).

• When the medical residency program at McMaster University adopted formal guide-

lines for interactions with the pharmaceutical industry and polled 24 companies, 18

responded and half of these found the guidelines unacceptable and stated that funding

for the program would decrease as a result (Guyatt, 1994).

• Yale University owns the patent on Stavudine and had earned at least US$261 million

since 1994. This is, of course, not a donation (Demenet 2002).

Investigators

• ‘The per-patient reimbursement offered to the investigator generally exceeds the per-

patient costs incurred by the investigator. This excess represents a windfall that can be

used to pay for travel, equipment or supplies, or to fund research for which the

investigator cannot obtain funding through peer-reviewed granting channels’ (Shimm

and Spece, 1991).

• Bayer paid investigators US$1200 for enrolling each patient with vaginitis; SmithKline-
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Beecham US$4410 for a diabetic and Merck US$2955 for a hypertensive patient

(Eichenwald and Kolata, 1999).

• ‘Payments, often overtly on a per capita basis, have reached levels that are of serious

concern to research ethic committees’ (Rao and Sant Cassia, 2002).

• In the field of AEs the investigator’s attitude can vary from bewildered ignorance to

deliberate dishonesty, some fail to document and report what they should clearly

recognize as an AE.

• Some are so ‘invested’ in the study drug and believe so strongly in its safety that their

enthusiasm overshadows sound scientific and regulatory standards.

• Some chose not to report AEs, either because it requires too much effort or they were

deliberately attempting to defraud.

• Some are confused over what constitutes an AE (Mackintosh and Zepp 1996).

A list of scientists with ties to industry can be found at www.cspinet.org/integrity/.

Numerous incidences of investigator fraud have been proven. In the UK, in the last

10 years, 21 cases have been referred to the General Medical Council (GMC). Of the doctors

found guilty of serious professional misconduct, 12 were struck off and five were suspended

from the medical register (Boardman, 2002).

Pharmacoepidemiology

Many, if not all, of the epidemiological databases will be partly financed by industry, and

this is to be expected by their nature:

• Prescription Event Monitoring (PEM): Dr Saad Shakir, Director of the Drug Safety

Research Unit (DSRU), has informed me that, with regard to funding of the DSRU, the

unit receives funds from the pharmaceutical industry for PEM as donations to the unit

in an unconditional way, i.e. PEM studies are not sponsored, the company supports the

DSRU and do not sponsor individual studies. The DSRU receives other sources of

funding, principally from research grants from grant-offering bodies. The DSRU has

recently received a large grant from the British Heart Foundation to set up a registry for

cardiovascular events associated with non-cardiovascular medications. Lastly, some-

times the DSRU undertakes studies which are defined as sponsored, i.e. the unit

conducted a large community-based case-controlled study on the relationship between

contraceptives and myocardial infarction, which was sponsored by Organon.

• MEdicines Monitoring Unit (MEMO): according to Dr J Parkinson, MEMO is funded

by NHS (Scotland) research grants (15–20 per cent), Wellcome, Medical Research

Council (MRC) and charities (15–20 per cent), pharmaceutical industry (50–60 per

cent), others such as FDA (5–10 per cent) and consultancy to other healthcare databases

(5 per cent). All studies are only conducted against an agreed protocol and on the

understanding that the results will be published in a peer-reviewed journal.
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• Boston Collaborative Drug Surveillance Program: Professor Hershel Jick of the Boston

Collaborative Drug Surveillance Program says that about half of their studies are

supported by industry.

• International Society for Pharmacoepidemiology: Angela Charles, of the International

Society of Pharmacoepidemiology, tells me that the information is not readily available;

but seven companies are benefactors.

• International Society of Pharmacovigilance: according to Dr Ana Corrêa Nunes of the

International Society of Pharmacovigilance, the society does not receive any industry

donations. However, its 2002 conference is sponsored by pharmaceutical companies.

• ‘Many pharmaceutical companies are also increasing their investment in external

pharmacoepidemiology resources’ (Strom, 2000).

• ‘The role of the university scientist should reflect the unique role and function of the

university: the provision of disinterested inquiry and critique. This role becomes a more

difficult one to fulfil as university scientists become more and more dependent on

funding from sources that have vested interest in obtaining particular outcomes from

the studies they fund . . . Pharmacoepidemiologists are particularly at risk of becoming

the targets of attempts to influence their research results, because the outcome of their

studies can often affect the sales or even the licensing of drugs and medical devices’

(Stolley and Laporte, 2000).

Medical journals

• Quality scores of randomized controlled clinical trials published in medical journals

range from 4.2 per cent to 87.5 per cent with an average score of 37.2 per cent. Similar

scores for supplement journals, 33.6 per cent, are lower than in parent journals, 38.5 per

cent (Rochon et al., 1994).

• Pharmaceutical advertising is placing the medical organizations in jeopardy of losing

their objectivity’ (Gottlieb, 1999).

• The primary clinical journals of several leading organizations had an estimated revenue

from pharmaceutical advertising ranging from US$715 000 (£450 000) to $18 million

(£11.4 million) – a total that they said could place the organizations in a position of

dependency. Five organizations raised more than 10 per cent of their gross income from

a single journal’s pharmaceutical advertising (Glassman et al., 1999).

• A survey of American medical journals showed that 46 per cent did not have written

policies for authors concerning conflict of interest (Glass and Schneiderman, 1997).

Authors of medical articles

• Overwhelming evidence exists that single-source sponsorship is associated with out-

comes favourable to the sponsor’s product (Bero, 1999).
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• The editor of New England Journal of Medicine has been criticised by the FDA for over

praising a new asthma drug made by a company that he had advised as a paid consultant

(Gottlieb, 2000a).

• Although 15 per cent of authors had financial ties relevant to one of their publications,

no voluntary disclosures were published (Krimsky et al., 1996).

• ‘Although many authors of biomedical journal articles have financial competing

interests, they often fail to disclose them’. A survey of five leading journals showed that

only 1.4 per cent of articles declared authors’ competing interests (Hussain and Smith,

2001).

• ‘Author (in the BMJ) conclusions were significantly more positive towards the experi-

mental intervention in trials funded by for-profit organisations alone compared with

trials without competing interests . . ., trials funded by both profit and non-profit

organisations . . ., and trials with other competing interests’ (Kjaergard and Als-Nielsen,

2002).

Authors of guidelines on clinical practice

A survey of nearly 200 authors of 44 clinical guidelines showed that 87 per cent of

responders admitted financial links with the industry. Only one of the guidelines carried a

declaration of the competing interests of the authors. Most (93 per cent) said their relation-

ship did not affect their judgement. There was only a 52 per cent response despite a second

mailing (Choudhry et al., 2002; Lenzer, 2002; Tonks, 2002a).

Hospital departments

‘Requests by physicians that drugs be added to a hospital formulary were strongly and

specifically associated with the physicians’ interactions with the companies manufacturing

the drugs’ (Chren and Landefeld, 1994).

Medical colleges, associations and societies

• The Royal College of Paediatrics and Child Health. ‘Sponsorship from companies

which market pharmaceutical products, medical equipment, or mineral water is deemed

acceptable provided that the drug company does not attempt to influence our policies.

The College has accepted £7500 for the publication of a bulletin but would refuse future

funding if an attempt to influence our policies was made. In addition, guidance to its

individual members on commercial sponsorship recommends that great care needs to

be taken so that individual paediatricians are not unduly influenced’.

• The Royal College of General Practitioners receives a small amount of support from

pharma companies. Sponsorship that is directly ‘product’ related is not permitted and

conferences or educational events are limited to an acknowledgement ‘Supported by an

educational grant from . . .’. Subject to strict sponsorship guidelines (Jane Austen,

RCGP, personal communication, 2002).
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• The Association for Black Cardiologists was largely funded by industry in 1996–97

(www.integrityinscience.org). American Academy of Pediatrics, American Heart Asso-

ciation but not the British Heart Foundation, American Medical Writers Association.

• The Royal College of Obstetricians and Gynaecologists accepts donations towards

travel scholarships and for its new conference centre (Paul Barnett, College Secretary,

RCOG).

• Paul Summerfield has informed me that the Royal Society of Medicine probably

receives less than 1 per cent of its income from pharmaceutical companies. A small

number of conferences and section meetings are sponsored by companies and they are

hoping for donations towards their redevelopment appeal.

• The Royal College of Physicians does accept donations and sponsorship from the

industry, the latter, generally, for conferences, teach-ins and publications and the former

for general purposes. It does not accept sponsorship which might damage the College’s

public standing or reputation for independence. It does not endorse a particular product.

Disease associations

American Cancer Society, Cancer BACUP, Cancer Research UK, American Diabetes

Association, Diabetes UK, American Liver Foundation, American Obesity Association,

American Thyroid Association, Arthritis Foundation, Arthritis Care (UK), Kidney Cancer

Association, Children and Adults with Attention Deficit/hyperactivity Disorder/CHADD,

Alzheimer’s Society (UK). The Stroke Association (UK), Parkinson’s Disease Society, The

American Heart Association, has accepted US$11 million (£7.8 million, A12.6 per cent)

from Genentech over the past decade (Lenzer, 2002). The International Fund for Functional

Gastrointestinal Disorders (Moynihan, 2002). National Osteoporosis Society (UK) 10.5 per

cent of total income.

Academic medical symposia

• At the European Society of Cardiology annual meeting in 1999, 16 per cent of the

sessions were commercially sponsored satellites (Horton, 2000).

• ‘Approach symposium issues, that are sponsored by a single pharmaceutical company,

with scepticism’ (Bero et al., 1992).

• Eminent cardiologists have admitted that, at a symposium organized by a pharma-

ceutical company, they were prepared to advise other doctors to prescribe the company’s

drug, though they had little or no experience of using it. Concerns about the safety of

the drug resulted in its withdrawal weeks later. Eminent British cardiologists were paid

£3000–£5000 (depending on audience size, plus travelling expenses for a 1 hour talk)

to lecture to other doctors to promote the company’s drugs (Wilmhurst, 2000).
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Prescribers

• It has been estimated that $8000 to $13000 is spent on each physician . . . the present

physician–industry interactions appears to affect prescribing and professional behavior.

(Wazana, 2000).

• ‘Half of general practitioners’ post-graduate education is sponsored by the pharma-

ceutical industry’ (Tiner, 1999).

• Doctors were paid excessive amounts when they prescribed a TAP Pharmaceuticals

drug, Lupron. The firm was fined $875 million (Peterson, 2001).

• Spanish pharmaceutical company (Kendall Institute, Barcelona) employees bribed

doctors to prescribe their drugs. They and the GPs were sent to prison (Bosch, 1999).

• ‘GPs in dispensing practice have told me that they have not followed my recommenda-

tions for treatment of cardiac patients because discounting by competing companies

resulted in financial advantage to prescribe alternative drugs’ (Wilmhurst, 2000).

• Gifts to 1600 German hospital doctors worth up to A25 000 (US$21 900, £15 400) are

under investigation. In 1994, approximately 2000 German doctors were investigated

and 30 found guilty of receiving bribes (Williamson, 2002).

• Well organized British general practice can earn (from the industry) an extra £15 000

annually for 3 hours work a week (Rao and Cassia, 2002), i.e. £96 per hour. This would

seem to be a very reasonable payment; the BMA suggested figure is £158 per hour.

Patient associations

• National Alliance for Mental Illness (NAMI; Silverstein, 1999) received $11.72 million

from 18 Pharma companies between 1996 and mid-1999 [Eli Lilly and 17 other

manufacturers provided $11.72 million (£8.3 million, A13.4 million)] (Lenzer, 2002).

• International Association of Patients’ Organisations was founded and funded by an

industry consortium ‘Center for Science in the Public Interest’.

• Citizens for Better Medicare; Alliance for Better Medicine (Gerth and Stolberg, 2000);

• Action for Access funded by Biogen (Boseley, 1999).

• The Patients Association accepted a large donation from Pharmacia and Upjohn

(www.socialaudit.org.uk).

• 60 plus Association; United Seniors Association; Seniors Coalition; Centre for Addic-

tion and Mental Health (University of Toronto) (Boseley, 2001).

• National Patient Safety Foundation (www.npsf.org).
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Ethics in pharmaceutical medicine

The Ethical Issues Working Group (1998) from the Faculty of Pharmaceutical Medicine,

under section 2.5 ‘Benefit–risk assessment’. Says:

2.5.1. If a pharmaceutical physician is not certain about all aspects of the status of a

clinical research programme, even in the light of acceptable efficacy or safety, it is

appropriate to delay making a decision on its future progress until any doubts have been

resolved. Making an inappropriate decision before such doubts are resolved is

unethical. Thus, both when assessing the outcome of a clinical trial programme before

licensing and when reviewing the safety profile after marketing, pharmaceutical

physicians must actively fulfil their scientific and ethical responsibilities. They must

make forthright decisions where, for example, the relative evidence of efficacy is less

that acceptable or where there is an unexpectedly high incidence of adverse reactions,

recognising their responsibility as doctors to put the interests of patients as their top

priority.

2.5.2. The management of new information suggesting the possibility of an adverse

safety profile for a product can be fraught with ethical difficulty. It is essential that

adequate systems are in place to ensure the timely capture and analysis of relevant data

upon which a decision to withdraw a product might be based. There are situations

where the potential benefit to a large number of patients has to be balanced against the

possible harm to a small number. The working group recognises the ethical difficulties

which these situations can create, particularly in the face of regulatory action. Pharma-

ceutical physicians involved in the withdrawal of a product must ensure that as much

relevant information as possible is made available to enable the clinical care of patients

who are affected by the withdrawal to continue with the minimum of disturbance.

This report should be read by all pharmaceutical physicians.

The accompanying editorial (Anon., 1998a) referring to the duty to safeguard the integrity

of information says, referring to presenting data:

In that process there may be a temptation to ‘trim’ data, cutting out those that look

suspiciously odd. Dealing with ‘outlying’ figures should be strictly defined in the

statistical specification. The moment of highest risk for such ‘trimming’ is a tabulation

in a published paper or in promotional copy. Most times any corruption of results is a

typographical or unwitting error, but not always. ‘Selective reporting’ of only the

findings that suit the researchers or the sponsors is an ever-present temptation. Such

deliberate misdeeds have occurred and will happen again. The report gives no direction

on ‘whistle-blowing’ inside a pharmaceutical company and yet information to regula-

tory authorities, to prescribers and to financial analysts may be incomplete or presented

in a way that is favourable but fundamentally wrong.

Junior staff may be starved of information about sensitive areas and only given informa-

tion ‘on a need to know’ basis, so it is usually senior staff who are involved in decisions

where honesty is vital.
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Concealing information

• A task force appointed by the US FDA has concluded that Upjohn may have obscured

information material regarding the safety of Halcion (triazolam), and has recommended

that the Department of Justice investigate (Barnett, 1996a). I can find no trace of any

result from the Department of Justice; so, if it did investigate there were no sequelae.

• Nippon Shoji began marketing sorivudine, a shingles treatment sold as Usevir,

September 1996, but had to withdraw it within weeks when it was found to be fatal

when combined with cancer drugs. Evidence of the dangers began emerging in 1986,

but Nippon Shoji concealed information from the government about two of the deaths

during clinical trials (Gurdon, 1994).

• Pfizer received a letter from the US FDA in 1996 warning that it had failed to report

adverse drug experiences on eight drugs. In reviewing Pfizer’s reporting since 1983, the

FDA found ‘that the same or similar problems continue to recur, even though you have

made promises to correct them’ (Barnett, 1996b).

Publication of clinical studies sponsored by the industry

• In 1995 there was controversy concerning the safety of calcium channel blockers

(CCBs). Of those physicians and researchers who were supportive of CCBs, 96 per cent

had financial ties with the drug manufacturers; this compares with 60 per cent of those

who were neutral and 37 per cent of those who were critical towards the drugs. Only

two of the 70 articles revealed the authors’ potential conflict of interest. All the

supportive authors had financial relationships with the pharmaceutical industry, regard-

less of the product; this compares with 67 per cent and 43 per cent of those who wrote

neutral and critical articles respectively (Stelfox et al., 1998). Of the 23 critical papers,

15 came from three authors all of whom were epidemiologists and, therefore, had

analysed data produced by others (Meltzer, 1998). Many of the publications in support

of CCB appear to be letters to the editor (Strandgaard, 1998). The authors did not refute

these problems (Detsky and Stelfox, 1998).

• The Celecoxib Long-term Arthritis Safety Study (CLASS; Silverstein et al., 2000),

which was funded by celecoxib’s manufacturer Pharmacia, concluded that compared

with the traditional non-steroidal anti-inflammatory drug (NSAID), celecoxib ‘was

associated with a lower incidence of symptomatic ulcers and ulcer complications

combined’. It was later said that complete information available to the FDA contra-

dicted these conclusions. The CLASS study referred to the combined analysis of the

results of the first 6 months of two studies, whereas analysis according to a pre-specified

protocol showed similar numbers of ulcer-related complications in the comparison

group. Almost all the ulcer complications that had occurred during the second half of

trials were in the users of celecoxib (Anon., 2002; Jüni et al., 2002; Skelly and Hawkey,

2002).

• Ghost-writing, where part/all of a report on a clinical trial is written by a writer
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employed by the sponsor who is not an author of the report, is widespread and there

have been incidents where the true authors have not seen the raw data (Boseley, 2002).

• Trials with company support were much more likely to report in favour of the

experimental therapy: 98 per cent to 79 per cent (Cho and Bero, 1996).

• A review of pharmacoeconomic studies of cancer drugs reported that 5 per cent of

industry-sponsored studies reached unfavourable conclusions about the company’s

products, compared with 38 per cent of studies with non-profit funding that reached

similar conclusions (Friedberg et al., 1999) but differences in study reporting may have

accounted for this finding (Knox et al., 2000).

• Trials that are supported by pharmaceutical companies are significantly more likely to

report favourable outcomes associated with use of the sponsored drug, compared with

non-sponsored trials. A review of 29 randomized studies of clozapine versus ‘typical’

antipsychotic drugs (N ¼ 2490) showed that in the 13 sponsored trials the odds of

relapsing were significantly in favour of clozapine, with odds ratio 0.5 (confidence

interval (CI) 0.3–0.7), and in the 10 non-sponsored studies the findings were equivocal,

with odds ratio 0.4 (CI 0.1–1.4). The sponsored studies were more positive than trials

not clearly supported by industry (Wahlbeck and Adams, 1999).

• A possible reason for this ‘is that they (the pharmaceutical industry) are more careful

about how they design their research projects and more scrupulous about how they

collect their data’ (Boardman, 1999).

The International Committee of Medical Journal Editors (ICMJE) are revising the

uniform requirements for manuscripts submitted to biomedical journals and changing

editorial practices to counter the problem of declared authors not having ultimate control

over whether their studies are published (Smith, 2001):

Sponsorship, Authorship, and Accountability. As editors of general medical journals,

we recognize that the publication of clinical-research findings in respected peer-

reviewed journals is the ultimate basis for most treatment decisions. Public discourse

about this published evidence of efficacy and safety rests on the assumption that

clinical-trials data have been gathered and are presented in an objective and dispassio-

nate manner. This discourse is vital to the scientific practice of medicine because it

shapes treatment decisions made by physicians and drives public and private health

care policy. We are concerned that the current intellectual environment in which some

clinical research is conceived, study participants are recruited, and the data analyzed

and reported (or not reported) may threaten this precious objectivity.

Clinical trials are powerful tools; like all powerful tools, they must be used with care.

They allow investigators to test biologic hypotheses in living patients, and they have

the potential to change the standards of care. The secondary economic impact of such

changes can be substantial. Well-done trials, published in high-profile journals, may be

used to market drugs and medical devices, potentially resulting in substantial financial

gain for the sponsor; but powerful tools must be used carefully. Patients participate in

clinical trials largely for altruistic reasons – that is, to advance the standard of care. In
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the light of that truth, the use of clinical trials primarily for marketing, in our view,

makes a mockery of clinical investigation and is a misuse of a powerful tool.

Until recently, academic, independent clinical investigators were key players in

design, patient recruitment, and data interpretation in clinical trials. The intellectual

and working home of these investigators, the academic medical centre, has been at the

hub of this enterprise, and many institutions have developed complex infrastructures

devoted to the design and conduct of clinical trials. The academic enterprise has been a

critical part of the process that led to the introduction of many new treatments into

medical practice and contributed to the quality, intellectual rigor, and impact of such

clinical trials. But, as economic pressures mount, this may be a thing of the past.

Many clinical trials are performed to facilitate regulatory approval of a device or

drug rather than to test a specific novel scientific hypothesis. As trials have become

more sophisticated and the margin of untreated disease harder to reach, there has been

a great increase in the size of the trials and consequently the costs of developing new

drugs.

It is estimated that the average cost of bringing a new drug to market in the United

States is between $300–600 million and takes 14.9 years to come to the market

(Parexel, 1998). The pharmaceutical industry has recognized the need to control costs

and has discovered that private non-academic research groups – that is, contract

research organizations (CROs) – can do the job for less money and with fewer hassles

than academic investigators. Over the past few years, CROs have received the lion’s

share of clinical trial revenues. For example, in 2000 in the United States, CROs

received 60 per cent of the research grants from pharmaceutical companies, as

compared with only 40 per cent for academic trialists (Henderson, 2000). As CROs and

academic medical centres compete head to head for the opportunity to enrol patients in

clinical trials, corporate sponsors have been able to dictate the terms of participation in

the trial, terms that are not always in the best interests of academic investigators, the

study participants, or the advancement of science generally (Rennie, 1997).

Investigators may have little or no input into trial design, no access to the raw data,

and limited participation in data interpretation. These terms are draconian for self-

respecting scientists, but many have accepted them because they know that if they do

not, the sponsor will find someone else who will. And, unfortunately, even when an

investigator has had substantial input into trial design and data interpretation, the

results of the finished trial may be buried rather than published if they are unfavourable

to the sponsor’s product. Such issues are not theoretical. There have been a number of

recent public examples of such problems, and we suspect that many more go

unreported (Blumenthal et al., 1997).

The ICMJE have said:

As editors, we strongly oppose contractual agreements that deny investigators the right

to examine the data independently or to submit a manuscript for publication without

first obtaining the consent of the sponsor. Such arrangements not only erode the fabric

of intellectual inquiry that has fostered so much high-quality clinical research but also

make medical journals party to potential misrepresentation, since the published manu-

script may not reveal the extent to which the authors were powerless to control the

conduct of a study that bears their names. Because of our concern, we have recently
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revised and strengthened the section on publication ethics in the ‘Uniform Require-

ments for Manuscripts Submitted to Biomedical Journals: Writing and Editing for

Biomedical Publication,’ a document developed by the International Committee of

Medical Journal Editors (ICMJE) and widely used by individual journals as the basis

for editorial policy. The revised section follows this editorial. (The entire ‘Uniform

Requirements’document is undergoing revision; the revised version should be available

at the beginning of 2002.) As part of the reporting requirements, we will routinely

require authors to disclose details of their own and the sponsor’s role in the study. Many

of us will ask the responsible author to sign a statement indicating that he or she

accepts full responsibility for the conduct of the trial, had access to the data, and

controlled the decision to publish.

We believe that a sponsor should have the right to review a manuscript for a defined

period (for example, 30 to 60 days) before publication to allow for the filing of

additional patent protection, if required. When the sponsor employs some of the

authors, these authors’ contributions and perspective should be reflected in the final

paper, as are those of the other authors, but the sponsor must impose no impediment,

direct or indirect, on the publication of the study’s full results, including data perceived

to be detrimental to the product. Although we most commonly associate this behaviour

with pharmaceutical sponsors, research sponsored by government or other agencies

may also fall victim to this form of censorship, especially if the results of such studies

appear to contradict current policy.

Authorship means both accountability and independence. A submitted manuscript is

the intellectual property of its authors, not the study sponsor.

We will not review or publish articles based on studies that are conducted under

conditions that allow the sponsor to have sole control of the data or to withhold

publication. We encourage investigators to use the revised ICMJE requirements on

publication ethics to guide the negotiation of research contracts. Those contracts should

give the researchers a substantial say in trial design, access to the raw data, responsi-

bility for data analysis and interpretation, and the right to publish – the hallmarks of

scholarly independence and, ultimately, academic freedom. By enforcing adherence to

these revised requirements, we can as editors assure our readers that the authors of an

article have had a meaningful and truly independent role in the study that bears their

names. The authors can then stand behind the published results, and so can we

(www.icmje.org/sponsor.htm).

This was said by the UK Institute of Clinical Research to be ‘misleading, counter-

productive and inaccurate’ (Press release, September 21 2001, Institute of Clinical Research,

Maidenhead, UK) and in an editorial of the International Journal of Pharmaceutical

Medicine (Snell, 2001) and also in Scrip Magazine, December 2001 by Dr M Bowden.

• ‘The Massachusetts General Hospital estimates that 30 to 50 percent of contracts

submitted by companies have unacceptable publication clauses that must be negotiated’

(Bodenheimer, 2000). ‘Six investigators interviewed for this report cited cases of

articles whose publication was stopped or whose content was altered by the funding

company’ (Bodenheimer, 2000).

• An objective analysis of studies, funded directly by a specific pharmaceutical company
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when comparing its product with that of a direct competitor, showed significant bias in

favour of the product of the sponsoring company (p , 0:001). This persisted if studies

funded by company A or company B were individually compared with those not funded

by either company: p ¼ 0:02 for company A and p ¼ 0:0002 for company B (Thomas

et al., 2002).

• A survey, as to whether information on sources of funding, financial conflicts of interest

of the authors and specific descriptions of the type and degree of involvement of the

supporting agency were met in 268 randomized controlled trials, published by the

Annals of Internal Medicine, British Medical Journal, Journal of the American Medical

Association, the Lancet and the New England Journal of Medicine found that just over a

third were supported wholly or in part by industry, and only 9 per cent failed to give the

source of funding. In the trials supported by industry, a third did not provide any

information on the authors’ relations with industry (Gupta, 2001).

• Three studies showed an increase in venous thromboembolism (VTE) with third-

generation oral contraceptives (OC) compared with second-generation OCs and their

publication led to an increase in the number of abortions – over 800 (Bloemenkamp et

al., 1995, Jick et al., 1995, WHO, 1995). Six out of ten patients on OCs in the UK

stopped taking them (McPherson, 1996; Wilson, 1996a); in Norway, abortions rose by

8.2 per cent compared with the same period the previous year (Andrew et al., 1996) and

in the UK abortions rose by 6.7 per cent compared with the first quarter of 1995, which

was 2688 more than the first quarter of the year 1996 (Feger, 1996; Wilson, 1996b).

This figure was later amended to 14.5 per cent (Hall, 1996). It has been suggested that

the increase was due to over-recruitment of patients with high baseline risk for VTE

(Herings et al., 1996; Michaels et al., 1996). The original finding, that there was a

doubling of the rate of thromboembolism, has been disputed (Heinemann and Lewis,

1996; Lewis et al., 1996a,b, 1998; Spitzer et al., 1996; Farmer et al., 1997; Suissa et al.,

1997; Szarewski 1997). A meta-analysis of 12 studies showed a summary relative risk

of 1.7 (CI 1.4–2.0). Industry studies showed an odds ratio 1.3 (CI 1.0–1.7) and 2.3 for

other studies (CI 1.7–3.2) (Kemmeren et al., 2001) but was sensitive to unmeasured

confounding so there was no unequivocal answer (Hennessy et al., 2001). Four

industry-funded studies indicated no increased risk (relative risk (RR) 0.8–1.5, sum-

mary RR 1.1), whilst nine non-sponsored studies indicated an overall 2.4-fold increased

risk (1.5–4.0 summary RR 2.4) (Vandenbroucke et al., 2000). The industry’s view on

bias and confounding was not supported by the WHO’s scientific committee of leading

epidemiologists who were not involved in the controversy (WHO, 1998). A Dutch radio

programme claimed that Wyeth suppressed research on the pill (Van Heteren,

2001).The drug firms now face a claim for £10 million by patients under the Consumer

Protection Act 1987 (Dyer, 2002a,c,d; Tait and Firn, 2002). A legal action, in July

2002, taken against the manufacturers by seven lead claims was dismissed. The judge

(Mr Justice Mackay) said, ‘The most likely figure to represent the relative risk is around

1.7’ (Section K: Conclusions on the first issue, Para 343, www.courtservice.gov.uk/

judgementsfiles/j1298). The ability for the legal system to adjudicate on pharmacoepi-

demiological evidence has since been questioned (McPherson, 2002).

• The problems Dr Andrew Millar had with British Biotech would have been avoided had
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there been an independent data monitoring and safety committee, and this highlighted

the need for all studies to have such a committee. Dr Millar was sued by British Biotech

after he had told shareholders that the clinical trials of two of their drugs were not going

as well as the directors had claimed (Hampton, 2000).

• Three physicians who had taken part in the Multicenter Isradipine Diuretic Athero-

sclerosis Study (MIDAS) dropped out of the investigative group because they believed

that the sponsor of the study was attempting to wield undue influence on the nature of

the final paper (Applegate et al., 1997).

• A drug company suppressed research for almost 7 years showing that generic thyroid

drugs were as effective as its own branded product (Rennie, 1997; Wise, 1997).

• Bristol-Myers Squibb exerted pressure, on ethical grounds, to end an independent trial

of one of its drugs (Anon., 1997).

• Bristol-Myers Squibb Canada tried to prevent publication of a report on statins

produced by the independent technology assessment body, claiming that it would

negatively affect the sales of their drug pravastatin (Spurgeon, 1998b).

• A Californian biotechnology company tried to block publication of a major AIDS study

that found that the experimental treatment the company was developing failed to

improve the health of patients, the scientists conducting the research said (Gottlieb,

2000a).

• An international group of renowned scientists has accused Canada’s largest university

(Toronto) of violating academic freedom for fear of losing research funds from drug

companies when it revoked a job offer to an outspoken British psychiatrist (Nathan and

Weatherall, 1999; Dyer, 2001).

• The author of intended publication of adverse clinical trial findings was reminded by

Apotex of her confidentiality agreement and was threatened with legal action. She

published (Spurgeon, 1998a). ‘Industry is using litigious means to dispute research

findings and block the dissemination of results’ (Hailey, 2000) .

• ‘Pharmaceutical companies that pay researchers to design and interpret drug trials

sometimes spin or suppress unfavourable findings’ (Bodenheimer, 2000).

Clinical trial data may be designed or analysed ‘favourably’:

• The scale on the Y axis of a graph may be inappropriate (Stephens, 1998; Barbehenn et

al., 2000).

• ‘Outliers’ may be omitted (Smith, 2002).

• There may be exclusion of baseline data (Barbehenn et al., 2000).
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• The study design may use too low a dose for the comparator drug (Rochon et al., 1994).

• ‘Companies may study many surrogate end points and publish results only for those that

favor their product’ (Bodenheimer, 2000).

• Use of relative risk reduction without mention of the absolute risk reduction (Mayor,

2002).

• Post hoc changes in design, outcomes, and analysis may produce changes in the

subsequent publication that do not fully reflect the results from a prespecified protocol,

e.g. the publication of the CLASS study sponsored by Pharmacia did not reflect the

adverse effects that were seen in the latter part of the study (Gottlieb, 2001; Jüni et al.,

2002).

Promotional honesty: pharmaceutical promotion

It has been argued that ‘promotion of medicines by the pharmaceutical industry is, by its

very nature, unethical’, in that actions done out of respect of one group’s interests rather

than the interests of humanity at large are unethical (Collier, 1995). This was rebutted in the

same issue of Pharmaceutical Medicine; ‘pharmaceutical promotion is a valid and important

part of the process of the discovery and development of new medicines for individual

patients and the overall benefit of the health of society’ (Read and Stonier, 1995). However,

it is clear from comparing promotional material and the scientific literature for drugs of the

same class that a balanced account of the advantages and disadvantages of a drug are rarely

projected to the prescriber; rather, the prescriber is pounded with a biased view of the drug

which appeals to parts of the brain other than the intellect. This makes it difficult for the

prescriber to judge what is in the best interest for a particular patient.

‘Authors change the wording in their books and papers to suit industry. Companies ‘place’

review papers by their nominated authors in respectable journals. Educational material is

written not by who you think but by public relations companies hired by industry’ (Warlow,

2002).

There is an instinctive feeling that ‘they’ may be affected by advertisements but that ‘I’

make my decisions rationally and based on scientific facts.

• USA resident doctors views on promotion drug companies have been studied: ‘. . . only
39 per cent stated that industry promotions and contacts influenced their own prescrib-

ing. 84 per cent believed that other doctors’ prescribing was affected’ (Charatan, 2001).

• In 1994 it was reported that the industry spends the equivalent of £10 000 per general

practitioner in the UK on promoting their products (House of Commons, 1994;

Rutledge et al., 2002). The equivalents in 2001 are £12 021, US$17 746, A18 119. Gail
Turner of the Association of British Pharmaceutical Industry (ABPI) was unable to give

an up-to-date figure as it is now bound up with the Pharmaceutical Price Regulation

Scheme and this is confidential.

• The industry spends over CAN$20 000 per Canadian doctor annually on gifts or
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products in addition to the millions donated to hospitals or universities (Zwarenstein,

2001).

• The large budgets of pharmaceutical companies for drug promotion and marketing,

estimated at 20–30 per cent of sales turnover, or about two to three times the average

expenditure on research and development (Anon., 1993b), suggest that current drug

promotional activities are effective in changing physicians behaviour.

• The estimated cost of free drug samples given to a GP over 1 year was £1485.22

(O’Mahony, 1993).

• ‘Companies tend to emphasise the positive aspects of products, focussing on attributes

that will give them a marketing edge, and not to provide all the objective data (including

adverse effects and contraindications) required for comparative analysis’ (Anon.,

1993b). ‘The problem of misleading drug advertisements is real’ (Kessler, 1992).

• GSK made oral representations denying the existence of serious new risks with Avandia

(rosiglitazone) at a meeting in May 2001 (FDA, 2001; Murray-West, 2001).

• Pharmaceutical industry ‘information packages’ were found, by Italian GPs, to be often

flawed, biased, or misleading. (Maestri et al., 2000).

• The Brazilian prescribing guide Dicionário de Especialidades Farmacêuticas (DEF)

does not have the same data as in the PDR with absent data on contraindications,

adverse events and drug interactions (Table 15.2).

• Companies often try and hide behind the legalism that all of the information has been

approved by the national authorities in these countries. In fact, according to the Code of

Pharmaceutical Marketing Practices from the IFPMA, company advertisements are

permitted to use any material approved by a nation regulatory agency (Lexchin, 2000).

• Research performed by the USA Congress Office of Technology Assessment between

1987 and 1990 was published in 1993 and analysed package inserts for US products

marketed in Kenya, Panama, Thailand and Brazil. Information was incomplete on

Table 15.2 Percentage of each criteria suggested by the WHO

absent from the DEF and PDR and USP-DI (Drug Information for the

Health Care Professionals) for the 44 best-selling drugs in Brazil

(Cabral de Barros, 2000), Pharmacoepidemiology and Drug Safety).

Reproduced by permission of Wiley

Criteria Manual PDR USP-DI DEF

Adverse effects 5.6% – 57.2%

Interactions 38.8 % 2.8% 41.7%

Contraindications 8.3% – 13.8%
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contraindications and adverse effects in 11 per cent and 25 per cent of cases respectively

(Anon., 1993b).

• Pharmaceutical adverts, labelling, and package inserts in developing countries often

show the twin problems of exaggerated indications and minimized adverse effects

(Menkes, 1997).

• The US Office of Technology Assessment report on drug labelling in developing

countries (Brazil, Kenya, Panama, Thailand) covering 273 products found that half were

entirely appropriate or had relatively small problems and that half diverged significantly

and seriously from the standard (www.ota.napedu/pdf/data/1993/9231.PDF). The indus-

try’s answer was that the study was flawed and inaccurate and that ‘labels around the

world differ for valid reasons’ (Mossinghoff, 1993).

• In 1994 an FDA team gave details of three techniques used by the industry which were

of particular concern to the FDA:

1. ‘Some company-sponsored trials of approved drugs appear to serve little or no

scientific purpose, because they are, in fact, thinly veiled attempts to entice doctors

to prescribe a new drug being marketed by the company, they are often referred to

as ‘seeding trials’ (Stephens, 1984). Post-marketing surveillance (PMS) studies,

sponsored by the pharmaceutical industry, have made little contribution to regula-

tory monitoring of drug safety (Waller et al., 1992). Company observational post-

marketing studies do not contribute significantly to our knowledge of drug safety

(Hasford and Lamprecht, 1998). Although the Safety Assessment of Marketed

Medicines (SAMM) guidelines severely curtailed such studies in the UK they

continue elsewhere.

2. Unsubstantiated claims of superiority over competing products. The sponsor

misrepresented the risk of drug interactions associated with its product relative to

the risk with the competing products by making selective use of negative clinical

reports and omitting certain important drug interactions associated with its own

product’.

3. Switch campaigns. ‘Pharmaceutical companies . . . are increasingly trying to cause

patients to be switched’ from their originally prescribed medications to ‘me too’

drugs marketed by the companies. The manufacturer asked retail pharmacists who

received prescriptions for the older form of the drug to contact the prescribing

physicians and request that they change their prescriptions to the newer form . . .
The pharmacists would receive a payment for each prescription thus switched

(Kessler et al., 1994). Some companies . . . admit to rewarding doctors for switch-

ing from one drug to another but maintained that this was ‘standard industry

practice’ (Marwick, 2003)

Deception concerning ADRs may occur by telling some of the truth but not the whole

truth: ‘The truth that is told with bad intent beats all the lies you can invent’ (William

Blake).
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Advertisements

• ‘I found that the majority of promotional claims referred to me citing clinical studies

violated the advertising regulations of the Food and Drug Administration’ (Hoberman,

1995).

• ‘To promote such uses (of certain medications for unapproved indications) drug

companies employ additional techniques . . . to disseminate material directly to physi-

cians that discuss unapproved uses . . . Another technique is the publication of

sponsored symposia . . . In an analysis of 11 journals, 51% of those focusing on a single

drug discussed products that had not received FDA approval. Furthermore, the lower

the therapeutic value of the drug discussed, the more likely it was that the symposium

promoted unapproved indications’ (Stryer and Bero, 1995).

• Tretinoin is only approved for acne, but in 1988 a study reported that it improved the

appearance of ‘photoaged’ skin, for which it was not licensed. Subsequently, there were

large numbers of articles and promotional efforts supporting this use (Stern, 1994). In

answer to Dr Stern’s comment, ‘The approval process is extremely expensive, and many

drugs are never approved for appropriate indications . . . This problem is particularly

relevant to less common diseases’ (Kalish, 1995). In the case of the use of topical

tretinoin for ‘photoaging’ (Stern, 1994) some experts viewed the initial findings as a

half-full cup, whereas others argued that the cup was half empty. The company’s

promotional use of these findings made tretinoin appear to be a fountain of youth.

Unfortunately, we are unlikely ever to know the full story of the promotion of topical

tretinoin by Johnson and Johnson, because it destroyed the records; Johnson and

Johnson recently pleaded guilty to charges of conspiracy to obstruct justice in govern-

ment investigations of this promotional effort and the company paid a US$5 million fine

(Stern, 1995).

• The US FDA found that Kabi illegally promoted olasalazine as being indicated for the

treatment of mild, moderate, and severe active ulcerative colitis; for use in children; as

being superior to sulfasalazine; and as a ‘first choice’ therapy in the treatment of

ulcerative colitis (Ahmad, 1993).

• A survey of 100 Irish physicians found that, when they assessed 10 advertisements

chosen at random, 80 per cent were not comfortable with the fact that information

relating to side-effects, contraindications or precautions had been excluded. One

hundred consecutive advertisements in Irish medical journals were divided into 33 full

advertisements and 67 ‘reminder’ advertisements and of the 100 only 33 had details of

adverse effects, contraindications and precautions (Hemeryck et al., 1995).

• A US survey of 109 advertisements, where they were peer-reviewed by specialist

physicians, concluded that in the opinion of the reviewers many advertisements con-

tained deficiencies in areas in which the FDA has established standards of quality.

Reviewers felt that side effects and contraindications in special populations were not

appropriately highlighted in 47 per cent of the 49 advertisements in which such

information was considered relevant. Only 30 per cent of 95 advertisements were felt to
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present information on side effects and contraindications with a prominence and

readability that was reasonably comparable to the presentation of information on the

drug’s effectiveness, whereas 57 per cent of advertisements were judged negatively in

this respect. The reviewers recommended minor revisions in 28 per cent, major

revisions in 50 per cent and rejection in 56 per cent for lack of information on side-

effects and contraindications (Dillner, 1992; Wilkes et al., 1992).

• When the veracity of advertisements in Spanish medical journals, in the fields of anti-

hypertensives and lipid-lowering drugs, were checked against the references in the

advertisements, 44.1 per cent (CI 34.3–54.3) were not supported, most frequently

because it was not possible to extrapolate from the reference to the advertisement

(Villanueva et al., 2003).

• Advertisements and data sheets provided for the Third World have been criticized by

the Medical Lobby for Appropriate Marketing (MaLAM), now known as Healthy

Skepticism (Ragg, 1993).

• Two-thirds of the world’s countries ‘still do not have laws to regulate pharmaceutical

promotion or do not enforce the ones they have’ (Mintzes, 1998).

• Comparing the Monthly Index of Medical Specialties (MIMS) for the UK and India it

was found that side effects were omitted in 86 per cent of advertisements in the Indian

edition and 57 per cent in the UK edition. Cost was never given in the Indian version

and was missing in 57 per cent of the UK advertisements (Dikshit and Dikshit 1994).

• Despite clear statements by the WHO that antimicrobial drugs have no place in the

routine treatment of acute diarrhoea, one out of two antidiarrhoeal preparations

marketed in 1988–89 contained an antimicrobial drug. In Pakistan, 25 pharmaceutical

companies, including some of the largest multinationals, market antidiarrhoeal drugs

worth more than US$10 million but only four companies make oral rehydration solution

(Costello and Bhutta, 1992). Advertisements in the Indian version of the BMJ were

misleading or made unsubstantiated claims (Gitanjali et al., 1997).

• A survey between July 1994 and June 1995 of drug advertisements in Indian, British

and American medical journals showed significant omissions in Indian journals com-

pared with the American and British journals. The criteria for information content

(safety) of advertisements were:

ADR – Indian 13.7 per cent, American 83.4 per cent and British 82.28 per cent;

precautions – Indian 12.2 per cent, American 82.6 per cent and British 79.52 per cent;

warnings – Indian 8.66 per cent, American 76.9 per cent and British 60.23 per cent;

contraindications – Indian 12.5 per cent, American 82.2 per cent and British 90.94 per

cent;

628 ETHICAL ISSUES IN DRUG SAFETY



interactions – Indian 8.2 per cent, American 62.5 per cent and British 37.79 per cent

(Lal et al., 1997).

• Some promotional brochures said that full prescribing information was available, but

when doctors in Pakistan asked for this there were only 26 per cent replies – GPs

having 14 per cent and specialists 38 per cent (Hafeez and Mirza, 1999).

• According to the FDA, Pfizer has been making unsubstantiated claims about its

antidepressant sertraline to American physicians (Barnett, 1996b).

• The ABPI set up the Prescription Medicines Code of Practice Authority and in 1998

there were 144 complaints about advertisements, mostly from other pharmaceutical

companies. The Code of Practice Review, No. 23, February 1999 can be obtained from

the authority (Ferriman, 1999).

• In the UK in 2001–2 there were 50 advertisements amended or withdrawn and a further

81 potential breaches were identified through complaints, following which action was

taken (NAO, 2003).

• GSK was declared guilty of misleading the public about paroxetine on US television by

the IFMA (Tonks, 2002b). The ABPI ruled that the UK’s Prescription Medicines Code

of Practice had been breached in 14 out of 19 cases heard between January and April

1999 (Mayor, 1999).

Direct to Consumer (DTC) advertising will enable the patients to pressurize the prescriber

to use a company’s drugs. It has been allowed in the USA since August 1997 but it is still

being debated in Europe. Details of the FDA warning letters and untitled letters to the

pharmaceutical industry 2002 can be found at www.fda.gov/cder/warn/warn2002.htm.

Attitudes towards adverse drug reactions

Fitzgerald, (1992) writing on crisis management and ADR said ‘The initial response of those

working within an organisation, particularly product champions, both technical and com-

mercial is that of denial. Until this moment, the whole culture within the company has been

positively and energetically to promote the advantage of the drug. Thus, before accepting

that the drug is associated with a potentially serious disadvantage, drug champions tend to

demand, firstly, proof of causality; secondly, to seek out alternative explanations for the

clinical syndrome; and thirdly, to try to implicate other agents in the same drug class, in

order to diminish the impact on the specific product’. Replies published by companies,

concerning published ADRs, are not too dissimilar to this pattern, giving a very one-sided

viewpoint and certainly not giving the reader a balanced opinion of the problem. These

letters usually contain some of the following:

• A causal relationship is not admitted.

• No acknowledgement of the validity of any of the comments in the original publication.

• A list of all possible alternatives, however tenuous.
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• No mention of the number of cases that the company has received.

• References, some of which, when obtained, seem to have little to do with the original

problem.

• Implications that it is a class effect.

• The letter may be from a clinician, without any acknowledgement of an association

with the pharmaceutical company, who has been involved with the company as a trialist

or adviser.

That is not to say that there are not some misleading ADR reports published. In an

editorial in Risk and Safety in Medicine, Dr MNG Dukes says ‘even with western industry

one still in the nineties runs into serious instances where risk data have been concealed in

the interests of commerce’ (Dukes, 1996).

Sales representatives

• ‘The more reliant doctors are on commercial sources of information the less rational

they are as prescribers’ (Lexchin, 1997).

• A survey of 200 Irish GPs and 230 hospital doctors showed that 26 per cent of GPs

rated pharmaceutical representatives as important sources for information for old drugs,

62 per cent for new drugs and 42 per cent said they were the source for the last new

drug prescribed. The hospital doctors reckoned pharmaceutical representatives as

important for old drugs by 18 per cent, for new drugs by 47 per cent and as a source for

last new drug prescribed by 18 per cent (McGettigan et al., 1995, 2001).

• Fewer than three-quarters of representatives spontaneously volunteered information to

clinicians on side effects (Bignall, 1994).

• In a US survey of hospital physicians, 37 per cent of them said that their prescribing

was influenced by pharmaceutical representatives and it was found that 11 per cent of

the representatives’ statements were inaccurate when compared with their own literature

or the data sheet: all the inaccurate statements were favourable to their own drug.

However, 43 per cent thought the representatives provided more reliable information

than printed advertisements (Ziegler et al., 1995).

• A confidential detail card used by sales representatives said that at meetings with retail

pharmacists an objective is ‘to persuade pharmacists to identify those patients who

obtain scripts for other nasal sprays and refer them back to their GP for consideration of

an alternative therapy’ (Collier, 1993).

• ‘The main reason[s] for seeing drug representatives are free gifts, free meals, free

travel’, but also ‘educational support, . . . research grants . . . [and] . . . [d]rug company

sponsored trials’ (Booth, 1999).

• A French physicians’ network for the monitoring of medical representatives found that
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drug indications were extended or changed in about 27 per cent of the visits and dose

regimens not in accordance with data sheet in 15 per cent: side effects, contraindications

and interactions were not mentioned in 76 per cent of the visits (Prescrire –

www.healthskepticism.org).

• An Assessment Instrument for Drug Detailing (AIDD) has been developed and would

help family doctors to discriminate between good and bad presentations (Molloy et al.,

2002).

Conclusion: many sales representatives do not give a balanced appraisal of a new drug in

the context of its efficacy and adverse effects compared with alternative therapies and,

therefore, do the patient a disservice.

The pharmaceutical industry and parliament

Clause 118 of the UK Medicines Act, 1968, makes it a criminal offence for the officials

involved in licensing or withdrawing a licence from a drug to disclose information about

their decisions. The Medicines Information Bill would have allowed summaries of reasons

for licensing decisions to be made public (Anon., 1993a). The bill failed to complete the

report stage on 30 April 1993, ‘Because of 77 amendments that had been tabled, mostly by

Conservative MPs representing the pharmaceutical industry’ (Houghton, 1993). All the

information which the bill proposed should be disclosed is already accessible in the US

under the Freedom of Information (FOI) Act (Scrip, 1993).

In 1995 the House of Commons passed a resolution prohibiting paid advocacy by MPs of

any cause or matter on behalf of any outside body or individual.

The information available under the FOI Act has been used as a basis for scathing

comments both on the industry and the regulators, in a paperback published in 1996, entitled

Science, Politics and the Pharmaceutical Industry (Abraham, 1995). The drugs chosen, all

NSAIDs, were Naproxen, Opren, Feldene, Zomax and Suprol. They are all old drugs

marketed prior to 1983, so the book’s conclusions are of historic value rather than having

relevance to current processes. ‘There should be public rights of access to all biochemical,

clinical, pharmacological, statistical and toxicological assessment reports by regulators, as

well as to transcripts of expert advisory meetings, including appeals procedures. Clinical

data supporting the labelling for a medicine (that is, the summary of product characteristics)

should also be available for public inspection’ (Abraham et al., 1999).

Data sheets or summaries of product characteristics

The data sheet or summary of product characterstics (SPC) is an important channel whereby

the pharmaceutical company influences the prescription of its drugs.

• In the USA ‘Almost all possible adverse event types, whether treatment-associated or

coincidental, are listed in most modern labels’; ‘failure to disclose is valuable informa-

tion for plantiff’s attorneys to allege liability’ (Fox, 2001).

• There are national differences between SPCs for the same drug: ‘giving data essential
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for optimal use and important safety information (e.g. Sweden) or pre-empting injury

litigation by including everything (e.g. USA)’ (Anon., 1998b).

• The present data sheets are unsatisfactory in that they do not contain sufficient

information to enable the prescriber to make a risk–benefit judgement. The omission of

effective low doses for certain drugs in the PDR may cause unnecessary dose-related

ADR and the information may not be up-to-date (Cohen, 2001).

Sometimes the wording is chosen to hide rather than to reveal, and this may be done by

using higher level ADR terms or terms that are too vague to be of any help, e.g. visual

disturbance, motor disorder or liver function test (LFT) abnormalities.

If you ‘lump’, even via a recognised clinical syndrome with accepted diagnostic

criteria, you may miss cases with serious clinical manifestations and outcomes when

you perform searches; if you ‘split’ you may pinpoint cases that are not those of

concern. (Goldman, 2002)

The different phraseology used to describe abnormal LFTs suggests that the regulatory

authorities often acquiesce to the manufacturer’s preference.

Since, in the UK, only the ‘main’ side effects need be included, the data sheets may not

include all the known ADRs. The medical requirements are frequently in conflict with the

commercial demands in the area of information for the prescriber. A survey of black-

triangle drugs showed that around one-quarter of SPCs available for these products did not

display a black triangle. The advice offered in SPCs on avoiding unwanted effects in patients

with liver disease was often inconsistent, unclear and unhelpful (DTB, 2001).

Pharmaceutical companies try to avoid saying whether their drug can cause an ADR and

resort to circumlocutions.

The antihistamine II blocker cimetidine can cause ‘gynaecomastia’.

• No clinically significant interference with endocrine or gonadal function has been

reported.

• The present ranitidine UK data sheet says under side effects: ‘There have been a few

reports of breast symptoms (swelling and/or discomfort) in men taking ranitidine; some

cases have resolved on continued treatment. Discontinuation may be necessary in order

to establish the underlying cause’, suggesting a qualitative difference from cimetidine.

• The PDR has ‘occasional cases of gynaecomastia . . . but the incidence did not differ

from that in the general population’.

• Martindale has ‘there have been isolated reports of gynaecomastia’.

• There were three positive rechallenges recorded before 1984 (Wormsley, 1993).

• An open cohort study with nested case-control analysis in the UK gave the relative risk

for cimetidine as 7.2 per cent (CI 4.5–11.3 per cent), misoprostol 2.0 per cent (CI 0.1–

10.7 per cent), omeprazole 0.6 per cent (CI 0.1–3.3 per cent) and ranitidine 1.5 per cent
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(0.8–2.6 per cent). The paper concluded: use of cimetidine, but not the three other

antiulcer drugs, is associated with a substantially greater risk of gynaecomastia among

cimetidine users (Garcia Rodriguez and Jick, 1994).

• The WHO has received 393 reports of gynaecomastia for ranitidine. Can ranitidine

cause gynaecomastia? GlaxoSmithKline was unable to answer this question.

The EEC (Article 4a of Directive 65/65/EEC as amended by Directive 83/570/EEC) says

that a proposal for an SPC must be included in the application. Under the heading

‘Undesirable effects’ 4.8 concerning undesirable effects it says ‘all adverse reactions should

be included in the SPC if they are at least possibly causally related, based for example on

their comparative incidence in clinical trials, or on findings from epidemiological studies

and/or an evaluation of causality from individual report’ . . . The SPC Coordinators Group

‘Update of Guidance on SPC’ under ‘Undesirable effects’ say: ‘This section should provide

comprehensive information on all adverse reactions attributed to the medicinal product with

at least reasonable suspicion and based on best-evidence assessment of all observed adverse

events and all facts relevant to the assessment of causality, severity and frequency. In this

context, all adverse reactions should be included in the SPC if they are at least possibly

causally related, based for example on their comparative incidence in clinical trials, or on

findings from epidemiological studies and/or on an evaluation of causality from individual

reports (SPC Coordinators’ Group, 1998).

It would be of greater value to prescribing physicians if companies were advised to

limit the presentation of adverse reactions to those where there is evidence that a causal

relationship probably exists on a collated basis, in line with the CIOMS III philosophy.

(Arnold, 1999).

The FDA (Federal Register/Vol. 65, No. 247, Dec 22nd 2000/proposed rules) 21CFR Part

201 refers to ‘adverse drug reactions that are reasonably associated with the use of the drug’

(page 81088 Para1) under the heading Warnings/Precautions. The proposed definition of

ADR ‘an undesirable effect, reasonably associated with the use of the drug, that may occur

as part of the pharmacological action of the drug or may be unpredictable in its occurrence’

which they say clarifies that at least a reasonably plausible causal relationship must exist

between a drug and a noxious and unintended response to be included as an adverse reaction

. . .’. Page 81120 (9) 8 says that an adverse reaction is ‘a noxious and unintended response to

any dose of a drug product for which there is a reasonable possibility that the product caused

the response (i.e. the relationship cannot be ruled out)’. The phrase ‘cannot be ruled out’

would presumably include those considered ‘unlikely’ as well as ‘possible, probable and

certain’. There is reluctance, both on the part of industry and the regulatory authorities, to

use causality assessment to decide if an association is ‘probable’. Arnold’s comment above

applies equally to the FDA proposals.

A survey of pharmaceutical companies showed that eight out of 22 had marketing staff on

the committee that made decisions on changes in data sheets (Stephens, 1997). It is difficult

to justify their presence.

Some of the suggestions put forward by the CIOMS Working Group III (Guidelines for

preparing core clinical-safety information on drugs), page 17–8, have not been implemen-

ted. The use of meaningless clichés, such as ‘well tolerated’; ‘meaningless’, since it depends
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on each patient’s assessment of the balance between the benefits and adverse effects of a

drug as it concerns them. Lists of adverse events that have been reported ‘whether or not

attributed to treatment’ or ‘regardless of causality’ or ‘same or greater incidence in patients

receiving placebo’ are still common and seem to be unchecked by regulatory authorities.

They ‘occur in official data-sheets for the legal protection of the marketer’ (CIOMS III,

1995) rather than to help physicians prescribe for their patients.

Delay

It has been estimated that a manufacturer loses over US$1 million on average for each day’s

delay in gaining US FDA approval of a new drug (Montaner et al., 2001). It is not surprising,

therefore, that the industry will do all it can to keep their drugs earning. Owing to the

secrecy concerning regulator/industry dealings it is difficult to find out when a company or a

regulatory body decides that a safety problem should be addressed in an SPC or requires

drug withdrawal and when they take action. During any delay patients may suffer or die.

• The preliminary results of a study comparing the bioequivalence of Synthroidwith generic

levothyroxine indicated no difference; the sponsor began an intense effort to suppress

publication of the results (there was an agreed clause giving the manufacturers the right to

preauthorization of allmanuscripts submitted for publication). Theypermitted publication

of the original study 7 years after it was completed (Nahata andWelty, 1998).

• It was decided at a CSM meeting on 26 March 1986 that aspirin might be a contributory

factor in causing Reye’s syndrome, but it wasn’t until June 1986 that a warning was

given. In the meantime, a 6-year-old took aspirin for chickenpox and developed Reye’s

syndrome. The UK government was sued (Dyer, 2002b) but the plaintiff lost her case.

The judge said that the postponement of a public warning until June 1986 was

‘reasonably justifiable’. Without that postponement ‘the prospect of full positive

cooperation from the industry, which in the event achieved so much, might be lost’

(Dyer, 2002c).

• In 1994 and 1995 there were deaths due to Soruvidine for which warnings were not

made for years.

• Recently, it has emerged that there were deaths in 1997 with benzbromarone (Lamar,

2000).

• The FDA was sued for ‘unreasonable administrative delay in banning an indicator for

bromocriptine’ (Arnold and Wolfe, 1995).

• A survey of 100 US institutions showed that 12 per cent specified a time limit (0–12

months) to the delay of publication to allow review by sponsors or filing of patents (Cho

et al., 2000).

• Phenylpropanolamine has been on the market for more than 30 years and reports of

haemorrhagic strokes (estimated at 200–400 cases annually in the USA) were first
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reported in 1983 and have been well known since the 1970s, despite evidence that the

clinical evidence in support of efficacy is limited (Figueras and Laporte, 2002).

• Toronto Academic Health Science Council adopted three principles; these were

accepted by the University of Toronto Faculty of Medicine and all eight university-

affiliated teaching hospitals:

Agreements should not allow research sponsors to suppress or otherwise censor results

and must not preclude investigators from retaining a copy of the relevant site-specific data.

Agreements may allow sponsors time to protect intellectual property or to review and

debate the interpretation of results. Investigators should generally be able to submit work for

publication within 6 months or exceptionally 12 months.

Researchers must retain the right to disclose immediately any safety concerns that arise

during a study (Naylor, 2002).

The pharmaceutical industry may try to delay anything that they feel may reduce their

profit. This is often seen prior to a drug being withdrawn from the market or a regulatory

authority demands an addition to an SPC.

It has been alleged that the analysis of a clinical trial on Lotronex (Alosetron) was

questionable (Barbehenn et al., 2000). It has been suggested that the delay by the FDA

between July and November 2000 in taking Lotronex of the market cost five lives. The

article’s title was ‘Lotronex and the FDA: a fatal erosion of integrity’ (Horton, 2001a). This

was disputed and defended (Adams et al., 2001; Christensen, 2001; Galson et al., 2001;

Horton, 2001b; Malozowski, 2001; Walker, 2001). Lotronex was returned to the US market

in June 2002 with the stipulation that the prescriber and patient have to sign a statement.

‘This prescription programme is unlikely to prevent severe adverse reactions due to

Alosetron’ (Lièvre, 2002). The following reasons for the reinstatement of Alosetron have

been put forward: lobbying by the Lotronex Action Group, industry lobbying and a shift in

FDA policy (Lièvre 2002). A further article entitled ‘Alosetron: a case study in regulatory

capture, or a victory for patients rights?’ (Moynihan, 2002) explores the whole sad story.

Corporate ethics

Following the Marconi, Enron and WorldCom finance problems it is reasonable to scrutinize

the pharmaceutical industry:

• Bioglan was alleged to be involved in aggressive accounting and went bust (Fletcher,

2002).

• The FDA is investigating Schering–Plough, Eli Lilly and Abbott Laboratories for

unusual accounting practices.

• British Biotech is alleged to have misled investors by failing to disclose difficulties which

had emerged through trials of its cancer drugs, including Marimastat and Zacutex (Mills,

2002). All these were reported in a single issue of the Daily Telegraph on 21 July 2002.
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Other areas

Those working in the pharmaceutical industry should be aware of, and have an opinion

about, the ethics in the third world.

• Out of 1223 drugs placed on the market between 1975 and 1997 only 11 are aimed

specifically at tropical diseases (Pecoul et al., 1997).

• Three million children die every year in poor countries from diseases that can be

prevented by vaccination (Gwatkin and Guillot, 1999).

• ‘In the case of AIDS 92% . . . of the population have to make do with only 8% of total

expenditure’ (Bulard, 2000).

• Médecins Sans Frontières says ‘Drug companies are failing to develop new drugs for

diseases that predominately affect poor people because they are not profitable enough’

(Eaton, 2001).

• The supply of affordable drugs for poor populations is threatened by the possibility that

they will be resold to Western markets. It has been agreed that copyright for drugs for

AIDS, malaria and tuberculosis could be suspended, but only America of the 144

member countries of the World Trade Organization debating the problem in Doha in

November 2001 has opposed an agreement that would have relaxed global patent rules

on treatments (Mossialos and Dukes, 2001; Stern, 2003).

• ‘Commercial interests may conflict with public health needs in developing countries,

particularly when people are poisoned due to inadequate restriction of pharmaceutical

use, misleading advertisement or labelling, or frankly bogus drugs’ (Menkes, 1997).

• There is concern over the increasing number of clinical trials in poor countries where

the protection of the subject is not as well developed as in the Western world. Drug

trials in Eastern Europe, Latin America and Russia have recently increased greatly, and

in these countries the ethic review boards are often inexperienced and unsure of their

roles (Stephens and Flaherty, 2001).

• The chairman of SmithKline Beecham said ‘The companies are global and research

might easily be moved to countries that offer higher quality at lower costs’ (Smith,

2000b). Regulatory authorities compete with one another and are driven by the

politicians who are pressurized by industry. Speed of recruitment, slow committee work,

costs, cleanliness of data and standard of research are all factors that could drive

research to countries where safety standards may be lower.

Conclusions

If the above reads like a catalogue of the industry’s sins, then it must be seen in the context

of the industry’s benefit to, predominantly, the developed world, and balanced with the
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immense number of lives and tremendous suffering that have been prevented by modern

medicines. There is an immense literature on these topics and my coverage has been limited.

The bias that the pharmaceutical industry has towards maintaining or increasing its profit

is seen in many other areas outside the pharmaceutical industry, e.g. the tobacco industry,

but with the great difference that the pharmaceutical industry’s products are intended for the

benefit of mankind whilst the tobacco industry’s products are detrimental to world health.

Furthermore, the literature, I have reviewed above, concerning the industry, is biased, in that

honest and ethical behaviour within the industry often goes unrecognized and, therefore,

unpublished. My selection is probably also biased by previous personal experience with the

dishonesty, of senior industry staff.

In an editorial entitled ‘The future pharmaceutical physician’ Dr RN Smith said ‘Indeed,

the general perception of the pharmaceutical industry is disappointingly poor’ (Smith,

2002). Is this surprising? The mass of responsible people working in the pharmaceutical

industry behave ethically but are betrayed by a few, who are in high positions, who behave

unethically. Unless those who oppose unethical behaviour protest then the situation will

continue. Qui ne dit mot, consent.
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