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Preface

This book is an industry case study of corporate crime. It attempts
to describe the wide variety of types of corporate crime which occur
within one industry. When I taught a course on corporate crime at
the University of California, Irvine, in 1979 I found that students
had an amorphous understanding of the subject as an incompre-
hensible evil perpetrated by the powerful. They were at a loss to
describe particular examples. Part of the purpose of this book is to
fill this gap by describing many examples of corporate crime,
examples which show the depth and seriousness of the crime
problem in the pharmaceutical industry.

The book also has an analytical purpose which is more important
than its descriptive function. This is to use the pharmaceutical
industry’s experience to tentatively explore the effectiveness of
different types of mechanisms for the control of corporate crime.
Most of the chapters have a first section which describes several
corporate crimes, followed by an interpretive section which uses
information gained from interviews with corporate executives and
others to cast light on possible policy implications from these case
studies.

Some of my informants will not be pleased with the way | have
written the book. They will think it a one-sided account which
focuses attention on pharmaceutical industry abuses to the exclu-
sion of all the worthwhile things the industry has achieved for
mankind. After all, the pharmaceutical industry has been respon-
sible for removing tuberculosis, gastroenteritis, and diphtheria
from among the ten leading causes of death in developed countries.
Unfortunately, it is the job of criminologists to explore the seamy
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side of human existence. If a criminologist undertakes a study of
mugging or murder, no one expects a ‘balanced’ account which
gives due credit to the fact that many muggers are good family men,
loving fathers who provide their children with a Christian upbring-
ing, or perhaps generous people who have shown a willingness to
help neighbours in trouble. Yet criminologists are expected to
provide such “balance’ when they study corporate criminals.

The fact that I have not emphasised their good deeds does not
mean that I am not greatly appreciative of the assistance and hospi-
tality afforded me by informants from the industry. I owe an intel-
lectual debt to many who have done previous research on the
pharmaceutical industry. It would be impossible to mention all by
name. Particularly useful, however, have been the investigative
journalism of Morton Mintz of the Washington Post, the work on
thalidomide of the Insight Team of The Sunday Times of London,
and the scholarship of Milton Silverman and Gary Gereffi.

Discussions and correspondence with Brent Fisse and Bud Loftus
were influential in changing the direction of my thinking on key
dilemmas. I am also indebted to David Biles, Richard Gaven, Bill
Gibson, Roy Harvey, Katherine Pitt, Ivan Potas. Peter Rheinstein.
Bruce Swanton and Grant Wardlaw for critical comments on earlier
drafts of the manuscript.

Valerie Braithwaite and Gil Geis provided great assistance
during the American fieldwork stage of the research. Appreciation
1s also due to Janina Bunc and Annette Waters for their painstaking
and accurate typing of the manuscript. 1 am grateful to the
Australian-American Educational Foundation for support with a
Fulbright Fellowship to conduct the fieldwork and to the Australian
Institute of Criminology for supporting the project in Australia.
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1 Introduction: an industry case
study of corporate crime

The majority of people who work in the pharmaceutical industry
subscribe to high standards of integrity and do everything in their
power to stay within the constraints of the law. In the course of this
research, I met pharmaceutical executives who impressed me with
the sincerity of their commitment to the public welfare much more
than many of the industry’s critics in politics, regulatory agencies,
the public interest movement, and academia.

Valerie Braithwaite accompanied me to many pharmaceutical
companies, forever constraining me from driving on the wrong side
of the road. One day, as we drove back to New York, she said: ‘But
these people are so nice, John. Do you think they really are
corrupt?” My initial response was: ‘You've spent the day being
shown around and taken to lunch by the company’s public relations
staff. They're paid to be nice. Some people in these companies get
paid a lot of money because they're good at being ruthless bastards,
and others get big money to entertain people like you because
they're good at being nice.” But really that was an inadequate
answer. Irrespective of what they're paid to be, most of them in fact
are principled people.

There are three types of principled people in the pharmaceutical
industry. First, there are those who directly participate in company
activities which do public harm, but who sincerely believe the
company propaganda which tells them that they are contributing to
the improvement of community health. Second, there are people
who perceive the company to be engaging in certain socially
harmful practices and fight tooth and nail within the organisation to
stop those practices. Third, there are people who have no direct
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contact with socially harmful corporate practices. The job they do
within the organisation produces social benefits, and they do that
job with integrity and dedication. Most of the principled people in
pharmaceutical companies are in this last category. Consider, for
example, the quality control manager who is exacting in ensuring
that no drug leaves the plant which is impure or outside specifica-
tions. It might be that the drug itself causes more harm than good
because of side-effects or abuse; but the quality control manager
does the job of ensuring that at least it is not adulterated.

In hastening to point out that not all pharmaceutical executives
are nice guys. | am reminded of one gentleman who had a sign, ‘Go
for the jugular’. on the wall behind his desk. Another respondent.
arguably one of the most powerful half-dozen men in the Australian
pharmaceutical industry, excused his own ruthlessness with: ‘In
business you can come up against a dirty stinking bunch of crooks.
Then you have to behave like a crook yourself, otherwise you get
done like a dinner.’

Nevertheless. most corporate crimes in the pharmaceutical
industry cannot be explained by the perverse personalities of their
perpetrators. One must question the proclivity in an individualistic
culture to locate the source of evil deeds in evil people. Instead we
should *pay attention to the factors that lead ordinary men to do
extraordinary things’ (Opton, 1971: 51). Rather than think of
corporate actors as individual personalities, they should be viewed
as actors who assume certain roles. The requirements of these roles
are defined by the organisation, not by the actor’s personality.
Understanding how ‘ordinary men are led to do extraordinary
things’ can begin with role-playing experiments.

Armstrong (1977) asked almost two thousand management
students from ten countries to play the roles of board members of a
transnational pharmaceutical company. The decision facing the
board was a real-life situation which had confronted the Upjohn
company:' should it remove from the market a drug which had been
found to endanger human life? Seventy-nine per cent of the
management student boards of directors not only refused to with-
draw the dangerous drug, but also undertook legal or political
manoeuvres to forestall efforts of the government to ban it.2 This
was the same action as the Upjohn board itself took, an action
which 97 per cent of a sample of 71 respondents classified as ‘socially
irresponsible” (Armstrong, 1977: 197). Using delaying tactics to
keep a dangerous but profitable drug on the market is something
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that ordinary people appear willing to do when asked to play the
role of industry decision-makers. Hence. when people die as a
result of the kinds of socially irresponsible manoeuvres of the
Upjohn board in this case. to suggest that it happened because the
Upjohn board is made up of evil men does little to advance explan-
ation of the phenomenon.

The unquestionable artificiality of laboratory role-playing
experiments may nevertheless share some of the very artificiality
which is the stuff from which immoral corporate decisions are
made:

[ T]he usual restraints on antisocial behavior operate through a
self-image: ‘I can’t see myself doing rhat.” In an institutional
setting, however, thar isn’t being done by me but through me as an
actor, a role player in an unreal ‘game’ that everyone is ‘playing’
(Stone, 1975: 235).

People in groups behave in ways that would be inconceivable for
any of them as individuals. Groupthink (Janis, 1971) and what
Arendt (1965) referred to as ‘rule by nobody’ are important in
corporate decision-making which results in human suffering.
Bandura (1973: 213) explained the basic psychology of ‘rule by
nobody’.

[ One] bureaucratic practice for relieving self-condemnation for
aggression is to rely on group decision-making, so that no single
individual feels responsible for what is eventually done. Indeed,
social organisations go to great lengths to devise sophisticated
mechanisms for obscuring responsibility for decisions that affect
others adversely. . . . Through division of labor, division of
decision-making, and collective action, people can be
contributors to cruel practices and bloodshed without feeling
personally responsible or self-contemptuous for their part in it.

There are a large number of psychological studies demonstrating
that members of a group will risk more as group members than they
will as individuals (Stoner, 1968; Wallach et al., 1964; Bem et al.,
1965; Wallach and Kogan, 1965; Burnstein and Vinokur, 1973;
Cartwright, 1973; Muhleman et al., 1976; Shaw, 1976). Psycholo-
gists call this tendency for cautious individuals to support more
hazardous group decisions the ‘group risky shift phenomenon’.®
The phenomenon is far from ubiquitous, however. When cautious
choices are more socially desirable, group pressures can actually
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produce a cautious shift (Madaras and Bem, 1968; Fraser et al.,
1971).

Another variable which distinguishes individual from corporate
decision-making is the distance in space and time between the
hazardous decision-maker and the victim of the decision. When a
New York board meeting decides to continue marketing a danger-
ous drug in a Third World country, the victims could hardly be more
remote from the killers. Milgram’s (1965) experiments showed
that people were more willing to administer electric shocks when
they were less likely to see or be seen by the victim of the shock.
Another experiment in a somewhat more naturalistic setting
(Turner et al., 1975) found that victim visibility inhibited aggres-
sion. While extrapolation from the research of psychologists to the
real world of transnational corporations is problematic in the
extreme, such work lays a foundation for understanding how it
is possible for decent people to do indecent deeds. Without offer-
ing explanations of predictive value, the psychological literature
at least succeeds in rendering seemingly implausible events
plausible.

This book documents abominable harm which group decision-
making in the pharmaceutical industry has caused on many occas-
ions. The “collective evil’ of many pharmaceutical companies is
manifest even though so many ‘nice people’ work for them. Hoechst
and Bayer, the largest and third largest companies in world phar-
maceutical sales respectively, and both among the world’s largest
thirty corporations, are descended from Germany’s 1.G. Farben
company. I.G. Farben ranks with the Standard Oil Trust as one of
the two greatest cartels in world history. After the Second World
War, the Allies broke up I.G. into effectively three companies:
Hoechst, BASF and Bayer.* Twelve top 1.G. Farben executives
were sentenced to terms of imprisonment for slavery and mistreat-
ment offences at the Nuremberg war crimes trials. 1.G. built and
operated a massive chemical plant at Auschwitz with slave labour;
the L.G. facilities at Auschwitz were so enormous that they used
more electricity than the entire city of Berlin. Approximately
300,000 concentration-camp workers passed through LG.
Auschwitz. At least 25,000 of them were worked to death (Borkin,
1978: 127). Others died in 1.G.’s drug testing program. The follow-
ing passage in a letter from the company to the camp at Auschwitz
demonstrates the attitude of I.G. Farben to the subjects of its drug
testing:
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In contemplation of experiments with a new soporific drug, we
would appreciate your procuring for us a number of women. . . .
We received your answer but consider the price of 200 marks a
woman excessive. We propose to pay not more than 170 marks a
head. If agreeable. we will take possession of the women. We
need approximately 150. . . . Received the order of 150 women.
Despite their emaciated condition, they were found satisfactory.
We shall keep you posted on developments concerning this
experiment. . . . The tests were made. All subjects died. We
shall contact you shortly on the subject of a new load (Glover,
1977: 58).

Borkin (1978) has documented in horrifying detail how today’s
leaders in the international pharmaceutical industry brutalised its
slave labour force in their quest to build an industrial empire to
match Hitler's political empire.® After the war, the Allies insisted
that none of the convicted war criminals be appointed to the boards
of the new 1.G. companies. Once Allied control loosened, how-
ever, Hoechst in June 1955 appointed Friedrich Jachne, one of the
twelve war criminals sentenced to imprisonment at Nuremberg, to
its supervisory board. In September of that year he was elected
Chairman. Bayer appointed Fitz ter Meer, sentenced to seven years
at Nuremberg, as Chairman of its board in 1956.

Later it will be seen how another of the top five companies,
Switzerland’s Hoffman-La Roche, built upon massive profits it
made between the two world wars from sales of heroin and
morphine to the underworld. It will also be demonstrated how five
of America’s largest pharmaceutical companies laid the founda-
tions for their industrial empires by international price-fixing
arrangements throughout the 1950s which kept the new ‘wonder
drugs’, the broad spectrum antibiotics, beyond the financial reach
of most of the world’s population.

Contemporary observers of pharmaceutical corporations offer
little solace that the industry’s present is much less sordid than its
recent past. Clinard et al.’s (1979: 104) comprehensive study of
corporate crime in American business found pharmaceutical
companies to have more than three times as many serious or
moderately serious law violations per firm as other companies in the
study. Indeed, it will be argued that the pharmaceutical industry has
a worse record of international bribery and corruption than any
other industry (Chapter 3), a history of fraud in the safety testing of
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drugs (Chapter 4), and a disturbing record of criminal negligence in
the unsafe manufacture of drugs (Chapter 5).

This book is not directed at how to change people in order to
prevent such crime, but at transformations to institutional
arrangements and the law as crime-reduction strategies. The unfor-
tunate reality with white-collar crime is that courts, and sometimes
the public, tend to excuse it because the individuals involved are
sincere and eloguent in justifying their behaviour. They are often
excused because they are paragons of success, pillars of respect-
ability who may be prominent in charity work or the church. While
such reactions deserve condemnation because of their class bias,
questions of individual blameworthiness will not loom large here
until the concluding chapter of the book. The focus will be on the
structural preconditions for the crime rather than on the criminal.

Following Sutherland (1949), I take the view that to exclude civil
violations from a consideration of white-collar crime is an arbitrary
obfuscation because for many of the types of illegal activities dis-
cussed in this book provision exists in law for both civil and criminal
prosecution of the same conduct." Moreover, while some of the
practices discussed are civil matters in some parts of the world, they
are ciminal in others. In general, the civil-criminal distinction is a
doubtful one (Frieberg, 1981). Thus, corporate crime is defined
here as conduct of a corporation, or of employees acting on behalf
of a corporation, which is proscribed and punishable by law. The
conduct could be punishable by imprisonment, probation, fine,
revocation of licence, community service order, internal discipline
order or other court-imposed penalties discussed in this book.
Types of conduct which are subject only to damages awards without
any additional punishment (e.g. fine, punitive damages) are not
within the definition of corporate crime adopted here. Most of the
corporate crimes discussed in this book were not punished by law
even though they were punishable.

If one measures the seriousness of crime according to public
indignation against the offence in the community at large, then this
book is about serious crime. This view is confirmed by a cross-
national study of attitudes to the seriousness of crime among 1,909
respondents from eight countries (Scott and Al-Thakeb, 1977). A
drug company executive allowing his company to market a drug
‘knowing that it may produce harmful side-effects for most indi-
viduals’ was rated in the United States as committing a crime more
serious than all of the FBI index offences except murder and rape.
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That is, marketing a drug with harmful side-effects was judged to be
a crime deserving longer terms of imprisonment than robbery,
aggravated assault, burglary, larceny and automobile theft. The
finding is surprising because marketing a drug with dangerous side-
effects is not even an offence unless the product is actually banned
or there has been criminal negligence.

Also interesting was the finding that US respondents were
relatively less punitive toward this conduct than respondents
from all of the remaining seven countries. The US was the only
country in which marketing a drug with harmful side-effects was
judged as deserving less punishment than rape. In Sweden, even
murder was judged as deserving less punishment than selling a drug
with harmful side-effects. On average, US respondents favoured
over five years’ imprisonment for drug company executives who
perpetrated this ‘offence’. For those who support a ‘just deserts’
model of criminal sentencing, and | am not one of them, there is
reason to favour a lot of drug-company executives being put behind
bars.

This book is an industry case study of corporate crime which
attempts to understand the mechanics of the range of types of
corporate crime common in one industry sector. Such a study was
calculated as the sort most likely to advance our understanding of
corporate crime as a social phenomenon. Social science passes
through what might be roughly classified as four stages after a
problem seriously grabs the attention of scholars for the first time.
At first, scholarship is limited to armchair conceptualising of and
theorising about the phenomenon. Then empirical work begins:
first with qualitative case studies; then with statistical studies (which
themselves see refinement through descriptive to correlational to
causal analyses); and finally, rigorous experimental studies are
attempted in which key variables are strictly controlled.

It hardly needs to be argued that we are not yet ready for experi-
mental studies as we could not begin to guess which would be the
key variables to control. Most observers would agree, however,
that theorising about corporate crime cannot advance much further
until it becomes better informed by empirical work. The question is
whether researchers should be jumping ahead to statistical studies
of corporate crime or if research resources should be concentrated
in qualitative case studies. My view is that statistical studies are
perhaps as premature today as they were when Sutherland (1949)
undertook the first statistical study of corporate crime. Without a
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qualitative understanding of the contours of corporate crimes and
how they unfold, we cannot begin to comprehend what lies behind
the quantitative descriptions. Moreover, the liberal use of quotes
from pharmaceutical executives throughout the text will attempt to
illuminate the social construction of the phenomenon by the actors
themselves.

An industry-wide case study of corporate crime has been chosen
in preference to a more detailed study of a particular offence or
a particular company partly because the latter are more vulnerable
to withdrawal of co-operation by vital informants. More impor-
tantly, at this stage of the intellectual development of the field, a
faltering attempt to paint a broader canvas is justified so that the
work might have relevance to the important conceptual ground-
work being laid by jurists working from their armchairs. Having
completed the study, I am more convinced than ever that a superior
understanding of a particular crime in a particular firm is gained
when the researcher has a grasp of how the industry works as a
whole.

The present work is international in scope. Meaningful research
on transnational corporations is difficult within one set of national
boundaries. Disproportionate emphasis will be placed on data from
the United States, which, in addition to being the largest manufac-
turer of pharmaceutical products, is the domicile for half of the
world’s top fifty pharmaceutical corporations. Principal sources of
data were interviews with informants, both within the industry and
outside it, and public documents (transcripts of evidence at trials,
company documents lodged with regulatory age ncies, transcripts of
government investigations of the industry). In the United States, |
had the pleasure of wading through some 100,000 pages of Congres-
sional oversight hearings. These were goldmines of information.
Particularly valuable were the Kennedy Subcommittee transcripts.
| am indebted to Senator Kennedy's staff for allowing me full access
to the Senate Judiciary Committee files during my month in
Washington. Scouring these files, in combination with the inter-
views. enabled me to piece together the organisational decision-
making processes lying behind some of the abuses revealed in the
Senate hearings.

The original strategy for interviews with executives was to meet
with people at the level of chief executive officer or second in
command of Australian subsidiaries of American transnationals,
and then to interview in the United States the headquarters
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executives to whom the Australians answered. One research goal
was to explore the diffusion of accountability for law violations
between headquarters and subsidiaries in transnational corpor-
ations. In the end, however, I took interviews where | could get
them. In some cases. the headquarters interviews were done first,
and subsidiary interviews later. A total of 131 interviews were
conducted — 75 in the United States, 15 in Australia, 10 in Mexico, Y
in Guatemala and 2 in the United Kingdom. Almost half of these
interviews were with executives at the level of chief executive officer
of a subsidiary or a more senior person at headquarters.

Researchers tend to overestimate the difficulties of getting inter-
views with top executives about corporate crime. One of the
significant informants in this study was the president of a major
transnational who enjoyed an annual remuneration from the
company of over US$700.000. Most interviews were longer than an
hour in duration, but 13 lasted for less than thirty minutes. Table 1.1
lists the locations of the formal interviews with executives.

In addition to these formal interviews, attempts were made 1o ask
executives questions after they had given evidence before the Ralph
Enquiry into the pharmaceutical industry held in Australia during
1978. These fleeting question and answer sessions provided no
information of value. Much more valuable were the interviews with
informants who had left the industry. officers in the Pharmaceutical
Manufacturers Associations [PMAs] in each country visited (except
Guatemala), public interest activists, and officers in regulatory
agencies in the United States, Australia and the United Kingdom.
These supplementary interviews to generate leads from other
sources were almost equal in number to the formal industry inter-
views. Nevertheless, the industry interviews were the more
important source of information. An appendix sets out the strate-
gies which were used in soliciting and conducting these interviews.
None of the informants is identified by name.

With corporate crime research, it is wrong to assume that all one
must do is get senior executives to ‘come clean’. The full story must
be pieced together and cross-checked from multiple sources. No
executive, no matter how senior, knows anything like the full story
of illegal behaviour in the pharmaceutical industry. Executives
often make it their business not to know about certain things going
on below them in the organisation. Often it is part of the job of
lower-level executives to ensure that their superiors are not tainted
with knowledge of illegal conduct. Moreover, senior executives

9
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TABLE 1.1 Formal interviews with pharmaceutical executives,

197880

Waorld rank in Countries

pharmaceutical in which

sales, 1977 No. of interviews
Company (Gereffi, 1979) Domicile interviews  conducted
Hoechst-Roussel | Germany 2 Guat.
Merck 2 us 4 US. Mex.. Aust
Baver 3 Germany 6 US. Guat.
Ciba-Geigy 4 Switzerland 1 Aust.
Hoffman-La Roche 35 Switzerland 5 US. Aust
Warner-Lambert 7 us 2 US. Aust
Phizer 8 us | Aust
Sandoz 9 Switzerland 3 us
Lilly 10 us 12 LS. Mex.
Upjohn 11 us 2 Guat.. Aust
Squibb 13 us 6 Aust.
Bristol-Myers 14 us 5 US. Guat.. Aust.
Takeda 15 Japan 2 us
Schenng-Plough 17 us 7 US, Aust.
Glaxo I8 UK 2 UK
Abbott 19 us 12 US, Guat., Aust.
Johnson & Johnson 21 us 5 US. Guat., Aust.
Cyanamid 23 us 2 US, Aust.
ICl 26 UK I Aust.
SmithKline 21 us 3 us
Wellcome 28 UK 3 Guat., Aust.
G. D. Searle 29 us 9 US, Mex., Aust.
Baxter-Travenol 30 us 3 US, Aust.
M 38 us 1 us
Richardson-Merrell 40 us 3 US, Aust.
Sterhng Drug 41 uUs R Ausl.
Syntex 43 Us 6 US. Mex.
A. H. Robins EX us 6 US, Aust,
Amencan Hospital

Supply Unranked us 7 uUs
Allergan Unranked us 4 US, Aust,
Anabolic Unranked us | us
ICL Unranked us | us
TOTAL = 131

have neither the time nor much incentive to snoop around trying to
find out about criminal behaviour within other companies. Hence,
this book seeks to inform not only the general public but also
pharmaceutical executives.

10

2 Bribery

A worldly-wise moral relativism seems to have been the reaction
trom many following the Lockheed scandal of the mid-1970s. If the
accepted practice in Saudi Arabia is to give the royal family a piece
of the action when they buy some aircraft from you. then who are
Americans or Britons to say that their ways of doing business are
morally superior? In any case, Americans perceive the high
purposes of American foreign policy and national security as
advanced if fighters are bought from Lockheed rather than from a
foreign power.

Bribery has a less acceptable gloss if its purpose is to persuade a
health official to allow a dangerous drug on to the market; or, failing
that. to entice a customs officer to allow the banned product into the
country. Bribing an inspector to turn a blind eye to an unsanitary
drug-manufacturing plant can hardly be rationalised as in the
national interest. It will be shown that these types of bribery are
common in the international pharmaceutical industry. Bribery is
defined as the giving of rewards beyond those allowed by law to
entice a person with a duty of trust to pervert, corrupt or com-
promise that trust. Extortion is defined as the soliciting of a bribe.
I'he concern of this chapter will not be with minor ‘grease’ payments
o get bureaucrats to do the job they are paid for, but with what
Reisman (1979: 75) has called ‘variance bribes’.

Many of the payments to ministers and officials by pharma-
ceutical companies are extorted by the recipients. Conversely,
respondents told of many situations where it was the company
which initiated the illegal transaction. Irrespective of the allocation
ol guilt between the two parties, the point remains that here we are

11
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dealing with conduct which cannot be benignly tolerated as ‘cus-
tomary business practice in foreign countries’.

Not all forms of bribery seemed to bother executives in the
pharmaceutical industry. It was generally accepted that paying off
health inspectors in certain Third World countries was normal and
acceptable business practice. However, there was considerable
concern over the bribing of government officials to get trade secrets
concerning manufacturing processes. Such secrets are necessarily
made available to governments for new product approval. Italy was
frequently mentioned as the country where such bribes, often of
only a few thousand dollars, were passed to the Ministry of Health.
Many pirate manufacturers are allowed to operate in ltaly in viola-
tion of international patent agreements.' Guatemalan executives
also said it was common there for government officials to hand over
new drug registration documentation to local firms in exchange fora
‘few hundred quetzals [dollars]’. The local firm then submits exactly
the same research data on the safety of the drug in order to have its
product approved. The product it manufactures, possibly in a bath
tub, may bear little resemblance to the product to which the sub-
mitted safety-testing data relates. Any set of data which carefully
meets all the legal requirements will suffice to get a permit number
to print on all bottles. In Guatemala no one is going to check
whether the contents of the bottle correspond to the information in
the product registration documents. To begin with, the government
does not have a testing laboratory.*

Then of course there is the more straightforward kind of indus-
trial espionage where employees sell secrets directly to their
company's competitor. On some occasions the crime is in response
to a bribe to the spy. and on other occasions the employee initiates
the espionage. A disgruntled employee of Merck stole the process
for making alphamethyldopa (‘Aldomet’), an anti-hypertensive
drug. The competitor who was offered the plans turned them down
and notified Merck. Most notorious among the pharmaceutical
spies was Dr Sidney Martin Fox. a former employee of Lederle
Laboratories, the Cyanamid subsidiary. He set up a spy ring which
sold microfilm copies of secret documents and stolen cultures of
micro-organisms to six Italian drug firms (Davies, 1976). Fox and
his associates are believed to have been paid £35.000 by one firm
alone. Along with five confederates. Fox was convicted and im-
prisoned under the Federal Stolen Property statute by a New York
court in January 1966.

12
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Cyanamid claimed that Fox’s defection has cost it 100 m. dollars
in lost sales and that it spent 30 m. dollars to develop the stolen
process and cultures. In 1962 Cyanamid had won a damages suit
against Fox, and the New York Court at the criminal hearing
assessed the firm’s losses at £1.78 m. (Davies, 1976: 131).

The consequences of these company-against-company crimes are
less serious than when consumers are the victims. Itis the latter type
of bribery which will be the concern of this chapter.

Talking to executives about bribery

| had more difficulty in getting executives to talk about bribery than
any other subject. There were a couple of spectacular instances of
being evicted from offices when I pushed too hard on this sensitive
issue. The first problem was that most respondents genuinely knew
nothing about the subject. A quality assurance manager or medical
director in Australia or the United States typically leads a sheltered
life, moving from office to laboratory to office, with occasional
ventures into the manufacturing plant. When I tried to talk to these
people about bribery all I achieved was a loss of rapport for the
things which they could tell me something about. Experience there-
fore taught me to limit discussions of bribery to top management,
finance, marketing and legal personnel. The public relations staff
were also not particularly effusive on the subject.

Even within this select subsample 1 frequently decided not to
raise the ugly issue lest a fragile rapport be shattered. In the early
interviews, the subject was broached with a standard line: ‘I've read
a lot in the newspapers about Lockheed and bribing foreign govern-
ment officials. Do you think many of your competitors in the
pharmaceutical industry engage in that sort of activity? And 1
would get a fairly standard answer: “The pharmaceutical industry
deals with serving the public more than any other industry. We're in
the business of saving human lives, and that leads to higher ethical
standards than you'll find in any other industry.” Alternatively:
‘Look I won’t deny that there was a time when bribery did go on, but
not any more, not the reputable companies.’ End of discussion.

So | followed a different approach, essentially a ‘no babe in the
woods’ strategy. ‘1 know that most of the major pharmaceutical
companies, including your own, have disclosed to the SEC [Securi-
ties and Exchange Commission] the making of corrupt payments in
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many parts of the world. I've spoken to people at the SEC who
interview companies on such matters and they tell me that the
practices are still widespread. Why do large corporations feel that
they have to do this sort of thing?” In other words, "I'm no babe in
the woods. 1 know you do it, but why?™ The approach almost never
failed to elicit a lengthy and revealing discussion. Among the 27 US
executives on whom I tried the *no babe in the woods™ approach,
none denied that bribery had been widespread in the past among
American pharmaceutical companies, and only 6 denied that
bribery was still common today among American pharmaceutical
companies. Of the 21 who felt that bribery still was common,
however, only 1 felt that it was as common today as it had been in
the past. As we shall see later, there are grounds for suspecting that
on the latter point the other 20 executives may have been describing
the situation accurately.

The great advantage of the ‘no babe in the woods™ approach was
that it gave respondents little to lose by speaking truthfully. So long
as | did not select an overly sensitive mark, | found that it did not
engender aggression so much as respect: here was someone on
whom they were not wasting their time, someone who knew a little
about the subject. The usual public relations blurb would be a waste
of time, and thank God for that! Relieved of the burden of having to
express the company line. some of them genuinely enjoyed the rare
opportunity to talk seriously about a dilemma which troubled them
with a person from outside.

The extent of bribery

The offices of the US Securities and Exchange Commission (SEC)
are goldmines of information about ‘questionable payments’ by
American corporations. Valerie Braithwaite and I spent a number
of days reading and photocopying documents in the Washington,
New York and Los Angeles offices of the SEC as well as interview-
ing several officers. The most central documents relating to each
company are listed in Table 2.1 (p. 31), but in some cases these were
supported by a large number of additional company documents.
Readers may request further information about these documents by
writing to me.

The wealth of information arises largely from the SEC’s volun-
tary disclosure programme. Companies which participated in this
programme were led to understand that such participation would
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lessen the likelihood that the overloaded SEC staff would proceed
with enforcement action against them. No formal guarantee against
prosecution was given, however. Under the voluntary programme,
the company conducts a detailed investigation of corrupt payments
by employees under the auspices of ‘persons not involved in the
activities in question’, and then makes available to the SEC staff “all
details concerning the questionable practices uncovered’ (Herlihy
and Levine, 1976: 585). In the public disclosures the SEC generally
allowed companies to protect their business contacts by describing
events while withholding the names of the recipients and the coun-
tries where corrupt payments were made.

About thirty other companies which SEC investigation found to
have a particularly bad record on questionable payments were
forced into consent decrees. A major requirement of the consent
decrees was an extraordinarily detailed disclosure of the circum-
stances surrounding suspected corrupt payments. In exchange for
such detailed disclosure and certain reforms of the checks and
balances within the company for the prevention of bribery, the SEC
agreed not to prosecute for any criminal action. To this end it is
agreed that the disclosures in the consent decree are not to be
treated as evidence of any criminal act. As Geis (1979: 23) has
remarked, the corporation in essence says: ‘1 didn't do it, but |
won’t do it again.” ‘Burglars might wish they had it so good’. Geis
pleads. Inequitable though it certainly is, the reality is that the SEC
does not have the resources to investigate every company suspected
of bribery in the same way as police departments are able to investi-
gate most offenders caught in the act of or suspected of burglary.

The voluntary disclosure and consent decree programmes were

means of making the most of these limited resources. They at least
permitted a crude check on the extent of corrupt payments by all of
the largest American corporations. The SEC at one time looked at
the foreign business practices of all the Fortune 500 companies.

Researchers who have engaged in detailed scrutiny of the corrup-
tion revealed by the SEC disclosure programmes all agree that the
pharmaceutical industry is revealed as having one of the worst
records.

Of the 32 industries that spent more than $1 million in improper
overseas payments, half were in aircraft, oil, food and drugs.
Seven were in drugs. which was the most common (Clinard et al.,
1979: 199).
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. - the two largest identifiable groups were drug manufacturers
and companies engaged in petroleum refining and related
services (SEC. 1976).

. . . twelve [ pharmaceutical | companies had made voluntary
disclosures, which was the highest number for any industry equal
only to the oil industry (Kugel and Gruenberg, 1977: 78).

It seems that certain industries are particularly prone to engage in
overseas payments. Heavy capital goods industries, such as
aerospace, arms, or those industries that are closely regulated by
foreign government agencies, such as pharmaceutical companies,
are subject to unusually heavy pressures for payoffs (Herlihy and
Levine, 1976: 566).

Similarly, Kennedy and Simon (1978). in a classification of com-
panies disclosing corrupt payments according to industry, found
‘drugs’ to top the list with 10 entries. Adams and Rosenthal (1976),
in their breakdown by industry, classified 22 under ‘drugs and
health care’, more than in any other category. All of these reviews
underestimate the proportion of documented disclosures which are
attributed to pharmaceutical companies. Either through less than
exhaustive search of SEC files. or because the disclosures appeared
later than their deadlines for publication, all the above reviews have
missed a considerable number of substantial disclosures by phar-
maceutical companies. Table 2. 1 lists disclosures of questionable
payments made by 29 pharmaceutical companies. Of the 20 US
companies with the highest worldwide sales in pharmaceutical
products. 19 have disclosed substantial questionable payments. No
other industry group has anything approaching this record of docu-
mented corrupt payments. The qualitative and quantitative
evidence presented in this chapter sustains the conclusion that the
pharmaceutical industry is more prone to bribery than any other in
international business. Possibly this is because, like aerospace com-
panies, pharmaceutical firms deal with big win or lose situations —
the new billion dollar product to be approved, the ten million dollar
hospital supply contract to be won. Moreover, the multitude of
regulatory decisions to which pharmaceutical companies are sub-
jected creates many opportunities for buying off regulators. The
company among the top 20 US pharmaceutical firms which did not
disclose any questionable payments was Eli Lilly.

The amounts involved in corrupt payments disclosed by
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pharmaceutical companies are staggering especially considering
that many of these amounts do not consist of one or two huge
payments. Australian executives told me that in some Asian coun-
tries drug registrations could be secured for quite small corrupt
payments. ‘Slip them $100 and vou're right,” as one explained.
Included in the millions of dollars disclosed by many of the
companies might be some hundreds or thousands of bribes.

The corruption often reaches the highest levels of government.
The following incident (which does not appear in the SEC dis-
closure documents) was reported in the New York Times.

In Italy, according to a former company executive who worked
there for years, a dozen drug manufacturers, including some
American companies, once banded together to back an industry-
sponsored bill in the Italian Parliament that would have allowed
manufacturers to sell their nonprescription products in
supermarkets and other retail outlets. There, they would no
longer be subject to price control.

The companies were assessed $80.000 each. according to the
source, with the $1 million to be put into a war chest of the
Christian Democratic Party.

The Government fell before the bill could be enacted, and it
could not be determined definitely whether the money actually
changed hands. But the informant said it ‘'undoubtedly had’ (New
York Times. 21 March, 1976).

Let us now review the disclosures made by the largest companies.

Merck & Co.

US rank in pharmaceutical sales: 1.
Some of the executives who in interview expressed a worldly-wise
absence of surprise at the evidence of widespread bribing of health
officials by pharmaceutical companies were nevertheless shocked to
find Merck among those companies with the worst records of ques-
tionable payments. Merck, like Lilly, is a company frequently held
up by people in the industry as a model of excellence in quality and a
paragon of propriety. When | asked executives from other
companies where | should go to learn about effective self-regulatory
systems, [ would be told ‘Go to Merck’ or *Go to Lilly’.

Merck has reported $3.6 million in questionable payments in 39
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foreign countries, $2.3 million of it to third parties who ‘may have
passed money on to government employees’. Merck was one of the
few companies which disclosed payment to a cabinet-level official.
Neither the name of the person nor the country was specified, but
the amount was $12.500. In one country. in which it was customary
‘not to acknowledge or disclose corporate political contributions’,
the company admits that some contributions ‘were made through
the Company’s Swiss subsidiary [Merck, Sharpe & Dohme A.G.]
and recorded as promotional expenses’.

Merck claimed its questionable payments as tax deductions and
consequently has agreed to pay the US Internal Revenue Service
additional tax of $264,000. The IRS, however, is continuing investi-
gations for further violations of the Internal Revenue Code.

The corporation blamed its auditor for failing to follow up on
information about the questionable payments. A special committee
of outside experts set up by the Merck board to investigate the
matter criticised the chairman of the board for ignoring warning
signals. The Merck payments were therefore notable in that there
was evidence of the seniority of both recipients and company
officials who had the knowledge to put a stop to the business.

The committee reached the following conclusions about its
chairman and chief executive officer, Henry W. Gadsden.

Mr Gadsden was aware that payments of the kind under
investigation were rather common in the conduct of business in
some foreign countries, but stated that prior to the investigation
he did not believe that the Company or its employees were
involved in any such payments, except for minor gratuities.
Based on all the evidence it received during the course of the
investigation, the Committee believes this is an accurate
statement. The Committee was advised, however, that in two
instances possible warning signals may have been sounded in Mr
Gadsden’s presence which could have prompted him to probe
into the matters now in question. Mr Gadsden did not recall one
of these incidents. He did not pursue the second which occurred
in April 1975; however, he was informed at that time that line
executives had given assurance there were and would be no
problems of this nature at Merck. Mr Gadsden was aware of and
approved the making of a substantial foreign political
contribution, directing that the contribution be made only if it
was legal to do so.
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The committee also reached these conclusions about Raymond
E. Snyder (Executive Vice President. Administration):

Mr Snyder stated that he was not involved in the authorization,
approval or recording of any of the improper payments to foreign
government employees. Furthermore, he stated that although he
believed the Company’s foreign subsidiaries conformed to a
general industry practice in some foreign countries of making
payments of modest sums of this type. he knew of no specific
major disbursement or improper documentation. There were
recollections among others interviewed that [there were] on
several occasions transactions involving possible improper
payments by foreign subsidiaries . . . [and] no corrective steps
were taken at that time. Mr Snyder did not remember such
specific discussions prior to the wide publicity given to such
general industry practices in 1975, although he thought it possible
that some such transactions may have been involved in reviews of
a number of unusual accounting items, including payments for
which documentation did not appear to be complete.

The committee drew three general conclusions as to the nature
and degree of management’s awareness of the payments and prac-
tices under investigation:

(1) there was an atmosphere of acceptance created by those
responsible for directing and supervising the international and
the financial affairs of the Company:

(1) there was an effort by international line and controller
personnel to keep details with respect to such payments from
coming to top management attention on the assumption that,
despite the atmosphere of acceptance, top management did not
want to be involved;

(1i1) there was an absence of effective probing by top
management, despite some indications that such probing was in
order.

In the statements to the SEC, Merck excused the behaviour of its
personnel by pointing out that:

These payments were made because the employees involved
generally believed that i) they were being pressured by foreign
government employees to make such payments, ii) management
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accepted these practices as necessary to achieve sales goals in
some countries abroad, and iii) they were acting in the best
interests of the Company.

American Home Products

US rank in pharmaceutical sales: 2

American Home Products is 2 much larger company than Merck,
but smaller in pharmaceuticals, only 39 per cent of its sales being of
drugs (Gereffi, 1979: 13). A total of $3.4 million in questionable
payments was made in 41 different countries. Approvals for govern-
ment purchases worth $40.5 million were obtained between 1971
and 1975 by paying government officials a commission ranging
between 1 per cent and 15 per cent of the value of the sale. Other
payments were made ‘to obtain action on necessary government
clearances’. American Home Products disclosed that:

Non-commission type payments were made in a number of
countries to foreign government employees primarily in
connection with the granting of required government
approvals. . . . The totals do not include occasional nominal
gratuities and tips to persons performing routine ministerial
duties (8K form lodged with SEC: Feb. 76: 4).

In addition to the above, the company admitted to a legal charit-
able contribution of $38,000 for an ‘essentially political purpose’
which was favoured by a high government official. Attention is
drawn to this only to show some of the activities which are excluded
from the aggregate figures on questionable payments reported here.

Warner-Lambert

US rank in pharmaceutical sales: 3
Warner-Lambert and its subsidiary Parke-Davis disclosed $2.6
million in questionable payments in 14 countries. A bank account
not on the corporate books was used to pay commissions on govern-
ment sales in some cases, while other commissions were booked as
marketing expenses. Erroneous tax deductions from these pay-
ments were made to the point where the company was obliged to
pay $325,839 in additional tax.

Tucked away in the documents lodged with the SEC is the admis-
sion that payments were made to get new products approved for
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marketing: ‘Other payments were made to foreign government
employees to expedite a variety of governmental actions with
respect to prices, product registrations, dividends, taxes. and other
matters.” (8K: Mar. 76).

Pfizer

US rank in pharmaceutical sales: 4

Compared with the three largest companies, Pfizer disclosed the
relatively moderate total of $264.000 in payments to government
employees in three countries. An additional payment of $22,500
had been made to a foreign trade association ‘which payment had
been solicited with the indication that it would be used to make
contributions to various political parties in that foreign country’.
Pfizer also said that it paid a further $21.000 as a *professional fee’,
‘the recipient of which indicated some portion might be used to
make a payment to foreign government employes [sic]” (8K: Mar,
76).

Upjohn

US rank in pharmaceutical sales: 6

Upjohn has disclosed the second largest amount of questionable
payments — an aggregate of $4.2 million. An initial disclosure of
$2.7 million in 22 countries was soon followed by an admission that
evidence for the larger sum of $4.2 million in 29 countries was
available. An unusual element in Upjohn’s disclosure is the large
sum which is conceded as having been paid to non-government
hospital employees — $474 000. No outside directors knew of the
payments but inside directors either knew of the payments or
actually approved them.

Squibb

US rank in pharmaceutical sales: 7

The documented history of bribery with Squibb goes back further
than with most of the transnational pharmaceutical corporations.
During the 1960s Squibb was a subsidiary of the Olin Mathieson
Chemical Corporation. The illegal payments concerned $1.5

million worth of antibiotics manufactured by Squibb and sent to
Cambodia and Vietnam between 1958 and 1963 under the US
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foreign aid programme. It was shown that the company’s agent had
paid between $30,000 and $40,000 into a Swiss account for the
benefit of a Dr Arnaud, the major shareholder in a Cambodian
drug-importing firm.

The agent, the Phillip Bauer Co. of New York, was convicted on
29 counts and fined a total of $29,000. On 28 October. 1966 the
United States Court of Appeals affirmed the convictions.

US foreign aid regulations prohibit commissions and promo-
tional allowances to importers for plugging brand names, and for
other improper benefits including kickbacks. After protracted legal
conflict Olin pleaded guilty to conspiracy to make false certifica-
tions and defraud the United States, plus two other counts.' Also
convicted of conspiracy were Herbert G. Wolf, Olin’s former
regional vice-president in Hong Kong and the Far East Inter-
national Corp.. of which Wolf's wife was president and sole stock-
holder. The former was fined $7,500, the latter $21,000.

On 23 September, 1965 Olin received the maximum sentence of
$10,000 on each count. Mintz (1967) has provided a more complete
account of this legal battle. He also describes one interesting side-
light of Olin’s conviction.

[t happened that there was a law which said in essence that a
person who had been convicted of a felony could not transport a
weapon in interstate commerce. This created a legal problem for
Olin, because it had been convicted of a felony, was in the eyes of
the law a person and had a division that made weapons for use by
the armed forces. Congress resolved the dilemma by enacting a
law that, in effect, got Olin off the hook (Mintz, 1967: 383)).

In 1976 Squibb, having cut its ties with Olin, disclosed question-
able payments of $1.9 million in 8 countries between 1971 and 1976.

Bristol-Myers

US rank in pharmaceutical sales: 8

Bristol-Myers have disclosed $3.0 million in questionable pay-
ments. An investigation committee appointed by the Bristol-Myers
board provides some interesting insights in its report about how the
payments, which were generally made in cash, were concealed.

The cash was generated in two principal ways: a third party would
submit a false invoice for services not actually rendered, receive
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payment, retain a portion to cover tax liability and perhaps
compensation, and deliver the balance in cash either back to a
Company representative or to the intended beneficiary; or a
Company check would be drawn to an individual employee who
would have it cashed. In a few instances a Company check drawn
to the order of a Company employee was deposited in that
employee’s personal bank account. The employee thereafter
drew funds from his account for the purpose of making payments
to a government official or his intermediary.

The transfers of funds involved were all recorded in the
Company’s books, but the entries did not fully disclose the
underlying nature of the transactions. Commissions paid to
commission agents were accurately recorded in the Company’s
books, but the entries did not disclose those instances in which it
was assumed that a portion of the commission would ultimately
go to a government official (8K: Aug 76).

The investigation concluded that no member of the board of
directors, employee or non-employee, knew that payments were
being made. However,

At International Division headquarters in New York and Rome,
executives including financial personnel had varying degrees of
knowledge of the making of payments to obtain sales and of
facilitating payments. In those countries where payments were
made, the general managers were aware of and authorized the
making of the payments. Area vice presidents and regional
directors generally had some knowledge of payments made in
their territories (8K: Aug 76).

The committee reported on the following decision of the Bristol-
Myers Board, a decision which the SEC was apparently willing to
accept.

While this investigation was underway, the Board was informed
that payments of approximately $148,000 were contemplated in
four countries where the general managers believed that the
failure to meet ‘prior commitments’ in connection with past sales
would place employees in danger of physical harm. The Board,
after inquiry, decided that this concern of the local managers was
reasonable and acquiesced in payments not to exceed the
foregoing amount. These payments are included in the figures
given earlier in this report (8K: Aug 76).
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Schering-Plough

US rank in pharmaceutical sales: 9

Schering-Plough reported questionable payments of $1.1 million
between 1971 and 1976. Early disclosures of $0.8 million had to be
supplemented in 1977 with further revelations. These included
explicit reference to payments to secure product registrations:

2. In another foreign country, payments of approximately
$220,000 were made during the years 1972 through 1976 to
private consultants engaged to secure product registrations, or
renewals thereof, in that country. In addition, in that same
country, payments totalling approximately $17,000 were made in
the years 1972, 1975 and 1976 to consultants engaged to settle
proposed income tax assessments. Senior management has been
advised that all or a portion of the aforesaid payments may have
been passed on to public officials responsible for processing the
registrations or tax assessments although it has no direct
knowledge of any such payments.

3. In another foreign country, payments in the amount of
approximately $37,000 were made during the years 1972 through
1976, in connection with applications for product registrations in
that country, to individuals who were part-time consultants to a
government agency responsible for issuing such registrations
(BK: Apr., 77).

Companies not ranked in the top 20

Rather than exhaustively list the misdeeds of all of the smaller
transnationals, only four of the more revealing case studies will be
discussed: those of the American Hospital Supply Corporation,
Rorer-Amchen, Syntex and Medtronic.

American Hospital Supply Corporation

American Hospital Supply (AHS), a relatively small corporation
compared with some of those above (consolidated net earnings for
five years to June 1976 were $208 million), surpassed all other
pharmaceutical companies with questionable payments amounting
to a staggering $5.8 million. This figure does not include question-
able payments by companies in which AHS has minority interests
(up to 50 per cent). It was conceded that AHS ‘has been only
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partially successful in inducing these foreign companies to correct
practices which violate its Policies’. AHS specialises in contracts to
supply hospitals with a wide range of requirements from syringes to
drugs.

The AHS payments were the subject of an SEC consent decree,
which, among other things, mandated a hefty audit committee
report into the internal affairs of the corporation.

The audit committee report of 25 February 1977 revealed that
questionable payments, mainly commissions to hospital adminis-
trators who gave the company contracts, were made in Australia,
Austria, Belgium, Brazil, Chile, France, Greece, Guatemala,
India, lran, Israel. Italy, Japan, Mexico, Norway, Peru,
Philippines, Qatar, Saudi Arabia, South Korea, Spain, Turkey and
Venezuela. Many of the payments directed to individuals in these
countries were laundered through Swiss bank accounts. Other
intermediaries through which funds passed included public
relations consultants, law firms and an architectural firm owned by
hospital board members.

King Faisal Specialist Hospital

The worst allegation set down in the consent decree concerned a
major project to equip the new King Faisal Specialist Hospital at
Riyadh, Saudi Arabia, between 1972 and 1976. The consent order
alleges that $4.6 million was paid, mostly through a Liechtenstein
trust, ‘for the benefit of persons in charge of the project, persons in
an affected Ministry of the Saudi government and persons of power
and influence with the Saudi government’.

The consent decree provides a fascinating illustration of how the
board of directors can be protected from the taint of knowledge
even in a relatively small company which is disposing of a very large
amount of money.

A pro-forma financial earnings statement projected for the
Hospital contract, including an expense item identified as
‘Commissions — $1.506] ,000],” was submitted to American
Hospital’s board of directors by management at the time board
approval for the equipping contract was sought. Although
American Hospital policy required board approval of all
consulting agreements that exceeded $25,000 in fees, no board
approval to enter into fee or commission arrangements in
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connection with the subject contract was sought or obtained by
management. American Hospital maintains that the personnel
working on the proposed contract failed to inform the highest
corporate officers and directors of American Hospital of the
matter alleged in Paragraph 11 hereinabove (p. 4).

Apart from its Hospital Development Expenses, the term used
by AHS to describe payments to hospital officials to secure sales of
their products, many other types of questionable payments were
mentioned in the report of the audit committee.

Union payments®

In 1973 and 1974, AHS/Mexico relocated a factory to another
major city resulting in a layoff of workers in its former location. In
conjunction with that relocation, AHS/Mexico paid 321,600 in
cash to union officials to persuade them to prevent strikes or
demands by union members for higher severance pay. These
payments, according to AHS/Mexico officials, were essentially
bribes to union officials rather than payments going to the union
to benefit the union as a whole (pp. 43-4).

It would appear that tax implications of AHS’s union payments
were a source of greater concern than their propriety.

In July 1976 a warehouse employee of AHS/Mexico was fired.
The employee persuaded a union to picket the warehouse in
protest of his firing. In order to end the picketing, the personnel
manager of AHS/Mexico negotiated with the union official in
charge of the pickets. That union official offered to stop the
picketing in return for a cash payment to him. The AHS/Mexico
personnel manager refused to make the direct payment in cash
but made a $600 payment to the picketing union in the form of a
check made payable to the union in return for a receipt from the
union so that the payment could be deducted for tax purposes.
The receipt did not meet all the requirements of Mexican tax law
and AHS/Mexico’s independent accountants determined it to be
a nondeductible expense (pp. 45-6).

Payments to physicians
The consent decree alleges that AHS offered personal financial
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rewards to doctors who used certain implantable AHS medical
devices in preference to competing brands. An example of an
:mplantable device would be a heart pacemaker. Included in a list of
questionable payments. we find in the consent decree:

¢) In a third country, improper payments to physicians or other
designated recipients amounting to $151,000 in connection with
the prescription by such physicians for implants of an American
Hospital subsidiary’s device to meet what the company contends
were previously established competitive practices (p. 6.).

Payments to health inspectors
I'he report of the audit committee states:

AHS/Mexico in 1974 and 1975 paid approximately $5.000 to
health inspectors who inspected AHS/Mexico facilities. Officials
of the subsidiary stated that these payments were made to
convince the health inspectors not to report the subsidiary’s
violations of the Mexican Health Code (p. 43).

Pavments to customs officials

With respect to pharmaceutical products and mcdicgl devices,
payments to customs officials can be a serious matter if they are
made to facilitate the import of products which are not approved as
safe and effective by the country concerned. There is insufficient
indication in the audit committee report as to whether this would be
the case with AHS payments. The report simply states that AHS
made payments to Mexican customs officials in 1975, inter alia, to
‘misclassify goods to permit their importation’.

Payments were also made to Mexican customs officials who
extorted the payments by threats of confiscation. Other payments
were made to ‘import AHSC goods at a lower customs rate than that
mandated by Mexican law for those products’.®

(iifts to police officers
The audit committee report states:

Each year a few customers affiliated with the Mexican
government were given Christmas or birthday gifts of several
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hundred dollars cash. These customers ranged from government
officials and customs officials to ordinary city policemen ( p.44).

Rorer-Amchen

The Rorer-Amchen disclosure documents are vague concerning
how much was actually involved in questionable payments. Cer-
tainly, a sum of $837,000 in payments for several specific purposes
was mentioned. The additional 8K Report for March 1976 says that
“The greatest portion of the payments to government officials and
employees described in Paragraph A [$336,000 in an unnamed
subsidiary between 1971 and 1976] was made to expedite the regis-
tration of new products. It appears that such payments were made in
connection with the registration of all products registered during the
period covered by the investigation® (p. 7, emphasis added).

We are also told that ‘a payment of approximately $49.000 to a
trade association, apparently with the understanding that the
payment, along with payments from other companies in the same
business, would be paid to one or more political parties in recog-
nition of prior governmental action allowing price increases’ (p-
4-5). *‘Other payments were made to obtain favorable and expedi-
tious tax settlements for 1972 and 1973 and to cause the termination
of a fiscal inspection’ (p. 8). In another example:

The payment to permit the use of joint production facilities
enabled the subsidiary to move its operations to another plant
without complying with governmental regulations relating to
such move (p. 8).

The Rorer-Amchen disclosure to the SEC explains how its slush
fund was maintained:

The withdrawal of the funds was accounted for either by fictitious
entries on the books of the subsidiary or as the payment of
invoices provided by third persons who provided no goods or
services to the subsidiary. Charges were made on the books of the
subsidiary for the goods or services described on the invoices and
the amounts deducted for local income tax purposes. Upon
payment the supplier of the invoice deducted a commission
(which appears to have ranged from 6% to 15% ) and applicable
taxes, and returned the balance to a senior executive of the
subsidiary (8K A1: Mar. 76: 4).
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Syntex

While Syntex disclosed only the relatively small amount of $225.000
in questionable payments, some of the qualitative information in its
6K report about other practices is interesting. The document tells of
a regional sales manager in a subsidiary who left the company to
work as an independent sales agent. In his ‘independent’ status
Syntex was ‘his primary if not his only principal’. Between January
1974 and June 1976 he was paid $221.,000 in commissions by Syntex,
an extraordinary amount for a man who had been earning between
$11.500 and $16,500 in the years preceding his departure from the
company. Further:

During the period of his employment by the subsidiary, the
person is understood to have provided gifts to and entertainment
for government officials who participated in purchasing
decisions, and to have made certain payments to expedite
government payment of invoices for products purchased (6K:
Oct, 76).

The Syntex report also tells of an official of a government agency
having regulatory authority over Syntex products from whom the
company rented a ‘small facility’. Suddenly in October 1975 the
monthly rental was increased by the company from $120 to $920).
*$120 was paid in rent and accounted for as such, the balance having
been paid to suppliers of goods and services to the owner and
improperly classified as maintenance and repair charges on the
corporate accounting records.’

The report also states that:

During the five years ended July 31, 1976, a foreign subsidiary of
the Company paid approximately $6,500 in costs of
transportation and lodging for representatives of a government-
owned marketing organization in a foreign country. The purpose
of such payment was to allow these representatives to visit
distribution and manufacturing facilities of the Company and so
far as is known to management, there was nothing improper with
respect to these arrangements (6K: Oct. 76).

The practice of overinvoicing and paying the surplus price to
people who made the purchasing decision was also uncovered in the
Syntex investigation.
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During the course of the review it was also noted that, at times
during the five years ended July 31, 1976, with respect to certain
non-government customers located outside the Western
hemisphere in substantially all cases, various practices were used
which involved invoicing in amounts higher than actual sales
prices and subsequently refunding the difference as requested
and directed by the customers (6K: Oct. 76).

Medtronic

Medtronic is a medical device company which is the largest
manufacturer of heart pacemakers in the world. The company is
included here because of the considerable attention devoted to the
pacemaker industry in this book and because of the evidence from
Medtronic of direct enticements being offered to physicians to use
their product. A total of $323,563 in questionable payments was
disclosed. All but $67,000 of this was directed to physicians:

In one country certain practices were found that were
questionable or improper under the laws of that country
consisting of payment of expenses for trips for physicians not
related to business purpose; payment of expenses of the wife or
family of a physician to accompany him when on Medtronic

reimbursed travel; and the donation of equipment to physicians
(8K: Feb. 77: 3).

In this same country, payments of $8,262 were made to two
physicians who in return provided research papers of no
substance.

In another country, a sales commission of 25% was paid to an
individual who was characterized as a distributor. He, in turn,
passed on a major portion of this commission to the physician
placing orders. Payments, totaling $48,500, related to $194,000 of
sales over approximately two years, which was approximately
15% of the total sales in that country (8K: Feb. 77: 4).

Summary of SEC disclosures and related documents

The welter of documents available in the offices of the SEC confirm
the conclusion from the interviews with industry executives: bribery
is routine and widespread in the international pharmaceutical
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Summary of questionable payments disclosed to the

SEC in the 1970s by US pharmaceutical companies

US rank in Amount of
pharmaceutical questuonabie
sales, 1977 payments Yearsof Major
Company (Gereffi, 1979) disclosed payments sources
Merck & Co. i $3.603.635 1968-75 BK: Dec. 75
Feb. 76
Apr. 76
10K: 76
10K: 77
American Home
Products 2 $3. 442000 1971-5 BK: Feb. 76
Warner-Lambert 3 $2.256.200 1971-5  SK: Mar. 76
Pfizer 4 $307.000 — 8K: Mar. 76
Upjohn 6 $4.245949 1971-5  8K: Mar. 76
SKA1: Mar. 76
Squibb 7 $1.919000 19716  BK: Jul. 76
Bristol-Myers 8 $3.034570 19716  8K: Aug. 76
Schenng-Plough 9 $1.094.702 19716  BK: Feb. 76
Jul. 76
Apr. 77
Abbott Laboratories 10 $774.0000 19736 57 (No. 2-56852)
lohnson & Johnson 11 $990.000 1971-5 8K: Feb. 76
Cyanamid 12 $1.225.000 1971-5 8K: Feb. 76
SmithKline 13 $712,700 19716  8K: May. 76
Gi. D. Searle 14 $1,303.000 19735 SK: Jan. 76
Baxter-Travenol LS §$2.160,.220 19706  BK: Feb. 76
Revion 16 SIRO.600 19716 SK: May. 76
Sept. 76
Dow 17 $197,000 19706  SO7 Regst.
2-58671. Apr. 77
M 18 $3,127,341 1970-5 BK: Nov. 75
Richardson-Merrell 19 $1.243,000 1971-5  Proxy: Sept. 76
Sterhng Drug 20 §1.806,000 1970-5  BK: Feb.76
Dec. 76
Syntex 22 $225.000 1972-6  6K: Oct. 76
A. H. Robins 23 $28,000 1972-5  8K: Dec. 76
Miles 24 $400,000  1971-5 10K: Dec. 75
American Hospital
Supply Unranked $5.800,000  1971-6 All ﬁK:s: ?h—"!x
' Litigation: Feb. 77
Rorer-Amchen Unranked over $837.000 1971-6  BKAI: Mar. 76
Morton-Norwich Unranked $245.000 19716  BK: Apr. 77
Carter-Wallace Unranked $631.150 — Kennedy & Simon
(1978:27)
Becton-Dickinson Unranked $182.000 — 8K: Sept. 76
Alcon Unranked $359.933 19716 8K: Oct. 76
Allergan Unranked $51.899 1971-5  8K: Mar. 76
Medtronic — $323.563 19737 BK:Feb.77
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industry, and large amounts of money are involved. Almost every
type of person who can affect the interests of the industry has been
the subject of bribes by pharmaceutical companies: doctors,
hospital administrators, cabinet ministers, health inspectors,
customs officers, tax assessors, drug registration officials, factory
inspectors. pricing officials, and political parties.

Obviously, the matter of greatest concern is the widespread
practice of questionable payments to ministers or officials to secure
the registration or approval for sale of products. In addition to the
disclosures of this type documented above, Cyanamid, Richardson-
Merrell, Searle, Sterling, A. H. Robins and Alcon revealed
payments to secure government permission for the marketing of
products. A Washington Post report of 8 February 1976 claimed
that Searle assured continued government approval of its birth
control pills in Iran by giving gifts to the relatives of the decision-
making official.

Almost equally disturbing is the kind of payment revealed by
Becton-Dickinson where “a representative of a local government
health official was paid $12,000 in cash to forestall the threat of the
government official to close one of the Company’s plants’ (8K : Sept
76: 2). There is a sad sequel to the American Hospital Supply
disclosure that Mexican health inspectors were paid off ‘not to
report the subsidiary’s violations of the Mexican Health Code’. In
1979, nine Mexican women died in the Monterey hospital maternity
ward after being given contaminated intravenous solution manu-
factured by AHS Mexico. The cause of death was ‘traumatic shock’
due to viral contamination. The AHS intravenous solution was
found to be ‘contaminated with gram negative bacterias, staphy-
lococcus, and probably mold’ (La Prensa, 25 October 1979).
Criminal charges against AHS executives are proceeding.

English-speaking peoples sometimes too readily assume that
their standards of corruptibility are far higher than those of non-
Western countries which have attracted most attention in the
bribery scandals. Within the United States the state of Nevada
fulfils a similar role to some Third World countries which are havens
from pharmaceutical regulation. A Los Angeles Times article on the
free availability of the ‘youth drug’ Gerovital in Nevada made the
following points.

For example, the same bill that legalized Gerovital legalized
laetrile, ascribed by many persons as a cancer treatment, and it
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was disclosed that the bill's author was renting a condominium at
Tahoe from a man on trial for smuggling laetrile.

A Nevada investigation is pending against the chief stockholder
of Rom-Amer Pharmaceutical Co., the Las Vegas-based
company that makes Gerovital, and two other men for allegedly
bribing a state assemblyman to push a bill last May that would
have made Gerovital available in the state without a prescription
(Los Angeles Times, 13 Nov. 1979; Part [, 20).

It is true that US Food and Drug Administration inspectors have
a remarkable reputation for integrity. In spite of this they are
offered bribes from time to time. Fuller (1972: 300-1) recounts the
story of an FDA inspector who was offered $10,000 by a small drug
manufacturer who he was trying to close down. This was a case of
both attempted bribery and blackmail. The manufacturer had
opened a savings account for the inspector, without the inspector’s
knowledge, and had been regularly depositing several hundred
dollars a month in the account. The manufacturer attempted to give
the inspector a choice between taking the $10.000 quietly and not
prosecuting, or having to explain the bank account to his superiors.
l'aking his chances on the latter option, the inspector successfully
convicted the manufacturer.

One FDA employee told of an instance of a kickback within the
US pharmaceutical industry with very serious implications. A
pharmaceutical company employee with responsibility for animal
toxicology studies was receiving illegal commissions from an
outside testing laboratory to which he was sending work. The
testing laboratory was said by my FDA informant to be one of
notoriously low standards. To the credit of the pharmaceutical
company, it reported the behaviour of its employee to the FDA.
The FDA successfully prosecuted the contract testing laboratory
and would have also prosecuted the drug company employee had he
not died soon after investigations began.

The extent of the documentation of questionable payments by
US companies assembled in this chapter is a tribute to the relative
openness of US governmental processes. This should not lead to the
assumption that American companies are more corrupt than com-
panies of other nationalities. On the contrary, most of the execu-
tives of US companies interviewed were of the opinion that their
colleagues were less prone to bribery than European pharma-
ceutical executives. None of the European executives, in contrast,
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maintained that they were less corrupt than the Americans. And of
course both American and European transnational executives
maintained that their reluctance to bribe was much greater than that
of indigenous pharmaceutical companies in Third-World countries.
Perhaps these opinions bear some relationship to the reality;
perhaps they do not.

Two government pharmaceutical buyers have been imprisoned in
Kenya after conviction for accepting bribes of $14.000 from
Hoffman-La Roche, the Swiss drug company, for allegedly favour-
ing their products when spending the government’s medicine
budget (Heller, 1977: 56). Yudkin (1978: 811) claims that the two
health officials had bought sufficient quantities of an antibacterial
agent and a tranquilliser from Hoffman-La Roche to last the nation
for more than ten years — not a healthy situation with products
having a shelf-life of only a couple of years.

How bribes are passed

The SEC disclosures manifest considerable differences between
companies in the extent to which top management in the US had
detailed knowledge of the payments. In some they clearly did: in
others there was no way of knowing. What is clear is that in most
cases the top person in the subsidiary had detailed knowledge. This
fits with evidence from my interviews. The SEC disclosures give a
misleading picture of the nature of bribery in the international
pharmaceutical industry with respect to the seniority of the
recipients of payments. Merck was the only pharmaceutical
company which disclosed a payment to a cabinet-level official.

It is common knowledge that in Latin America ministers respon-
sible for health are almost invariably rich with wealth which comes
largely from the international pharmaceutical industry. For this
reason such ministries are among the most avidly sought by
politicians. A payment to a minister is often quite a straightforward
matter. One informant who had left the industry to work with an
international agency after many years in several Latin American
countries explained what happens.

The general manager of the Latin American subsidiary takes the
health minister —usually he is called a minister for social security —
to dinner. Maybe he gets 15 per cent. The general manager gives
him an envelope with $10,000 or $15.000 in it and say My
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company will be lodging a permit to market a new drug next
week. I hope that you will be able to see that the application is
considered speedily.’

The general manager would not ask the minister to make sure a
new product was approved. The interaction is more subtle than
that. Certainly it would be unwise to mention that there were some
problems, that some people had doubts about the safety of the drug.
The minister would rather not know, perhaps in some cases because
it avoids uncomfortable feelings of guilt. 1 spoke to one former
Latin American health minister, who, while not admitting that he
himself had accepted such payments. confirmed that the above
description matched his understanding of how it was done.

Getting money to put in the envelope without leaving a scent for
auditors requires ingenuity. SEC disclosures are rich with informa-
tion which shows the variety of ways this can be done. If the
secretary of a hospital board owns an architectural firm, a law firm,
ora pul‘1lic relations firm then you can hire his/her firm. perhaps
even get some genuine services from it, but pay extravagantly for
such services. You can even rent a property from the person con-
cerned at an unusually remunerative rental.

One executive told me of a scheme for getting cash for a slush
fund which was beautiful in its simplicity. A considerable quantity
of timber growing on the company’s property was sold for cash
which went into the secret account. Since dealing in timber was not
part of the company’s normal business there was little risk in not
entering the moneys on the books. With small payments. for
example to health inspectors, executives can have their expense
accounts increased on the understanding that these moneys will be
used for bribes.

The pharmaceutical disclosures show that paying on an invoice to
the company for services not actually rendered, or overinvoicing hy-
the company so that an excess can be put aside for the recipient of
the bribe have been the most commonly reported practices in the
pharmaceutical industry. When amounts are large it has often been
found necessary to substitute a numbered Swiss bank account for
the plain envelope.

In Guatemala 1 was not told any stories of general managers
meeting with ministers to get products approved. Whereas in
Mexico the attitude seems to be that foreign business should pay for
everything it gets, in Guatemala the attitude of the military regime
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is rather ‘what’s good for foreign business is good for Guatemala’.
Thus, transnationals generally get what they want without paying,
or even asking for that matter. A bureaucrat who put too many
obstacles in the way of an American company might well become a
victim of the happy nexus among American business, the CIA, and
the Guatemalan military rulers.” Pharmaceutical companies do not
have to buy off plant inspectors because there are no inspections.
During its first five years of manufacturing in Guatemala a trans-
national does not need to pay tax assessors because there is no tax.
During the second five years half the normal company tax rate
applies. Whenever a new machine is purchased its total value is
deductible, and in each of the succeeding 10 years a 10 per cent
depreciation can be deducted. At the end of a decade 200 per cent of
the value of the machine has been deducted. Combine this with an
unrestrained capacity to split income among many different holding
companies, and to charge whatever transfer prices it wishes, and the
need to regard tax assessors as adversaries disappears.

The contrast between Mexico and Guatemala is also vivid on the
need to pay social security officials to expedite price increases. In
Mexico this form of bribery seems to have involved the largest sums
and attracted the greatest public outrage. Companies in
Guatemala, however, can expect almost automatic increases each
year to keep prices up to a 20 per cent excess over production costs
(with production costs supplied by the companies, and never, in the
recollection of my informants. being subjected to critical scrutiny by
the government). The approval process becomes less than auto-
matic only when the company asks for more. Presumably bribery
might then become a possibility. -

To suggest that the plain envelope is less a feature of Guatemalan
than Mexican regulatory institutions is not to say that dirty money
never gets into the hands of Guatemalan regulators. Drug rcgi§-
tration applications are made through agents who must be regis-
tered Guatemalan pharmacists. One American company told me
that its outside pharmacist was on a monthly retainer of US$300 to
perform perfunctory duties in putting his name on the registration
document and lodging it. None of the companies | interviewed
could recall a product of theirs not being approved. nor could they
recall any other transnational having a product rcgixlraliuﬁ
rejected. One does wonder, therefore, whether some of this
US$300, a lot in a poor country, finds its way into the hands of the
approving officer. -
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One of the most interesting aspects of reading through the docu-
ments on questionable payments at the SEC is the length to which
some companies have gone in order to secure tax deductibility for
their questionable payments. American Home Products, Merck,
Warner-Lambert, Squibb, Bristol-Myers, Johnson and Johnson,
Cyanamid, Sterling, and Carter-Wallace all treated questionable
payments as deductible expenses. In defence of the pharmaceutical
industry, however, it must be pointed out that it cannot match some
of the lengths to reduce tax liability of other industries. One
company, reportedly the subject of an IRS investigation, carried its
slush fund on its books as an investment in a Libyan lease. Having
used the money it then reported the expropriation of the lease by
the Libyan government and claimed a loss on its tax return (Herlihy
and Levine, 1976: 596-7)!

The account in this section and in the foregoing extracts from
documents lodged with the SEC on how bribery is executed is
undoubtedly oversimplified. Finding the right person to give the
plain envelope to is often not as simple as making a dinner appoint-
ment with the minister. This problem is delightfully illustrated by
Reisman (1979: 140). Reisman tells of a now-deceased US senator
who exploded in fury when a young man from his home state,
seeking a favour, offered an outright payment.

“Young man, | ought to kick you right out of my office. I ought to
kick you through the hall and right down the stairs. You know,
I've got a mind to Kick you right across Pennsylvania Avenue.
What a nerve. 1 ought to kick you to— Massachusetts Avenue and
up to room 406, where my old law partner works. Now get out
before I really get angry.’

A Mexican crusade against bribery

The early months of 1977 saw in Mexico the most dramatic crusade
against corruption in the history of the international pharmaceutical
industry. One night many of the most powerful figures in the
Mexican pharmaceutical industry came home to find their homes,
as one informant dramatically described it, ‘surrounded by soldiers
with machine guns’. Eight were arrested and thrown into jail while
many others who were tipped off after the earlier arrests avoided
capture by not returning to their homes. Among those jailed was
the most powerful individual in the industry, Juan Lopez Silanes,
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the President of the National Industrial Chamber of Chemical
and Industrial Laboratories (the Camara). The Camara has a
uniquely powerful role in the Mexican political and economic
system. Membership of the Camara is obligatory in law for any
company which wishes to undertake chemical or pharmaceutical
production in the country, and the government is required to
include it in certain of its decision-making processes. A number of
general managers of large transnational pharmaceutical companies
were also jailed, including the general manager of Lilly, the only
major US company not to disclose questionable payments to the
SEC:

The arrests were the beginnings of a crusade by the newly elected
Portillo government against corrupt relationships between the
pharmaceutical industry and officers of its Institute of Social
Securnty (IMSS). A number of senior officials with responsibility for
approving price increases for pharmaceutical sales to the govern-
ment were dismissed by the new Director of Social Security amid a
flurry of allegations that they had been accepting bribes from the
industry. After a matter of only days, weeks in a couple of cases, the
imprisoned defendants were released on bail. Bail was set at the
staggering figure of almost one million pesos ($0.44 million) each.
The Camara held a meeting with President Portillo on 15 March
1977, in which it upbraided the President that ‘the denouncing and
the opinions around it had without rhyme or reason caused great
harm to the entire pharmaceutical industry’.* Some months later
the government dropped the charges against the eight defendants.

The secretary of the Camara, and other industry executives to
whom I spoke, were of the view that the government never believed
it had the evidence to convict the defendants of bribery, or *fraud,
falsification of documents and attempts against the public economy’
as the charge read, and never intended to consummate its legal
threats against such powerful figures. Probably they were right. As
the 1977 Annual Report of the Camara argued: “This raid was in
reality aimed at launching a moralizing campaign to turn into reality
the aims set forth by the new Government of the Republic at
Inauguration Day.’

An understanding of the government’s purpose can be gained
from the account by the general manager of one transnational
concerning what happened when he and the general managers of
the other large corporations, were called together by the new
Director of Social Security.
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He told them . . . in so many words . . . that if they could afford
to pay 10 per cent to his officials on Social Security contracts,
then all contracts from then on would be subject to a 10 per cent
special deduction, and they should stop paying bribes. To this day
we still pay the 10 per cent deduction. Now they pay 20 per cent—
10 per cent deduction and 10 per cent bribe. [laughter] Not
really. Only some of the companies still pay the bribes.

Throwing those powerful people in jail was not for deterrence,
incapacitation, retribution, rehabilitation, or any other recognised
aim of criminal law. But what happened was certainly bound up
with crime prevention.® It was an attempt to signal a new morality,
to announce with as much drama as possible that what had been
accepted in the past might no longer be acceptable in the future.
Whether it was a successful attempt is difficult to say.

The tentacles of corruption are so deeply embedded in Mexican
culture that any attempt to root them out is bound to meet with
mixed success. There are some small signs of improvement, how-
ever. One Mexican quality assurance director said: ‘It used to be
standard to bribe them [inspectors]. But not any more. Many now
go to the FDA for training and come back with a more professional
attitude.’

Another quality assurance director thought that the situation had
improved marginally since Portillo came to power, especially
because Portillo, unlike former presidents, did not have a long
history of government office during which he was corrupted by the
Mexican system of patronage.

People brought up in the government are incompetent and
corrupt. But things are changing. They are now getting some
people [inspectors] with 10 years or more pharmaceutical
industry experience. These people know their stuff. They know
what questions to ask. They know where to look. Also because
they are not brought up in the government they have not learnt so
much corrupt ways.

Irrespective of what the effect on crime of this Mexican crusade
was, it does throw up an approach to the problem unfamiliar, and
perhaps abhorrent, to Western reformers. This approach
recognises that in the application of law to the international phar-
maceutical industry in a country like Mexico there is no justice. If
the state attempts to use law as a tool of justice, power and money
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will subvert the attempt. But the state can effectively use the
apparatus of law enforcement for dramatic gestures, to deliver a
short sharp shock in which no one is done terrible harm. Such
gestures cannot be sustained for long because once the international
business community recoils from the shock and regroups, it is a
worthy adversary to the state in institutional power. The point,
however, is not to sustain the shock, but simply to jolt the business
community into accepting new, more law-abiding relationships with
government.

The US crusade against bribery

The US crusade against bribery began in earnest with the Lockheed
scandal. It led to the Foreign Corrupt Practices Act of 1977. which
prohibits US companies from paying bribes even when the pay-
ments are made outside the United States. Such extraterritorial
application of US law is not extraordinary, having precedents in tax,
antitrust, trademark and trading with the enemy laws. About thirty
consent decrees have also been struck between the SEC and com-
panies disclosing questionable payments. In the case of the
American Hospital Supply consent decree discussed earlier, the
company, inter alia, agreed to publish the results of a detailed
investigation into its affairs by an audit committee, to refrain in
future from any political contributions. legal or illegal, and only
reach written arrangements with consultants who must ‘have an
established place of business and other clients or customers, [be]
independent of the prospective AHSC customer and its manage-
ment personnel, and render bona fide services to AHSC'

Critics of the crusade argue that it has had the effect of hamstring-
ing American business while German competitors, for example,
can continue to make corrupt payments and claim them as tax
deductible even where they violate foreign laws. Other critics, most
notably Reisman (1979), have argued that the crusade has not
changed corrupt business practices. Bequai (1976) tells us that the
SEC has been firing blanks:

Who gets hurt in consent settlements? The SEC getsa notch inits
gun. The law firm gets money, the public is happy because they
read ‘fraud’ in the newspaper and think criminality right away.
The company neither admits nor denies anything. It’s the perfect
accommodation. And it’s all one big charade.
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While Bequai’s view is not without a grain.nf truth, th.c va}uc of
consent decrees for incapacitating the offending corporation ahngld
not be forgotten. When I spoke to lawyers at the zﬂ_\mcngan_ HL?}‘III;?
Supply Corporation. | was pleased not to be in thE!.T shmj. ks
anywhere in the world. AHS retains a consultant vf.'ho is not ‘inde-
pe;ldem of the prospective AHSC customer a!ul its management
personnel’ the company can be convicted criminally for breach of
the decree. The US government does not hau" to prove Fhut ll"n:
consultant did anything improper. Various provisions of this sort in
the consent order make it a relatively slraightfcnrwar.d matter f(_)r the
SEC to convict the company on any future occasion when it has
grounds to suspect that a bribe has been paid. .
i Of course corrupt practices continue among many Amcncjan
corporations which are not under consent decrees. Au.s‘tra!lun.
pharmaceutical executives repeatedly told me that a mmpan._\
cannot do business in Indonesia without making corrupt payments.
An Australian executive of an American company with respon-
sibilities for this region said: “They make all of thc‘sc rules which
can’t really be adhered to but if we break them we're on our own
and they will come down upon us." A person to whom this
Australian answers at US headquarters of the same company madc
a similar comment, while taking a more charitable v‘u‘:w qt Alhc
protections afforded the individual by the company: Subsidiary
managers must sign a document saying no law violations gcc_urred I_U_
his kwnowledge. But everyone understands that signing this
document is one of the risks you take. The corporation u:-nll try to
stand behind you if it can. But there’s a chance that it won’t be able
!0-‘ . . -
Yet another senior headquarters executive of the corpnranm}
displays the game of cat and mouse that is played between the US
and the periphery on this question.

I've only once had one of the subsidiaries come to me with the
qucslim-l of whether a bribe should be paid to a government
official. He said to me that it will take 18 months to get the dr_ug
registered if we don’t pay the bribe and 6 months if we do. Of
course I had to advise him not to pay it. Probably he had no
intention of paying it but was looking to t?e able to plamc A
headquarters for not getting the drug registered quick enough. If
he had any intention to pay the bribe he never would have
mentioned it to me in the first place.
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Most of the American executives interviewed believed that the
Foreign Corrupt Practices Act had some, though not necessarily a
total, inhibiting effect on the willingness of employees to pass
corrupt payments, and that it therefore disadvantaged American
business in competition with European and indigenous companies.
One contrary view on the latter was expressed by a manager in the
Mexican subsidiary of an American corporation:

Our company policy is not to pay bribes. But sometimes if you
want a price increase it is necessary. Some of them they do ask for
extra money. This is an unofficial position, but the
pharmaceutical industry has to pay bribes like everyone else.
J.B.: Do you think that American companies are disadvantaged
compared to local firms?

No, it is local companies which are disadvantaged because they
do not have so much money to pay bribes. With a large company
it is easier to have large amounts of money floating around which
is not recorded in the books.

Even in the most corrupt of environments it is possible. with
determination, to resist corrupt payments. Many executives
cannot, however, be bothered with such determination.

I worked in Mexico for years and I learned that you don’t have to
pay the infamous mordita. You make the ground-rulesclear with
the bureaucrats from the beginning. You tell them that you won’t
pay them and hold firm to that line always. You keep ringing
them up about what you want done. You keep on their backs until
they’re so fed up that they agree to get you out of their hair so that
they have more time to work on people who will pay.

One executive explained an even more arduous alternative to
corrupt payments in Mexico. When word was out that an inspector
was on his way to demand a payment or the closure of the plant,
everyone would go home for the afternoon so that no one was there
to talk to him. A Mexican executive of Lilly, which, we have seen,
does seem to have managed to avoid corrupt payments more than
most American companies, explained a third alternative.

They know we are forbidden to pay bribes. Instead we have to
rely on friendship with them. We take them to the very best
restaurants. . . . And good wine. We hope that they will grant us
approvals because we are friends.

Bribery

I'here is no question that in the five countries where this study was
conducted — Guatemala, Mexico, Australia, Great Britain and the
Lnited States — corruption can be successfully resisted. Whether
this would be true of Indonesia, the Philippines. Saudi Arabia, ora
number of other countries infamous for their corruption is a more
difficult question.

What needs to be overcome is the sense of nihilism conveyed by
writers such as Reisman (1979) about the impossibility of con-
trolling corruption. We often lose sight of the fact that business
people do not generally like to pay bribes. Certainly, minor “facili-
tating payments” might often be seen as the only way of turning the
wheels of some hopelessly clogged bureaucracies. But as well as
producing certain benefits, bribery entails definite costs. In many
circumstances it is possible for public policy interventions to
marginally increase the costs of bribery to the point where these
costs are no longer perceived as less than the benefits. Indeed in
some circumstances this has already happened.

First. let us consider these costs. Reisman (1979) himself has
conceded that contracts won by bribes are less secure than those
honestly won because a new regime swept to power in a campaign
ngainst the corruption of its predecessor might feel justified in
reneging. Some pharmaceutical companies will find it very much
harder than others to restart operations in Iran, and some may
never get in. These are matters of great moment to the companies.

I'here have even been suggestions that corruption in the phar-
maceutical industry was a contributing factor, albeit a minor one, 1o
the revolution in Iran. Prior to the revolution. Iran’s former
Minister of Health, Dr Shaikol Eslamizadeh, together with his
deputy-minister and personal assistant, was arrested on charges of
corruption. The international pharmaceutical industry newsheet
SCRIP reported at the time (23 September 1978):

The former minister, who resigned several months ago, is said to
have helped contribute to the country’s recent social discontent
by his handling of the national health insurance scheme.
According to newspaper reports, he is alleged to have accepted
bribes in return for limiting the range of drugs which doctors
could prescribe, and public indignation at this alleged corruption
is reported to be one of the causes of the recent riots in Teheran.

More simply, bribes eat into profits. even personal expense
pecounts, in the same way as any cost of doing business. In the
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pharmaceutical industry we have seen that bribes can be as high as
20 per cent of the total price for a contract. This is not a trivial
consideration considering that tax is (or should be) also paid on the
amount. If discovered, bribes can tarnish the public image of a
corporation, not just in a small Third-World market where the bribe
is paid, but internationally, and most importantly, in the biggest
market of them all, the United States. It is ridiculous to argue that
transnational corporations are not concerned about their public
images, because they all spend small fortunes on attempts to
enhance them. We see the extreme manifestation of this with Lilly,
which has shunned certain corrupt markets in the Third World
rather than risk compromising that reputation for propriety and
excellence which in many years has made it number one or number
two in pharmaceutical sales within the US."

For the executive who has been trained to find the most efficient,
least risky way of achieving a goal, bribery is, for all of the reasons
considered above, a distasteful last resort. Little wonder that when
Fortune Magazine (Oct. 1977: 128-96) published an ‘investability
mdex’ for Asian countries one of the negative factors in the index
was a five-point scale estimating degree of corruption.

Because the costs of corruption are substantial when measured
against its benefits, the Foreign Corrupt Practices Act of 1977
perhaps has in some markets tipped the balance of costs over
benefits.™* No corporation wants the publicity of an early showcase
prosecution under the Act. Perhaps the risk of this is small, but it
still looms large in the subjective cost-benefit calculations of
executives. More important has been the impact on individuals who
have been rendered vulnerable by the requirement that they sign a
statement each year that no payments have been made. They know
this sets them up as scapegoats for the corporation, so that even
where the benefits of bribery for the corporation exceed the costs,
the subsidiary manager might well decide that for him or her per-
sonally the benefits do not exceed the costs. Of course managers can
only afford this ‘irrational’ choice if their own sales performance is
healthy and not under question by headquarters.™ A subsidiary
manager threatened with dismissal, loss of a performance bonus, or
missing a promotion might decide that a bribe is worth the risk
personally, even though for the corporation the benefit does not
justify this risk. But even in this latter situation the statement to be
signed is still likely to be some disincentive against taking such a
course. Every executive with whom | discussed this matter felt
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signing that piece of paper increased their personal vulnerability to
some extent.

People in the international divisions of both an American and a
European company, whose job it is to keep in touch with such
matters. told me that in certain markets when the European com-
panies had seen the Americans begin to refuse to pay bribes without
drastic consequences, they had struck agreement that for certain
types of payments all the transnationals would adopt a uniform
stand in refusing to pav bribes. One would have to go to these
countries and check the situation on the ground before accepting
that this really was happening. Nevertheless, even in Mexico, | was
told that when some American companies took a stand against
certain payments, such as to inspectors, some European companies
followed suit. The general manager of one transnational in Mexico
expressed cynicism, however, about overtures which had been
made to him concerning the adoption of an organised front against
bribery by the transnationals.

People will always break ranks. We all agreed here in Mexico not
to sell to the government at less than cost. That seems to be in
everyone’s interest. But I had three tons of [a certain drug] which
was due for expiry. I had to unload it by selling below cost or
destroy it. The other companies got very angry with me for
breaking the rules. But what could I do. 1 would have had to
destroy the three tons.

I give you another example. | sell[a certain drug] at below cost to
the government so government doctors will prescribe our

| product] for their patients. If the patient feels the drug helps him
to get better he will ask for our tradename again from the
pharmacist or take the bottle to the pharmacist. You see | was
selling below cost for promotion.

In a statement which was also interesting from an antitrust view-
point, he went on to argue that no matter how strongly in the
interests of the companies a uniform stand is, there will always be
individual companies who will have even stronger commercial
reasons for breaking the agreement.

In conclusion, the US crusade against bribery in the 1970s must be
judged to have had some positive effects. The claims of some Wash-
ington lobbyists that the crusade has lost American industry many
billions of dollars to overseas competitors is exaggerated because:
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(a) The deterrent effects of the crusade were real, but not as
great as that.

(b) A great proportion of the documented cases of bribery
involved bribes by one American transnational to take
business away from another American transnational.

(c) Many other payments were not to attract business from one
company to another but to get government approvals, bribe
politicians, reduce taxes. etc. Indeed. there have been many
cases where American and European companies have pooled
their bribes to achieve some collective purpose for the
industry as a whole. "

(d) To the extent that American companies have adopted new
standards, European companies have at least in some
measure followed their lead.

(e) The various costs of bribery discussed in this chapter mean
that in many cases bribes confer only a marginal benefit on
the company. In some cases bribes which would not have
been in the long-term interest of the company may even have
been deterred. All companies have an interest in not having
to pay bribes.

It should also be pointed out that transnational companies, and
that means American companies mainly, have a peculiar interest in
strengthening the whole world economy. Bribery weakens econ-
omies. It tends to keep corrupt bureaucrats and politicians in power
ahead of competent ones.' It confers business advantage to the
company which pays the biggest bribe rather than to the company
which is most efficient. To the extent that efficiency replaces
corruptness as the criterion of success in both business and govern-
ment administration, economic growth will result. This may be one
reason why the most corrupt countries of the world remain among
the most impoverished. '

The US crusade against bribery has prompted more stringent
scrutiny of standards of corporate propriety in a wide range of areas
beyond just bribery. This influence has also been worldwide rather
than limited to the United States. These two points were borne out
in the following communication | received from a senior manager in
one of Australia’s largest companies:

The strongest support that internal audit has received in recent
times has been the enactment in the US of the Foreign Corrupt
Practices Act of 1977. This Act. which I am sure you have
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studied, requires among other things that companies maintain a
system of internal controls and that there are mechanisms in place
to ensure that directors are able to assure themselves that
regulations for which they are responsible are. in fact. being
carried out.

To meet any obligations under this Act, most US companies
have, on a cost/benefit basis. decided to strengthen their internal
audit functions and ensure greater co-operation between the
internal audit and external auditors. This has meant that internal
auditor organisations have had to look to increasing their
standards of professional practice.

The UN crusade against bribery

The US and Sweden are entitled to feel some resentment that they
apply their laws against corruption extraterritorially while the rest
of the world does not.'? The United Nations response has been to
try to prevent the US from retreating from its position of leadership
against corruption by attempting to push the standards of the rest of
the world up to those of the US. Hence we have seen the curious
alliance of the Third World, who correctly see themselves as the
major victims of corruption, being supported by the US against
opposition from European nations in its efforts to institute a
meaningful international Agreement on Illicit Payments.

Work on the agreement has been the responsibility of the United
Nations Commission on Transnational Corporations (ECOSOC,
1979; Asante, 1979). Jointly with this, the Commission is working
on a wider *Code of Conduct for Transnational Corporations” which
will probably include provisions on non-interference in internal
political affairs, abstention from corrupt practices, transfer pricing,
restrictive business practices, consumer protection and environ-
mental protection (UN Commission on Transnational Corpora-
tions, 1978, 1979).

A crucial question is whether these international agreements can
tdo much more than depend on individual nations to enforce the
ngreement. They can, of course, foster mutual assistance in investi-
gation, extradition, and other measures to ensure that every act of
international bribery is punishable under some set of national laws
rather than being allowed to fall between the interstices among
them. Many hope, however, particularly with the broader Code of
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Conduct, that provision will be made for action by the international
community as a whole against a transnational corporation in viola-
tion of the code.

There has been significant support for the proposition that states,
trade unions, consumer groups and other bodies should be able to
bring complaints against a transnational corporation to a United
Nations panel.™ Under the weakest option, the panel would simply
reach a determination on the complaint. If it were decided that the
transnational corporation had violated the code, the panel would
widely publicise this fact in the hope that such adverse publicity
would act as a deterrent. The panel could issue a call for the
‘blacklisting’ of certain activities or products of the corporation by
member states, the international trade union movement or the
international consumer movement. A call could be issued for the
denial of the validity of all contracts of a certain form with the
transnational. Parties which reneged on such contracts could then
possibly be exempted from liability.

Under stronger options national authorities could be asked by the
panel to impose sanctions which would range from *penal sanctions,
to withdrawal of government privileges (no contracting, etc. ), to tax
and regulatory measures’ (UN Commission on Transnational
Corporations, December 1978).

An appropriate legal link would have to be established between
the decision at the international level and its execution
(administration of sanctions) at the national level. A legally
binding undertaking by the States adopting the Code would be
the most effective such link. An undertaking on a non-binding
basis would probably be honoured by States in a large number of
cases, but the certainty of the link between decision and sanction
would diminish (UN Commission on Transnational
Corporations, December 1978: 23).

In many situations states adopting the code would ignore non-
binding undertakings. However, it is not unrealistic to expect that
politically astute recommendations for sanction would be acted
upon. Imagine, for example, if United Brands had been brought
before a UN panel in connection with its agreement to pay a $2.5
million bribe to the Honduran Finance Minister. The purpose of
this celebrated corrupt payment was to entice the Finance Minister
to undercut the tax rate on bananas prevailing among the Union de
Paises Exportadores de Banano (UPEB). One would expect that a
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recommendation by a UN panel that the UPEB countries
(Honduras, Costa Rica, Panama, Guatemala, and Colombia)
sanction United Brands by all increasing their banana tax by a
certain percentage would have been well received by those coun-
tries. Sanctions which make money for governments are bound to
be more attractive than trade bans which only hurt the victim
further.

Reisman (1979: 157) reflects the cynicism about the UN crusade
which is widespread among Western intellectuals when he says: "An
international prosecutor and an international court whose writ ran
to all corners of the world could make an international agreement
effective; but neither exists nor is likely to be created. . . ." Surely it
cannot be accepted that international initiatives against Apartheid
or acts of aggression are inevitably ineffective if they fall short of "a
court whose writ ran to all corners of the world’. International
affairs is such a complex business that it is naive to limit the possi-
bilities for constructive intervention to wholesale legal hegemony.
A UN panel constituted as a countervailing force against the occas-
ional violations of a code by transnational corporations could, if its
members were sophisticated diplomats. constructively affect the
course of events. The need for such a panel is part of a wider need
for an internationalisation of trade unionism and an international-
isation of consumerism as countervailing forces against the inter-
nationalisation of capital. It is of course foolish to expect that such
international institutions of countervailing power would signifi-
cantly turn the course of the world economic system. Nevertheless,
subtle and small containments of the abuse of economic power
might be achieved.

A UN panel which had only the power of publicity would have
value. Indeed a case can be sustained that adverse publicity is a
more effective constraint on corporate abuses than law (see Fisse,
1971; Braithwaite, 1979a). Certainly this is the view of business
people themselves. In a survey of 531 top and middle US managers,
the Opinion Research Corporation found that 92 per cent of the
respondents did not believe that legislation would effectively stop
bribery of foreign officials, but there was considerable support for
the preventative effectiveness of publicity (Opinion Research Cor-
poration, 1975; Allen, 1976).

A Harvard Business Review survey of readers (Brenner and
Molander, 1977) found that among respondents who thought that
ethical standards in business had improved over the past fifteen
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years, the three factors which were most often listed as causing
higher standards were, in order of importance:

Percentage of
respondents
listing factor
Public disclosure; publicity; media coverage:
better communication 31

Increased public concern: public awareness,
consciousness, and scrutiny: better informed
public; societal pressures 20

Government regulation, legislation, and
intervention; federal courts 10

Former Ford President, Arjay Miller once argued that the calcu-
lating, profit-maximising businessman would be irrational to be
overly worried about the constraints imposed by the law when he
offered the advice; ‘Do that which you would feel comfortable
explaining on television” (quoted by Byron, 1977). What the United
Nations Commission on Transnational Corporations can realistic-
ally hope to achieve is putting transnational corporate crime on
world television.
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3 Safety testing of drugs:
from negligence to fraud

SOME CASE STUDIES

Each year in the United States a quarter of a million people and
many millions of animals are experimented upon with new drugs
(Subcommittee on Health, 1976a: Part 11, 336). The great cost of
this experimentation in suffering and money can only be justified if
data collection and interpretation are honest and objective. Regret-
tably, researchers retained by the pharmaceutical industry have not
always met these standards. All of former FDA Commissioner
Goddard’s successors have repeated before Congressional hearings
the concerns over researcher dishonesty first expressed by Goddard
at a Pharmaceutical Manufacturers Association Meeting in 1966
(Subcommittee on Health, 1976: Part 11, 157).

I have been shocked at the materials that come in. In addition to
the problem of quality, there is the problem of dishonesty in the
investigational new drug usage. I will admit there are grey areas
in the IND situation, but the conscious withholding of
unfavorable animal clinical data is not a grey matter. The
deliberate choice of clinical investigators known to be more
concerned about industry friendships than in developing good
data is not a grey area matter. The planting in journals of articles
that begin to commercialize what is still an investigational new
drug is not a grey matter area. These actions run counter to the
law and the efforts [sic] governing drug industry.

Dr Ley, Goddard’s immediate successor at the helm of the FDA.
told hearings before the US Senate (US Senate, 1969) of one spot
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check which turned up the case of an assistant professor of medicine
who had reputedly tested twenty-four drugs for nine different
companies. ‘Patients who died while on clinical trials were not
reported to the sponsor’, an audit revealed. ‘Dead people were
listed as subjects of testing. People reported as subjects of testing
were not in the hospital at the time of the tests. Patient consent
forms bore dates indicating they were signed by the subjects after
the subjects died.” A commercial drug-testing firm which had
ostensibly worked on 82 drugs for 28 sponsors was the subject of
another audit.

Patients who died. left the hospital or dropped out of the study
were replaced by other patients in the tests without notification in
the records. Forty-one patients reported as participating in
studies were dead or not in the hospital during the studies. .
Record-keeping, supervision and observation of patients in
general were grossly inadequate.

Letters from clinical investigators to their sponsoring drug com-
panies reveal something of the way commercial factors intrude into
what should be independent objective research. The following
letter was sent by a drug-testing doctor to Dr Nelson Cantwell of
Merck:

Dear Nelson,

The enclosed letter is from a very fine patient. | thought
vou would be interested in her very vivid and articulate
description of the adverse symptoms she encountered with
Indomethacin.

I would emphasize that these do not alarm me nor indicate any
evidence of organic damage but | am afraid they will offer some
practical problems in marketing this drug.

Needless to say, | am very grateful for all of your kind efforts in
regard to my trip to Japan.

I'll look forward to seeing you on my return. | think we must
get together and plan on publishing some of the data which we
have collected. Best regards always (US Senate. 1969: Part 8,
3453).

The following doctor, with his ‘fingers crossed” hoping for results
favourable to the company, also seems to manifest a biased attitude
in his letter to Merck:
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Dear Dr Cantwell:

I received your letter this morning and want to thank you for
suggesting a grant for the rheumatology section at the University
of [a large state university].

Since you were here we have started a number of new patients
on indomethacin (the LX capsules). At least three of the patients
complained of severe epigastric distress within 30 minutes after
taking the capsule. Therefore, in the next few subjects we started
them out on 1 capsule twice a day increasing 1 capsule daily until
they reached the maximum 6 capsules and believe it or not we
encountered no distress. This is the method we will follow for the
time being, with our fingers crossed (US Senate, 1969: Part 11,
461).

Dr Stanley W. Jacob of the University of Oregon Medical School
was hired by Research Industries Inc. to monitor two safety tests on
a new drug for inflammation of the bladder. In 1979, when the FDA
investigated irregularities in the data collected in these studies, it
was found that Dr Jacob owned about $600,000 worth of Research
Industries stock (McTaggart, 1980: 176).

In the three years 1977-80 the FDA claims to have discovered at
least 62 doctors who had submitted manipulated or downright
falsified clinical data. Dr Ronald C. Smith, a psychiatrist, was hired
by six pharmaceutical companies between 1971 and 1978, including
Sandoz, Upjohn and Cyanamid, to test at least a dozen psycho-
tropic drugs. An FDA scientist says, “We learned from an office
assistant . . . that the way the doctor got the pill count to come out
correct was to count the correct number of pills the patient should
have taken and then to flush them down the toilet” (McTaggart,
1980: 177). An FDA check found that only 3 or 4 out of 60 patients
listed as having been tested by Smith had actually been given the
drugs.

Some physicians have been the subject of terrible misfortunes on
the eve of FDA investigations into the quality of the data they have
collected for submission to the agency in support of new drug
applications. Dr James Scheiner, an orthopedic surgeon of Fairfax,
Virginia, who had done several experiments for Johnson and
Johnson, had his office vandalized the night before an FDA audit of
his raw data. The mindless vandals dumped all the records relating
to the studies to be audited into a whirlpool bath. Just before his
next scheduled FDA audit Dr Scheiner had a fire in his office. And
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the night before that inspection was rescheduled, Dr Scheiner was
viciously mugged by an assailant who wielded a paperweight from
his office. Another doctor, Frangois Savery, who had earned a
fortune testing experimental drugs for Hoffman-La Roche and
other leading companies. suffered the misfortune of accidentally
dropping his data overboard while out in a row boat. A US court did
not believe him; he was sentenced to five years’ probation for felony
fraud.

The problem is that most fraud in clinical trials is unlikely to even
be detected. Most cases which do come to public attention only do
so because of extraordinary carelessness by the criminal physician,

; as in the following illustration:

4 In early July 1978, an ambulance rushed June Froman to a
hospital in New York City. Froman, a patient of Dr Jerome
Rotstein, had been treated for a severe case of arthritis with an
experimental drug called Sudoxican, manufactured by Pfizer
Company. Rotstein was supposed to be monitoring Froman’s use
of Sudoxican carefully in late June and early July, and was
supposed to report any unusual reactions to federal officials.
Instead of conducting monitoring tests, however, Rotstein went
on vacation in Europe. By the time he returned, Froman had
already been admitted to the hospital, her liver dissolved by
Sudoxican. ‘In no way could she be saved, no matter what we did
for her,” Rotstein told FDA officials later. But Rotstein pointed
the finger of blame for her death at Pfizer Company officials.
claiming they hid the drug’s serious adverse side effects from him
and tried to convince him not to report the death to Federal
authorities. “It is a killer drug,” Rotstein said. ‘I killed a patient
because [ didn’t know the drug caused hepatictoxicity. I was led
down a blind alley by people who should have known better.”. . .
Alerted by news of Froman's death, FDA investigators reviewed
reports that Pfizer had submitted to the FDA. Strangely, these
reports included results, purportedly from Froman’s case,
recorded up to several days before her hospitalization, that
showed ‘essentially normal clinical studies’. After investigators
examined the clinical studies closely they found that Rotstein had
been out of the country and had never done any of the studies. 1f
Froman had not died, the FDA might well have accepted the
falsified Sudoxican tests, and millions of Americans could have
been exposed to her fate (Mother Jones, June 1982, p. 47).
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There are an infinite variety of ways short of outright falsification
which can be used by an investigator who is a captive of industry
interests. As one British expert has noted:

The problem of suppression of facts is widespread. A typical
case occurs along the following lines; a toxicological study has
been conducted and gives an equivocal result, or a result
unfavourable to the product. A second study is conducted and at
times even a third in which the dose levels are adjusted or the
protocols modified in such a way that eventually a result
favourable to the applicant’s product is obtained. Only the result
favourable to the applicant’s product issubmitted to the
regulatory authority. . . . Microscopical examinations of
histopathological slides may be made by more than one
pathologist each of whom may have come to different
conclusions, yet only the conclusions favourable to the drug are
submitted to the regulatory authority. On one occasion where
such a situation has been detected the applicant with a dismissive
gesture said ‘that investigator gives the wrong results, we will not
use him again’. [ This attitude reveals the commercial pressure
that can be brought to bear on an investigator by the threat of loss
of future work.]. . . A case can be cited where some dramatic
falls in haemoglobin of the order of 3—4 g/100 ml in two animals
were attempted to be hidden by presenting the haematological
data as means and standard errors and commenting in the text
that overall the mean haemoglobin levels were only slightly
reduced when before and after treatment values were compared
(Griffin, 1977: 29, 31).

The boundaries between fraud, criminal negligence and civil
negligence are obviously blurred. Concealing unfavourable
evidence on the safety of a drug has rarely been the subject of
criminal action, though in civil product liability matters it often
becomes a central issue. The charges of involuntary manslaughter
against executives of Grinenthal in Germany concerning the
suppression of dangerous effects of thalidomide is one exception to
the pattern of civil rather than criminal actions.' This pattern would
also have changed in the United States if Congressman Conyers and
his Subcommittee on Crime had succeeded in its bid to have failure
to report known dangerous effects of consumer products a specific
criminal offence.?

There are many cases of drug companies concealing and

55




Safety testing of drugs: from negligence to fraud

misrepresenting dangerous effects of drugs noted by their own
scientists. In 1959 Wallace and Tiernan put a new tranquilliser,
Dornwal, on the market despite the strenuous objections of its own
medical director. Other company experts warned that Dornwal
could cause serious and possibly fatal blood damage. They were
right. Wallace and Tiernan failed to send to the FDA reports of
side-effects which included nine cases of bone marrow disease and
three deaths from using the drug (Johnson, 1976). The company
was found guilty on criminal charges and fined $40.000 (Silverman
and Lee, 1974: 97).

One could list a number of similar types of cases. Johnson and
Johnson’s subsidiary, McNeil Laboratories, was denounced by the
FDA for concealing information on side-effects of Flexin which
according to Johnson (1976) included the drug being associated
with 15 deaths from liver damage. Such more blatant cases are
merely the tip of an iceberg of selective misinformation.

The most dramatic recent case has been the disclosures in the
British Parliament and US Congress that Eli Lilly and Co. knew of
the dangers of Opren, an anti-arthritic drug associated with 74
deaths in Britain alone, 15 months before the drug was withdrawn
(Sunday Times, 27 February 1983). Moreover, almost a year before
the drug was withdrawn from the world market, an investigator with
the FDA’s Clinical Investigations office had recommended criminal
prosecution of Lilly for failing to report adverse reactions to four of
its drugs, including Opren. According to the investigator, 65 of 173
adverse reactions submitted to Lilly by doctors had not been
reported to FDA at all, and not all of the side effects mentioned in
an initial application to FDA were mentioned in its final submis-
sion, and not all of the side effects mentioned in its final submission
had been mentioned in the initial application. The alleged com-
bined effect was to have each document grossly understating the
problem (Wall Street Journal, 4 August 1982).

The problem is not restricted to Anglo-Saxon countries. In
November 1982, a Japanese company, Nippon Chemiphar,
admitted to presenting bogus data to the Japanese Government
with its application to market a pain-killer and anti-inflammation
drug under the brand name of Norvedan. The company submitted
cooked up data to the Government in the name of Dr Harcio
Sampei, chief of plastic surgery at Nippon University. The good
doctor had accepted 2.4 million Yen in cash from the company in
return for permission to use his name. More disturbing are similar

56

Safety testing of drugs: from negligence to fraud

allegations on another Nippon Chemiphar product. The company
denies cooking data on this second product. But the worrying aspect
of the second scandal is that a former company researcher claims to
have submitted a written report alleging fraud in drug testing by
Nippon Chemiphar to the Japanese Health and Welfare Ministry:
Ministry officials, he alleges. chose to ignore the report (Japan
Times, 23, 24, 25 November 1982).

Data fabrication is so widespread in the pharmaceutical industry
as to support an argot — the practice is called ‘making’ in the
Japanese industry, ‘graphiting’ or ‘dry labelling’ in the United
States.

The pioneering work of Morton Mintz

Morton Mintz, in his monograph The Therapeutic Nightmare, later
revised as By Prescription Only (1967). was the first to provide a
detailed case-study approach to fraud in drug testing.

The first case study was of Regimen tablets, a non-pres-
cription ‘reducing pill’ on which Americans spent $16 million
between 1957 and 1963. Slogans such as °1 lost 25 pounds in 30 days
taking Regimen Tablets without dieting” were the basis of these
sales.

In 1962 the Food and Drug Administration made multiple
seizures of Regimen Tablets on charges of misbranding. In
connection with this, the government took depositions from two
physicians who had been engaged to conduct clinical tests with
the drug (phenylpropanolamine hydrochloride), which is no
longer on the market. Dr Ernest C. Brown of Baltimore, whose
fee was $1000, admitted in his deposition, FDA said in a letter
to Senator Humphrey, that 30 of the 43 charts he had submitted
on 50 patients ‘were fabricated’. Dr Kathleen E. Roberts of

San Francisco and later Toledo, who was paid $4000,
acknowledged in her deposition that her report was ‘untrue in its
entirety’. Her charts on 57 of 75 patients ‘were complete
fabrications’, the agency told Humphrey. Of the remainder, ‘only
the patients’ initials and starting weights were correct’ (Mintz
1967: 326).

In January 1964 a Brooklyn grand jury returned an indictment
against the Regimen advertising agency for preparing false copy for
a drug product at the direction of a client.
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An unnamed physician was said in the indictment to have been
induced to “change the conclusion of a clinical test he had
performed with the tablets’. Endorsers of the pills, the indictment
asserted, were shown being weighed each week, the scales
registering weight losses each time. Actually, the before-and-
after models were on strict diets and, said the indictment, had
been taking prescription drugs under supervision of a physician
(Mintz, 1967: 327).

Kastor, Hilton, Chesley, Clifford and Atherton, the Regimen
advertising agency, was fined $50.000. John Andre, sole stock-
holder in the Drug Research Corporation, marketer of Regimen,
was also fined $50,000 and sentenced to eighteen months in prison.
The corporation itself was fined $53,000. On | September, 1966, the
United States Court of Appeals in New York City affirmed the
convictions. A petition of review was subsequently denied by the
Supreme Court *

In June 1964 Dr Bennett A. Robin was convicted on five counts of
causing pharmaceutical firms to submit erroneous reports on new
drugs by supplying them with fraudulent clinical results. The
government successfully argued that Robin had never examined
patients on whom he purportedly was testing the five products
mentioned in the indictment. One product which was released to
the market by the FDA, partly on the basis of evidence from Robin,
was Hoffman-La Roche’s Tigan (trimethobenzamide). In the
December 1960 issue of the Maryland State Medical Journal, Robin
had reported on a comparison between Tigan and a placebo with
respect to nausea and vomiting. ‘Tigan® effectively relieved the
symptoms . . . within an average of 80 minutes in 94 of 96 patients’,
he said.

The Robin case study was staggering because many of the most
reputable companies in the pharmaceutical industry had used him
for clinical trials at some stage. Robin had ‘tested’ 45 products for 22
firms, purportedly on a total of 6,400 patients. Exposure of Robin
can be traced to a statistical analysis of his papers by Dr John
Nestor, an FDA scientist. In an internal FDA communication
Nestor said that his analysis ‘indicates that, in general, his results
are impossible’, and that he ‘is a fraud’. This led Senator Humphrey
to raise a number of questions in the Senate at the time as to why the
drug companies had not also found the results ‘impossible’.

Another case was that of Dr Leo J. Cass, director of the Harvard
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LLaw School Health Service. FDA suspicions were first aroused by
‘the extraordinarily large number of investigations’ that Cass
Research Associates had made ‘in a short period of time’. Most of
the major companies had retained Cass’s company. He had under-
tuken 84 research projects for testing investigational drugs and 25
projects for product marketing applications.

On May 6, 1966, the FDA inmitiated action to halt the sale of
Norgesic. In Cambridge, Cass Research acknowledged “certain
deficiencies’ in record-keeping. blamed them on “the observers

| the company] retained’, and said it was now out of the
drug-testing business. The “certain deficiencies’ were spelled out
later by FDA in the Federal Register when it acted to take
Measurin and Stendin off the market. It turned out that Cass
Research had been quick with the dead: A number of patients
reported to have been treated in its studies, the agency said, ‘in
fact were not so treated . . . these persons were deceased or not
hospitalized at the institution [Long Island Hospital in Boston]
where the investigations were allegedly conducted.” FDA said

L nss Research also had supplied it with other ‘untrue
statements’, including claims that treated patients had certain
medical conditions which investigation showed they did not have
{Mintz, 1967: 338d).

In his persuasive documentation of the widespread fraud in the
“elinical testing of drugs, Mintz also relied on the revealing contents
Wl confidential documents such as the following internal FDA
Mmemorandum (Mintz, 1967: 334).

For many vears Dr ‘collaborated’ with Doctors —— and
s in ‘clinical studies’ which we strongly suspect were
eonducted by the *graphite’ method [that is, by invention with a
. pencil, rather than by actual testing].
B With Dr 's death a year or so ago, we had hopes that the
gombination had been disrupted for good.
We have learned recently, however, that has gained new
wlligs. and the combination is back in the ‘clinical study’ business.
~ These allies are:
—M.D.
New York City, N.Y., and
o M.D.
~ Mrooklyn, N.Y.
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Inquiries, studies, data. etc. from these men should receive
extremely careful consideration and scrutiny.
R. C. BRANDENBURG

Another fascinating communication is from a physician to a
manufacturer. The physician seems to be happy to have the drug
company write his paper for him without so much as seeing the data.

I had a talk with Dr [name of clinical investigator|, and while he
gave me the impression that he had already done enough work on
the new subject to indicate that the study would be favorable. the
publication of the results bothers him.

He can’t seem to figure out how he can write such a paper
without appearing ridiculous. Do you have ideas on it? If so. why
don’t you write a paper that would fit the concept and let me go on
from there. I am not asking you to do my work. I just want to be
sure that the manuscript will come as close to what you want as
possible (Mintz, 1967: 336).

MER/29

The most shocking case of fraud in the safety testing of drugs was
with MER/29 (triparanol), an agent intended to reduce blood
cholesterol levels. The sponsoring company was William §.
Merrell, a subsidiary of the Richardson-Merrell transnational. An
estimated 300,000 Americans used MER/29 during its first twelve
months on the market in 1960-61 (Silverman. 1976: 91 ). Soon after
release to the market reports began flooding in about side-effects
which included baldness, skin damage. changes in the reproductive
organs and the blood, and serious eye damage including the pro-
duction of cataracts. On 12 April the drug was withdrawn from the
market. But that was only the beginning of the MER/29 story.

Mrs Beulah Jordan had quit Merrell, where she had worked as a
laboratory technician on the safety testing of MER/29, after being
dissatisfied at the integrity of the scientific work undertaken by the
company. When in early 1962 the dangers of Merrell’s anti-
cholesterol drug was in the newspapers, Mrs Jordan's husband
mentioned her doubts to a member of his car pool who happened to
be an FDA inspector. This led to an FDA inspection which un-
covered the sordid detail of the MER/29 affair.

Crucial MER/29 testing had been done on monkeys. Mrs
Jordan’s attention was drawn to the deteriorating condition of her
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‘pet’ laboratory monkey. After a few months on MER/29, it was
unable to jump onto the weighing pan, a simple trick all the
monkeys had been trained to perform. According to Mrs Jordan.
the monkey ‘got very mean. there was a loss of weight, and it
couldn’t see well enough to hit the pan . . . in our opinion, this
monkey was sick due to a reaction from this drug.’

Mrs Jordan reported this to her supervisor, ‘Dr’ William King (it
was later discovered that he had not yet been awarded his medical
degree), who in turn informed Merrell’s director of biological
sciences, Dr Evert van Maanen:

Dr van Maanen, with the concurrence of Dr King, then decided
to throw out the sick male drug monkey mentioned above from
the experiment and substitute another control monkey in his
place which had never been on MER/29.

After this decision, Dr van Maanen called Mrs Jordan into his
office and instructed her to make this substitution in working up
the weight charts. . . . Mrs Jordan resented being asked to . . .
render a false report, and refused to sign her charts. Dr King
ordered her to never mention the substitution. She was told that
this was the way the Company wanted it and to forget it. She was
told that this order had come from higher up and there was
nothing she could do about it but obey the order and do as the
*higher-ups’ wanted (Rice, 1969).

Invoking the authority of anonymous ‘higher-ups’ made it
difficult for Mrs Jordan to go over King's head to report the fraud
up the line. Hence, no company directors became aware of the
fraud.

In total Mrs Jordan was told to change the figures on eight
monkeys. It was also revealed that other employees had been
instructed to revise charts which did not indicate the desired
fesults — to ‘smooth out data’ as this revision process was called at
Merrell.

Various blood dyscrasias were noted in blood smears taken from
maonkeys that had been tested on MER/29; none were observed in
the control monkeys. ‘Merrell had tried to change the records so
that it appeared that all monkeys were supposed to have had these
unomalies’ (Fuller, 1972: 90). Some of the test monkeys had been
o MER/29 for only eight months, although they were listed in the
submissions to the FDA as having taken the drug for a full course of
16 months and done well.
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The lengths to which Richardson had been prepared to £0 1o get
the drug on the market are revealed in the charges. Count three.
for example, dealt with Richardson-Merrell's reports of a chronic
toxicity study in monkeys. The company had reported that
monkey No. 51 was given Mer 29 at one dose level for six months
and at a lower dose level for a further ten months, but what the
FDA inspectors uncovered was that the higher dose of MER 29
had never been administered to monkey 51 and the lower dose
had been administered for a shorter time than claimed. In toro.
the experiment had lasted for 7 months and 26 days and not the 16
months stated in the application to the FDA. Monkey 35, on the
other hand, had been designated a control for the ‘16 month
study,” although in fact for the first 6 months, No. 35 had been
given a drug similar to Mer 29 and had not been used as a control
at all. The company’s application to the FDA claimed that
monkeys had not lost body weight when in fact they had, and that
a monkey had suffered no liver or gall bladder damage when in
fact it had (Knightley et al., 1979: 67).

There were abuses in other studies. In a dog study, animals which
died were replaced with three additional dogs to improve the
figures. *Among beagle dogs, Merrell covered up the fact that
portions of the gonads had undergone “marked tubular and inter-
stitial atrophy™ * (Fuller, 1972: 90). There was also a cover-up of
irreparable eye damage to the lab animals. In some cases the lenses
of the eyes were clouded so much that the retina could not be
observed. These and other eye infections led one pathologist to
comment in his report that he had ‘never seen such an involvement
of the lens’ (Fuller, 1972: 90).

Merrell stated that all the female rats involved in one experiment
had survived, when in fact they had all died. Data submitted on
their weight and blood values were totally fabricated. Merrell,
foolishly as it turned out, had encouraged other companies to do
comparative studies on MER/29. Both Merck and Upjohn reported
to Merrell that the drug had caused eye damage to its experimental
animals. These findings were not passed on to the FDA by Merrell.

The cover-up on animal testing was followed by a cover-up on
human testing. Ungar (1973: 101-2) has documented the calculated
nature of this deceit.

McMaster [ Associate Director of Clinical Research] had
responded to a doctor in Omaha who had complained that his
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patients on MER/29 suffered from eye discharge and swelling:
‘Most of the side effects you have reported have been unusual
ones in that they have not been reported by other
investigators. . . . Is it possible that [they] could have been
coincidental with the administration of drugs other than MER /29
concurrently?” This same line of rebuttal was now recommended
to Merrell’s enthusiastic drug salesmen as well. One
memorandum issued to them advised: ‘When a doctor says your
drug causes a side effect, the immediate reply is: “Doctor, what
other drug is the patient taking?”’ Even if you know your drug can
cause the side effect mentioned, chances are equally good the
same side effect is being caused by a second drug! You let your
drug take the blame when you counter with a defensive answer.”
On the very day that Dr Talbot of the FDA issued his approval
of MER /29, McMaster learned of a California doctor whose
results with MER/29, were ‘rather equivocal if not completely
negative.’ The Californian was not ready to give up, however,
and sought Merrell’s financial support for an extension of his
studies to other patients. “Although it begins to appear that any
report from this study may be a negative one.” McMaster wrote to
a colleague at Merrell, ‘we may find that we are money ahead to
keep Dr Engelberg busy at it for a while longer rather than to take
a chance on his reporting negatively on so few patients. . . . My
personal recommendation is that the [$500] grant-in-aid be
approved only to keep Dr Engelberg occupied for a while longer.”

A Merrell interdepartmental memorandum noted that a paper
signed by a New Jersey physician — “prepared for the most part by
us’ — had been accepted by the Journal of the Medical Society of New
Jersey. Another internal memorandum recommended continued
pﬂynicm of a personal consultation fee to a physician, maiply on the
grounds that the company could not afford to risk alienation of the
doctor at that time. ‘Perhaps’, it was optimistically noted by a
Merrell employee, ‘I shouldn’t regard this as blackmail’ (US
Senate, 1969: Part 10 3972). An early approach to military hospitals
was justified as follows: "We were not thinking here so much of
honest clinical work as we were of a pre-marketing softening prior
to the introduction of the product’ (US Senate, 1969: Part 10, 3971).

By March of 1961, McMaster—although still writing otherwise to
doctors who complained — concluded privately that “there can be
no doubt of the association of MER/29 therapy with [hair]
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changes.” He drafted a proposed addition to the warning on the
drug package, citing ‘changes in color, texture or amount” of hair
as possible side effects. That wording was vetoed on its way
through the corporate power structure, however, as ‘rather
frightening.’

“After all.” objected Dr Robert T. Stormont, who vetoed the
language, ‘none of those cases developed green, pink or lavender
hair, I hope.’

The warning was edited to say simply ‘thinning of the hair’
(Ungar, 1973: 103).

The upshot of the investigation was that Merrell, the parent
Richardson-Merrell, ‘Dr’ King, Dr Van Maanen and Merrell vice-
president Werner all pleaded ‘no contest’ to a variety of criminal
fraud counts. In the words of Matthew F. McGuire, then Chief
Judge of the US District Court for the District of Columbia, the
pleas were ‘tantamount to a plea of guilty’. Fines of $60,000 and
$20.000 were levied against Merrell and Richardson-Merrell
respectively. The three individual defendants were each sentenced
to merely six months’ probation. If corporations are rational, profit-
maximising creatures, a total fine of $80,000 would have to be
regarded as a justifiable risk given that Richardson-Merrell esti-
mated the potential market for MER/29 as $4.25 billion a year
(Knightley et al., 1979: 65).

The main reason for the no-contest pleas was that Merrell was
worried that the trial record could be used to advantage by victims
of MER/29 in civil suits. Regardless, the civil suits did follow,
almost 500 of them. Richardson-Merrell is believed to have paid out
about $200 million in damages mostly settled out of court. This has
been a severe burden, even for a Fortune 500 company.

Before leaving the MER/29 case study it is worth mentioning some
of the more trivial abuses which tend to be forgotten when compared
with the serious crimes mentioned above. As discussed earlier it is
the more subtle abuses which are probably more widespread and
consequently do more harm. Consider two perfectly legal acts of
social irresponsibility uncovered by the MER/29 investigations.

When doctors at the Mayo Clinic in Minnesota asked for the
necessary forms to report to Cincinnati about side effects,
McMaster sent along only two; the doctors at Mayo wrote back
asking for at least three more. “You have under-estimated us,’
they told McMaster jokingly (Ungar, 1973: 103).
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CGiiven what is known about how easy it is to discourage doctors
from making adverse drug reaction reports,* this minor act of social
irresponsibility can be a small part of a pattern of neglect. The same
could be said of the following perfectly legal, and on its own trivial,
buse.

At about the same time, the name of the man who supervised
Merrell’s salesmen in the field began to be deleted from the list of
people receiving interoffice correspondence alluding to the
possible harmful consequences of MER/29. The Merrell official
who left the name off said he did so because the information
‘might be a little discouraging’ to the sales supervisor (Ungar,
1973: 104).

Thalidomide

About 83000 thalidomide children are alive today in 46 countries
around the world. Perhaps twice that number died at birth as a
result of the drug. Some of the thalidomide children have no arms,
just flippers from the shoulders; others are without legs as well —
limbless trunks, just a head and a body. The physical horror of
thalidomide was in some ways matched by horrible impacts on the
social fabric of so many families. Mothers in particular were tragic
victims. One husband told his wife: “If you bring that monster
home, 1 leave.” She did, and he left her, like many other thali-
domide fathers.

“They didn’t allow me to see him, because they said I was too ill,’
says Florence Evans, whose son Liam is blind and has no arms.
‘When they gave him to me, his face was split, hanging apart like
on a butcher’s slab. The doctor was crying and said my baby
wouldn’t live. But he did, and two weeks later they sent him home
with his face stitched up. He was my own flesh and blood and had
to be cared for. I didn’t cry outwardly, but inside I screamed. I've
never left the house on my own from that day since’ (Knightley et
al, 1979: 114).

The lessons from thalidomide are many. The most important of
il concerns the need for international exchange of information on
niverse reaction and the abolition of trade names for drugs. In the
garly 1960s when the adverse effects of thalidomide were being
discussed. so inadequate was the international communication
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among drug regulatory agencies that companies could for some
time isolate bad news about a drug to the country where the
untoward research appeared. Hence several hundred thalidomide
babies were born in Japan during the period of over a year when
sales continued there after the product had been withdrawn from
the market in Europe. In ltaly thalidomide remained on the market
for ten months after withdrawal in the rest of Europe, and in
Canada for three months.

The more than fifty different trade names under which thali-
domide was marketed in different countries was the single most
important factor in delaying an immediate halt to sales (Taussig,
1963). Dr Per Olav Lundberg wrote in an article in the Swedish
Medical Journal, 1965:

At the end of November 1961 some of my colleagues at the
Academic Hospital (Uppsala) were sitting reading a small notice
in a Stockholm newspaper concerning a German drug called
Contergan, which at a recent congress had been reported to have
a possible teratogenic action. We naturally wanted to know if this
was something to remember and if the drug in question existed in
Sweden. A telephone call to a chemist resulting in an intensive
study of the literature gave us the answer: neither Contergan nor
any similar drug seemed to exist in our country. Unfortunately,
this was not true (Sjostrom and Nilsson, 1972: 132).

Thalidomide, which had been marketed as Contergan in
Germany. was sold in Sweden as Neurosedyn and Noxidyn. When
thalidomide was withdrawn in Sweden, the authorities did not warn
mothers against using pills already released. Consequently at least
five babies were born needlessly crippled. The Swedish manu-
facturer of thalidomide allowed the product to be sold in Argentina
for three months after it had been withdrawn in Sweden.

In a book published in July 1976 Teff and Munro reported that as
recently as March 1976 thirty thalidomide tablets had turned up ina
West Sussex campaign to return unused medicines. Investigative
journalists played a more important role than health regulatory
authorities in many parts of the world in saving children from
thalidomide.

An alert Brazilian reporter had a suspicion that thalidomide was
being sold in pharmacies in his own large city, Sao Paulo, because
he had suddenly become aware of numbers of limbless newborns.
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Upon inquiry, however, he was told by authorities that
thalidomide was not being sold in Sao Paulo. He persisted in his
questioning, and discovered that thalidomide was indeed being
widely sold but that it was known to the public and the
‘authorities” only by its brand names: Slip®, Ondasil®, Verdil®.
Sedin®, and Seralis®. When this was made known, 2.5 million
tablets containing thalidomide in pharmacies and pharmaceutical
factories in Sao Paulo were confiscated by officials. Countless
children and their parents must always be grateful to that
inquisitive reporter (Burack, 1976: 70-1).

Let us return to the beginning of the thalidomide story. The drug
was discovered in the 1950s by the German company, Chemie
Giriinenthal. Thalidomide was basically to be used as an hypnotic
(sleeping pill) and tranquilliser. Early clinical trials were unsatis-
lactory and there were no double blind tests (where neither doctor
nor patient knows what drug treatment the patient is receiving).
Instead it seems that the company relied on what were impression-
istic testimonials from clinicians such as Dr Jung:

[r Jung was on a retainer of about DM 200 a month (then about
$60) from Griinenthal. In a clinic in Cologne. he had given
thalidomide to twenty patients, for only four weeks. Yet his
admiration for the drug appeared overwhelming.

He had. forexample, used it on four youths who were suffering
from moral tension as the result of masturbation. In confidential
chats, they had revealed to him that after taking thalidomide their
desire to masturbate had decreased, their moral tension had
evaporated, and they felt much better. Also, said Dr Jung,
thalidomide had cured premature ejaculation in a number of
married patients whose wives were reported to have expressed
great satisfaction with the results. On the basis of his tnals, Dr
Jung reported to Griinenthal at the beginning of June 1955 that
he considered thalidomide ready to be marketed (Knightley et
al.. 1979: 26).

Yet, as Griinenthal gathered its glowing testimonials from sub-
servient doctors, other physicians were informing the company,
even before the drug was placed on the market, of side-effects
which included giddiness, nausea, constipation, a ‘hangover’,
wakefulness and an allergic reaction. In spite of this, Griinenthal
launched thalidomide with an advertising campaign aimed at selling
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it over the counter in pharmacies rather than by prescription.
Promotional material pointed out that thalidomide was ‘completely
non-poisonous . . . safe . . . astonishingly safe . . . non-toxic . . .
fully harmless . . ." and even that it could be taken in higher doses
than recommended without any danger (Knightley etal.. 1979: 28).

It was Griinenthal’s claim to have made a scientific breakthrough
in producing a ‘completely safe’ sedative which produced staggering
sales. No sedative had ever been called ‘completely safe’. Company
sales staff were instructed to use lines such as °In hospitals, regular
tests on patients of thalidomide are superfluous.’ Between 1958 and
1960 doctors began reporting a much more serious side-effect of
thalidomide — peripheral neuritis.* Grinenthal scientists lied in
their replies to physicians who wrote in with reports of peripheral
neuritis. To Dr Gustav Schmaltz in December 1958 the company
replied, "We feel obliged to say that this is the first time such side
effects have been reported to us. . . ." To Dr Ralf Voss in October
1959, *Happily we can tell you that such disadvantageous effects
have not been brought to our notice’ (Knightley etal., 1979: 28-30).

By early 1960 the volume of complaints from physicians and sales
representatives in the field was such that Grinenthal was coming to
grips with the fact that the adverse effects would have to be
responded to in a more formal way. An internal memorandum
warned: ‘Sooner or later we will not be able to stop publication of
the side effects of Contergan. We are therefore anxious to get as
many positive pieces of work as possible.”

On March 30, 1960, a Griinenthal representative reported that
initial approaches to a doctor in Iran had been unsuccessful.
‘However, since the Iranian doctor is very materialistic in his
outlook, concrete results should be forthcoming soon.” . . . what
Griinenthal wanted above all was quick results. The company
spelled out its policy on trials in a letter to the Portuguese
licensee, Firma Paracelsia, of Oporto: “To be quite clear about it:
a quick publication, perhaps in three months, with the reports of
fifteen to twenty successful cases who have toierated the drug
well, is more important to us than a broadly based, large work
that will not appear for eight to twelve months. From this, you
can see what kind of testers we have in mind.’

The experience of the doctor in carrying out clinical trials
seemed to matter little. One, Dr Konrad Lang, had never
previously tested a drug before it came on the market but
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undertook to try thalidomide on children at the University Clinic,
Bonn. Forty children, most of whom had brain damage. were
given the drug under Dr Lang’s supervision for periods of up to
nine weeks without the permission or knowledge of their parenis.
The doses were ten to twenty times higher than Grinenthal’s
recommended dose for adults. One child had a circulatory
collapse, one child died from a congenital heart defect, a twenty-
one-month-old baby with convulsive disorders lost her vision
temporarily, and a three-month-old baby died from heart failure.
Dr Lang considered it very questionable that any of these
reactions was connected with thalidomide, and reported to the
company: ‘In general terms Contergan could be described as a
rapid-acting sedative particularly suited for use with children’
{Knightley et al., 1979: 34-3).

Very different treatment awaited doctors who planned to publish
unfavourable reports about thalidomide. One company memor-
andum showed how a report on peripheral neuritis from thalido-
mide submitted by one doctor was held up: “The friendly connection
with [ the editor of the journal] contributed to the delay in treatment
of the submitted manuscript.” When the possibility of legal conse-
quences from the promotion of their ‘completely safe’ drug became
clear, the game of harassing clinicians who produced unfavourable
reports began in earnest. Grinenthal hired a private detective to
report on hostile physicians. The detective made notes on the
private lives and family circumstances of certain physicians. One
report says: “The father of DrB. isan ex-communist and nowadays
a member of SED’ (Sjostrém and Nilsson, 1972: 69).

Distillers bought the licence to market thalidomide in Great
Britain. The company was primarily a huge spirits and liquor manu-
facturer. Knowledge of side-effects from thalidomide came later to
Distillers’ attention than with Griinenthal. But when an awareness
did begin, it was suppressed, just as in the case of Griinenthal. By
February 1961 dozens of cases of peripheral neuritis had been
brought to Distillers’ attention. The company began to copsidfer
putting ‘a little more emphasis’ on the risk of peripheral neuritis ‘in
the hope that the number of cases will diminish if doctors are aware
of the possibility’. Distillers’ sales people were not altogether
enthusiastic about this idea. One sales executive, J. Paton, wrote:
‘It is not our job to educate the medical profession how to look out
for various conditions. From a sales promotion point of view, the
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more we write on this side effect, the more it is likely to get out of
perspective.’ So the sales representatives were instructed: {The]
possible occurrence of peripheral neuritis is a remote one and in no
way detracts from the main selling point of Distaval. . . . It has a
toxic effect of which you should be aware . . . but there is no need to
alarm the medical profession or discuss the matter unless it is
raised.’

It was in the Australian subsidiary of Distillers that the greatest
opportunity to curtail the thalidomide disaster was missed. By early
1961 a young Sydney obstetrician, Dr William McBride, was con-
vinced of a connection between thalidomide and bizarre birth
defects. By July 1961 at least two and possibly six Australian
Distillers’ employees knew that Dr McBride suspected thalidomide
of causing deformed births. Yet no word of this reached the London
head office of Distillers until 21 November, more than four months
later. Interestingly. one of the six Australian Distillers’ employees
who knew about the McBride findings was John Bishop, a sales
representative in South Australia. Bishop had been told by one of
his superiors in mid-1961 that *“We've had a report from a doctor in
Sydney about Distaval abnormalities in the foetus.” Bishop recalls
that his superior ‘was clearly worried. He was not taking the matter
lightly” (Knightley et al., 1979: 90). Nor was Bishop taking the
matter lightly, because he had given thalidomide to calm the nerves
of his pregnant wife.

A month later Bishop's child was born with six digits on one hand.
Both hands were at an uneven angle at the wrist joint, turning
inwards across the body. Bishop made the link between thalido-
mide and the deformities when he recalled the earlier conversation
with his superior. The child later became a recipient of compensa-
tion from Distillers. In spite of this kind of personal interest, head-
quarters was not informed for four months.

When word of the McBride findings finally did go to London in
November 1961, the recipient of the bad news at headquarters was
an export manager for Australia, John Flawn. Flawn also had given
his pregnant wife thalidomide to help her sleep.

Alexander Flawn, born on January 9, 1962, was one of the
worst-damaged thalidomide children in Britain. He had a
deformed and shortened arm with a hand without a thumb. The
other hand had one extra finger. His palate had a gaping hole in it.
His face was paralysed on one side. One ear was completely
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missing, the other grossly deformed. For the first eighteen
months of his life, he vomited his food across the room with
projectile-like force. It soon became clear that his brain was
damaged, that he was deaf and dumb, and had poor vision in his
left eve. "When Alex was born, I was frightfully brave.’ said
Judith Flawn. ‘1 cut off all my feelings. This was a terrible mistake
because I didn’t come alive again for seven years’ (Knightley et
al., 1979: 112).

That certain organisational actors in the events which delayed the
withdrawal of thalidomide were personal victims of the tragedy is
instructive. Individuals in their organisational roles can be part of a
whole, which they would in no way choose to participate in were
that whole apparent to them.

The many hundreds of foetuses damaged during the second half
of 1961 might have been saved were it not for another unfortunate
circumstance. McBride's crucial paper on thalidomide and birth
deformities had been submitted to the prestigious British journal,
T'he Lancet. In September the paper was returned — by surface mail!
(a discourtesy Australian academics frequently have to tolerate
from international journals.) ‘A covering letter dated July 13 and
signed by the assistant editor said that although McBride's theory
about thalidomide was interesting, pressure to publish important
papers was such that there was no space for this contribution . . .
(McBride’s paper was eventually published, as part of another, in
1963 in the Medical Journal of Australia.)’ (Knightley et al., 1979:
91).

On the other side of the world, Professor Lenz of Hamburg
University had reached the same conclusions as McBride. On 26
November 1961 the mass circulation newspaper Welr am Sonntag
took up Lenz's findings with the headline: MALFORMATIONS
FROM TABLETS - ALARMING SUSPICION OF PHYSI-
CIAN'S GLOBALLY DISTRIBUTED DRUG. Griinenthal
attacked Lenz and the Welt am Sonntag article as sensationalist, yet
withdrew thalidomide from the German market ‘Because press
reports have undermined the basis of scientific discussion. . . .

Thalidomide was never approved for marketing in the United
States thanks to the caution of FDA scientist Dr Frances Kelsey,
who was honoured by President Kennedy for saving the nation from
the disaster. Cautious regulators in France and Israel also refused to
approve the drug.
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In spite of the fact that thalidomide was not approved in the
United States, the American company which was licensed by
Griinenthal Richardson-Merrell of MER/29 fame. distributed two
and a half million tablets to 1,267 doctors, who gave them to some
20,000 patients. This was supposedly all part of Richardson-
Merrell's clinical testing programme in the United States. Although
the medical department had the right of veto, the doctors to be
offered thalidomide were chosen by the sales representatives.
Salesmen were told not to offer placebos, only to provide them if
the doctor requested them. What this adds up to is that Richardson-
Merrell was not interested in genuine clinical testing but in soften-
ing up the market by interesting influential physicians in the
product. The strategy was to flatter key doctors by telling them that
they had been specially selected to pilot the miracle new product.
They were told that it really did not matter very much if they did not
keep records of their clinical trials.

Al least ten thalidomide children were born in the United States.
The more sophisticated Richardson-Merrell pharmacologists were
guilty of many sins of omission. They knew that a drug like thali-
domide could cross the placental barrier. “Yet knowing that thali-
domide mighr affect the foetus, Richardson-Merrell did no animal
reproduction tests or controlled clinical trials on mothers during the
sensitive period of pregnancy to see whether in fact it did’
(Knightley et al., 1979: 72). There were sins of commission as well.
The clinical data which were presented to FDA in its submission for
approval of thalidomide were misleading and concocted in a variety
of ways. One crucial paper written by independent physician, Dr
Ray O. Nulsen of Ohio, was in fact written by the medical director
of Richardson-Merrell.

'By December 1961, the law, so it seemed, had begun to catch up
with Griinenthal. The public prosecutor’s office in Aachen,
Germany, began an investigation which lasted four years, to deter-
mine whether criminal charges should be laid. On 2 September 1965
lhe prosecutor drew up a preliminary bill of indictment charging
nine Grunenthal executives with intent to commit bodily harm and
involuntary manslaughter. The full bill of indictment took another
two years to compile.

On 27 May 1968 the trial began with Grinenthal defending its
executives by arguing that under German law an unborn baby had
no legal protection except in connection with criminal abortion.
Predictably, it was also able to produce a string of expert witnesses
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who argued that there was no conclusive proof that thalidomide
caused birth deformities.

The trial and its attendant publicity was bitter. On 26 May 1970
the prosecution complained to the court that five journalists had
been threatened with ‘reprisals’ by Griinenthal for writing stories
which did not meet with the company’s approval. It began to appear
that the trial would go on for ever. This suited Griinenthal. Their
tactic was to suggest (correctly) that the protracted criminal pro-
ceedings were holding up out-of-court settlement of compensation
claims for the thalidomide families. Griunenthal declared: ‘If we
wait to see where the trial gets us. we shall still be sitting here in ten
vears’ time and the children will have nothing. If we are forced to.
we shall fight to the end, and that, of course, will diminish the
resources available for any payment by the company.’

Amid attacks from the press of ‘justice for sale’, on 18 December
1970, two years and seven months after the trial had begun, a
bargain was struck. The court, with the explicit agreement of the
prosecution, suspended the criminal hearing and Grinenthal
agreed to pay $31 million in compensation to the German thali-
domide children. The company and its officers had been neither
acquitted nor found guilty.

The German settlement set the pattern for the rest of the world.
In spite of all the wrongdoing associated with the thalidomide affair,
nothing anywhere in the world was ever, to this writer's knowledge,
settled in a court of criminal or civil jurisdiction. No one could put a
figure on the many hundreds of millions of dollars which have been
paid around the world in out-of-court settlements. One reason for
this is that pharmaceutical companies often imposed the condition
that the settlement remain secret. The purpose of such a condition
was to keep other victims in the dark about what was possible. In
Quebec Richardson-Merrell seemed to have achieved a great
victory through its imposition of a secretiveness condition upon all
settlements. The parents of 26 thalidomide victims in Quebec did
not become aware of the possibility of civil action against the
company until after the twelve months’ statute of limitations
on personal-injury cases in Quebec had expired. Fortunately,
however, some international legal manoeuvres by a lawyer
representing these clients enticed Richardson-Merrell to settle with
them.

It would seem that the companies’ strategy of quiet, out-of-court
settlement has been prudent. In the only thalidomide case ever to
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20 to a jury decision, Richardson-Merrell was found negligent and
the jury awarded the plaintuff $550,000 more than her lawyers had
asked for.® Richardson-Merrell set in train an appeal, and ultimately
this case was also resettled out-of-court for an undisclosed sum.

The companies involved have suffered significant setbacks as a
result of their involvement with thalidomide. Chemie Griinenthal
has never recovered the important position it had in the German
pharmaceutical industry prior to the tragedy. Distillers pulled out of
the pharmaceutical business in 1962, selling its assets to Eli Lilly.
Richardson-Merrell stocks plummeted on the New York stock
exchange at the time of the MER/29 and thalidomide crises, and
between 1961 and 1964 its profit levels remained on a plateau. But
from 1965 onwards it experienced the steady rise in profitability
which it had enjoyed prior to the crisis. For a Fortune 500 company
perhaps any legal setback is likely to be overcome in the long term
But for Richardson-Merrell the setback did last for a number of
years. During 1962 the company’s stock prices were more than
halved (from $98 in February and March to $44 in September and
October). Richardson-Merrell stocks did not return to the prices of
early 1962 until momentarily in September 1967 and permanently in
October 1968.

The story of Morag McCallum illustrates that whatever the
thalidomide settlements could be construed as constituting, it
would not be called justice.

For Morag McCallum no sum of money could give her the world
she will never know. She is blind, deaf. and dumb. One side of her
body is paralysed so that she cannot smile. She is severely
retarded, and there is little hope of breaking through to her dark.
silent mind. She boards at a special school for the deaf, fifty miles
from where she lives in Stirlingshire, Scotland, but she will soon
be sixteen. Then the educational authorities will no longer be
responsible for her, and her mother has not been able to find a
place willing to accept her. Mrs McCallum says, ‘Somebody has
to be with her all the time. You never know what will happen.
She’s just a wild animal. There is no communication with her at
all.”

Morag’s savage, disturbing presence disrupts all family life and
demands great endurance from her parents, brother, and two
sisters. Morag was born as a non-identical twin (her brother
suffered no damage). ‘For the first three years no one came to

74

Safery testing of drugs: from negligence to fraud

help us.” says Mrs McCallum. “Then when a doctor did come, he
had a piece of paper which I could sign to put Morag away into a
mental hospital. I refused.”

Alexander McCallum, an accident-repair mechanic for buses,
has been even more upset by his daughter’s fate. After her birth.
hie became a psychiatric outpatient and now, after further health
problems, is an invalid and never likely to work again. The
MeCallums are both angry for having agreed to the low
settlement in 1968. *“Morag got only £16.000 and yet a boy with
short arms but normal intelligence and likely to be able to earn his
living got £2,000 more” (Knightley et al., 1979: 219).

- One couple from Liége, Belgium, poisoned their eight-day-old
thalidomide daughter. They were charged with murder, but
eguitted to the wild acclaim of a thousand people who had crushed
At the courtroom for the week-long trial. Had they been convicted
While so many culpable company executives roamed free, we would
ive witnessed one of the more terrible ironies in the history of
;- minal justice.

"_-- . nv Sflrle

The thalidomide disaster resulted in a general tightening of drug
.5'.1 ulatory laws in most developed countries around the globe.
Another fiasco in the mid-1970s involving the G. D. Searle cor-
Wrntion produced dramatic regulatory change in the more specific
Fen of the safety testing of drugs.

Searle, one of the largest American pharmaceutical companies
s subjected to a barrage of allegations before Senator Edward
Ronnedy’s Sub-committee on Health of the Senate Judiciary
pmittee between 1975 and 1977. Kennedy and the FDA were
need that both fraud and incompetence were widespread in
ﬂehrlc safety testing programme. FDA head Schmidt testified to
. lar concern over the testing of what was to become Searle’s
ipselling line, Aldactone.

‘ This report clearly indicated a dose-related increase in the
Hrequency of liver and testicular tumors and recommended that
hese lindings be analyzed for statistical significance.
Although FDA regulations require *alarming findings’ to be
submitted to the Agency promptly, this had not been done.
In the course of our review of the 78-week study on rats, we
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have found a variety of other problems and questionable practices.
For example, tissue masses were excised from three live animals
during the study, and the animals were allowed to continue in the
study. Two of these tumors were malignant and were not
reported to FDA (Subcommittee on Health, 1976a: Part I1. 9).

Itis disconcerting that even today, after three separate reviews
by Searle personnel of the same data from the 78-week rat study,
we are continuing to discover errors that complicate review of this
study.

Review of a 104-week rat study on Aldactone conducted at
Hazleton Laboratories [a contract laboratory] also revealed
problems. Only 70 percent of the tissues scheduled for
histopathological examination in the protocol were actually
examined. In addition, some animals with gross lesions which,
according to the study protocol, required histopathological
examination, were not so examined.

Another top seller, Flagyl, which had been the subject of a
concerted campaign by Nader's Health Research Group for with-
drawal from the market on grounds of alleged carcinogenicity, had
its testing data subjected to stinging criticism by Commissioner
Schmidt. One criticism illustrates nicely how a company can use
selectivity of scientific information to advantage.

Among additional major findings of the investigation of this study
are: (1) For several of the animals, it was noted that the
microscopic examination of tissue slides had been conducted by
two different pathologists at Searle who reported different
findings. Rather than submitting both reports, or having a third
pathologist review slides on which the first two disagreed, Searle
submitted only the second pathologist’s report, which in our view
appears substantially more favorable to the drug: and (2) Searle
employees were unable to explain many of the procedures by
which microscopic findings were recorded, edited and verified
prior to the inclusion in the report of this study; most records of
observations of microscopic findings were not dated or signed.
They were also unable to account for the differences in raw data
and the final reports submitted to FDA (Subcommittee on
Health, 1976a: Part I1, 13-14).

Similar allegations were made by Schmidt with respect to the
sweetening ingredient, Aspartame.
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One final example with regard to Aspartame: Our investigators
found that a pathologist’s summary was edited in such a manner
us to alter, generally in a favorable direction, some of the
pathologist’s summarized findings. The original report was not
submitted (Subcommittee on Health, 1976a: Part 11, 15).

Further, on the question of selectivity, the Searle case study gives
Wn indication of the possibilities for completely rejecting a study for
feasons which might or might not be legitimate. A 46-week hamster
study on Aspartame was “discontinued because of “wet tail”, (a
Wisease of hamsters) but none of the symptoms of the disease are
yeflected in daily observation records’ (Subcommittee on Health,
19 76a: Part 11, 35).

One could go on and on listing the myriad of FDA allegations
apread over thousands of pages of testimony before the Senate. Ina
32-rat study of Norpace there were alleged to be “inadequate ante-
mortem observations: e.g. animals reported in good condition were
Wetually dead, inadequate reporting of tissue masses’ (Subcom-
mittee on Health, 1976a: Part 11, 39). The most serious type of
problem which the FDA claimed was common to many Searle
Mtudies was: ‘Because of the perfunctory nature of the observations,
Hssue masses come and go and animals die more than once’
{Subcommittee on Health, 1976a: Part 11, 41). In fact some rats
listed as dead later were recorded as alive, then dead. then
fesurrected once or even twice more. Another bad moment for
Seurle was when its former principal pathologist, John W. Sargatz,
festified that in 1968 and 1969, over his objections, he had been
Instructed to write reassuring comments on post-mortems of rats
Which died in 1967, before he joined the firm in May 1968.

FDA General-Counsel’s office was of the view that Searle should
e prosecuted criminally for its pattern of conduct with respect to
‘Wrug testing. The Justice Department, however, was equally
Miongly of the view that a criminal case should not proceed. Their
View was that the scientific complexity of the case would be an
Paeessive burden on limited government prosecutorial resources,
hit while it might be possible to convict a few low-level company
Operatives, guilt on the part of senior executives could not be
demonstrated beyond reasonable doubt. Justice was averse to a
fesult which might lay all blame at the door of a couple of junior
supegoats. Moreover, the Justice Department was of the view that
Nearle's alleged misdeeds were not in the nature of clearly definable
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specific acts, but rather a cumulative pattern of conduct. The FDA
itself had admitted that this was the case through the words of its
task force to investigate the conduct of Searle’s animal studies.

While a single discrepancy, error, or inconsistency in any given
study may not be significant in and of itself, the cumulative
findings of problems within and across the studies we investigated
reveal a pattern of conduct which compromises the scientific
integrity of the studies (Subcommittee on Health, 1976a: Part 111,
4).

Later in this book we will return to the theme that one of the
deficiencies of existing criminal (and civil) law for dealing with
corporate misconduct is that it is geared to dealing with a specific act
perpetrated at one point of time rather than with a pattern of
behaviour across time which ultimately has anti-social effects.

It was the Justice Department’s view which held sway in a
reputedly close Grand Jury decision not to return an indictment
against Searle or any of its executives. The company felt vindicated
and was able to claim, as one Searle executive put it to me: *“While
there might have been a little dishonesty here and there, basically it
was a problem of incompetence and poor record keeping among our
research staff.’

In spite of the dropping of criminal charges, the adverse publicity
from the Kennedy hearings had important consequences for Searle.
Several Searle executives with whom I spoke said that company
morale, and hence productivity, was at a depressed level during the
investigations. In particular, Searle research ground to a halt
because senior executives were doing little else but respond to the
ongoing demands of the investigations into their affairs. A total
reorganisation of the company was the upshot. The President was
replaced by Donald Rumsfeld, one-time Defence Secretary, White
House Chief of Staff, and incumbent of other senior positions in the
administrations of Nixon and Ford.

Searle also gave a blank cheque to Richard Hamill from Baxter-
Travenol to set up a sophisticated corporate compliance group
which would travel the world doing compliance audits to ensure that
all subsidiaries in all areas of the corporation’s operations were
meeting both company and legal standards. Hamill's key appoint-
ments in the compliance group were also from outside Searle. As
Searle’s Group Managing Director for the South-East Asian
Region complained to me:
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We have three bosses to work for now, whereas local companies
have only one. Firstly, we must follow local laws, like the local
Corporate Affairs Commission. Secondly, we have got to have
the Securities and Exchange Commission as a boss. And thirdly,
we have to have the internal corporation controls which our
company has set up since the Kennedy hearings. With three
different kinds of checks on our behaviour there is far less chance
that an American multinational company will break the law
compared with an Australian company.

It is difficult to assess the extent of the financial impact of the bad
publicity from the Kennedy hearings. Searle share values were
enjoying consistently rising values during the first four years of the
1970s. This was followed by decline in the mid-1970s (the period of
the crisis) and a plateau at these lower share values for the
remainder of the decade. Searle profitability began to decline in
1973 and showed a decrease every year until 1977, in which the
corporation recorded a loss.” Most observers seem to agree that the
publicity problem with which the company was confronted during
this period was compounded by poor management. It would there-
lore be foolish to assume that the Kennedy hearings had a dramatic
gffect on the corporation’s financial performance. Nevertheless,
there can be little doubt that there was some effect.

Hazleton Laboratories also claim that being named in the Kennedy
henring as having done work on contract for Searle (work which was
yuestioned) cost the small company over a million dollars in business.

Most dramatic of all, however, were the consequences for the
regulatory apparatus. The FDA set about drawing up a detailed
vode of Good Laboratory Practices (GLPs) for drug testers, viola-
tlon of which could constitute a criminal offence. It would now be
much easier to convict a company guilty of the kinds of misdeeds
alleged to have been perpetrated by Searle. Interestingly, Searle
played a constructive role in drawing up a draft set of GLP regula-
tions, much of which was taken up by the FDA. Even more interest-
ing was the fact that Searle dissociated itself from all of the other
gorporations who through the Pharmaceutical Manufacturers
Association argued that the GLPs should be guidelines rather than
sunctionable rules. Searle insisted that violation of GLPs should be
W ¢riminal matter. The FDA also set up a large Bioresearch
Maonitoring bureaucracy of inspectors to ensure compliance with
the GLPs.
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The impact of the Kennedy Searle hearings has been inter-
national, as many developed countries are now enacting GLPs
similar to those of the United States.

Biometric Testing Inc. and Industrial Bio-Test Laboratories

One of the issues raised by the Searle investigations was the rela-
tionship between contract laboratories and large pharmaceutical
companies. Can pharmaceutical companies use their commercial
power to impose a set of expectations on contract laboratories
whereby unfavourable results cause the laboratory to believe that it
will be unlikely to get future contracts? Can a company which wants
to push through a quick and dirty study, vet which wants to maintain
its own standards for research excellence, get a contract lab to do
shoddy work for it? The opinion of FDA officers I spoke with was
that certain contract labs have flourished by undercutting respon-
sible laboratories on price and making a profit by fabricating data
and cutting corners on scientific rigour.

Abrogation of responsibility in one case (Biometric Testing Inc.)
discussed in the Kennedy hearings was two steps removed from the
manufacturer. Here the contract laboratory had widely used sub-
contractors.

DR SCHMIDT. Many of the laboratory determinations are
subcontracted with little, if any, monitoring of the performance
of these subcontractors. In this connection, it came to our
attention last week that former employees of one of these
subcontractors have charged that they were instructed to falsify
data by their employer. . . .

Some of the laboratory determinations alleged to have been
carried out were found by the FDA investigators not to have been
carried out at all.

SENATOR KENNEDY. What does this mean, that nonexistent
experiments were reported?

DR SCHMIDT. Yes, sir, it is commonly called “dry-labeling” by
some.

(Subcommittee on Health, 1976a: Part I11, 13).

Late in 1979 two former vice-presidents of Biometric Testing Inc.
pleaded guilty to charges of conspiring to falsify reports of animal
tests on certain drug products in order to show them harmless when
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in fact the tests had not been carried out. In the wake of the incident
the company is now bankrupt.

The most celebrated discussion concerning a contract testing
laboratory centred on Industrial Biotest (IBT), one of the largest.
Again the forum for the laying of allegations against IBT was the
Kennedy hearings. The most serious allegation made by the FDA
was that IBT had provided false information to them by failing to
report instances of test animals which had developed tumours and
generally understating the number of animals with tumours. As a
result of their investigations the FDA instituted proceedings to
remove Naprosyn, the largest selling product of the Syntex cor-
poration, from the market. Among the allegations on the IBT
testing of Naprosyn were:

. many animal weights were recorded as having been collected
while the animals were alive on dates subsequent to their dates of
death; several animals were recorded as having died on more
than one date. usually with different versions of gross post
mortem findings; extreme variations in body weight were noted
both during successive weighings of the same animals and within
any group of animals weighed at the same time, even though all
animals were reported to have received standard care and drug
administration (Subcommittee on Health, 1977: Part IV, 144).

FDA officers were angered by the fact that IBT shredded a
number of documents required for their investigation. Shredded
documents included ‘X-rays and EKG’s, a number of books of data,
uand some loose data in folders.™ Dr Marion Finkel, Associate
Director for New Drug Evaluation, wrote in a report on IBT of 14
January 1977:

It turns out that not only was highly material information shielded
from our knowledge, actually downright false information of an
enormous extent was substituted for it; this was done, in my view,
to assure the deliberate deception process in which IBT and/or its
agents engaged (Subcommittee on Health, 1977: Part IV, 177).

FDA have accepted a subsequent Syntex in-house replication for
Naprosyn as demonstrating the safety of the product. At the time of
writing, the IBT fiasco is still something of a legal muddle. A
Chicago grand jury has returned criminal indictments against four
former IBT employees. Securities class action suits have been filed
against Syntex to the benefit of all persons who bought Syntex
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common stock or options between 13 October 1975 and 6 August
1976. The suits allege that Syntex knew or should have known of the
deficiencies in the IBT research and drawn the contract laboratory’s
attention to them. Out of court IBT have agreed to pay $1,800,000
towards a settlement fund for the class action suits.

The consequences of the affair for IBT have been catastrophic.
FDA discontent with IBT work led the agency to write to most of
the major drug companies informing them that any data collected
by IBT would in future be subjected to peculiarly careful FDA
checking. This being an extra burden which most companies were
not willing to bear, IBT stopped getting business from major drug
companies. At the time of writing, IBT, formerly the largest
contract laboratory in the United States, is facing bankruptcy. In
effect the FDA has delivered it a corporate death sentence without
going to court.

Surveys of safety testing violations

As pointed out in Chapter 1, the study of corporate crime is still at
the case study stage, and rarely can we have recourse to statistical
information on the frequency of violations of a particular type. In
the area of Good Laboratory Practices two limited surveys of levels
of compliance have been conducted by the FDA (Blozan, 1977;
Cook, 1979). The surveys were of GLP violations uncovered by
Bioresearch Monitoring Staff inspectors in laboratories conducting
safety testing on human biological products, food and colour
additives, and human and animal drugs.

In the first study (Blozan, 1977) the level of compliance with
different GLP regulations varied from 32 per cent to 98 per cent
among the 39 laboratories in the study. As one would predict from
the foregoing discussion of how contract labs can be used by
sponsors to abrogate responsibility for quality research, contract
labs were found to have a worse record of GLP violations than
sponsor labs. The worst record of all, however, was with university
laboratories. One must be extremely cautious about this finding
since there were only five university laboratories in the study.
Nevertheless, it must undermine any automatic assumption that
university researchers, with their supposed detachment from the
profit motive, are unlikely to cut corners on research standards.”

The worst areas of compliance (all with less than 50 per cent
compliance rate overall) were:
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* QUALITY ASSURANCE UNIT
GLP regulations require that laboratories had a quality
assurance unit as a self-regulatory check that standards are
being maintained within the lab. Most did not have one.
* RECORD RETENTION
Many laboratories had records which were so inadequate that
finding out exactly what was going on and demonstrating guilt
in any criminal proceeding against them would be difficult.
TEST SUBSTANCE CONTROL
Lack of testing for each batch of test substance-carrier mix for
rate of release and homogeneity of mix were the most prevalent
problems.
EQUIPMENT
Lack of written standard operating procedures (SOPs) for the
cleaning, calibration, maintenance and repair functions was the
main problem,

#*

"

The Cook (1979) study of 28 laboratories concluded that in the
two years between the studies, a period during which the Bio-
research Monitoring Staff swung into effective operation, the
average compliance rate over the 86 GLPs common to both studies
improved from 60 per cent to 87 per cent. Even though there were
problems of comparability between the two studies, three
improvements seemed quite clear.

* The percent of labs having an operational QAU [ Quality
Assurance Unit] increased from 32 to 79 percent over the two-
year period.

* The percent of labs in compliance with the requirement for
archival storage of data with adequate indexing increased from
58 to 82 percent.

* Finally, the average lab had 48 percent of required SOP’s in
1977 compared to 78 percent in 1979 (Cook, 1979: viii).

In spite of these improvements which might reasonably be
attributed to the Bioresearch Monitoring Program, problems
remained. One lab in the 1979 study had as many as 42 GLP
violations, Admittedly, many of these were relatively trivial matters
in themselves, but they do add up to a disturbing pattern of
negligence. Amazingly, in the aftermath of the Searle and IBT
fiascos, we find in both studies a relatively low level of compliance
with regulations concerning the ‘handling of dead/moribund
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animals’. The compliance rate was 68 per cent in 1977 and 78 per
cent in 1979.

Even more disturbing, the 1979 study revealed 9 instances from 5
different laboratories of inaccurately reported study results. In
some cases the deficiencies were relatively minor (for example, one
laboratory reported incorrectly the number of animals housed per
cage). However, there were a number of serious deficiencies:

* One lab incorrectly indicated that clinical observations were
made daily.

* The same lab inaccurately reported the composition of the
control substance.

* Another lab did not point out readily apparent and statistically
significant differences in test and control animals.

* Another lab reported that histological examinations (with
presumably negative findings) were made on specimens, which
were in fact not made.

* Finally, a fourth lab did not report clinically significant
observations (excessive salivation of dogs) in its final study
report (Cook, 1979: 19).

In spite of the widespread problems with animal data. most
observers would agree with the view of Griffin (1977: 29) that:
‘Fabrication of results is not as common in toxicity studies [with
animals]| as it is at the clinical trial [with humans] stage.” Between
1972 and 1974 the FDA did a survey of compliance among 155
clinical investigators working for 15 sponsors, most transnationals
(Subcommittee on Health, 1975). Seventy-four percent (115) failed
to comply with one or more of the requirements of the law for
clinical investigators.

Thirty-five per cent of the clinicians in the sample failed to obtain
proper consent from their patients, an area of abuse which will
be discussed in the next section. Fifty per cent failed to keep
accurate records of the amount of drugs received from the sponsor
and distributed to test subjects. This is a serious matter, as Mr
Gregory Ahart of the General Accounting Office testified before
the Senate.

If the investigator does not keep track of the drugs, it is possible
he has given them to people who are not trained clinical
investigators or that he has given them to patients outside the
control study.
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If he does not keep records of where they went, and there is any
adverse reaction from the drug. or you need to follow up with
patients that received it so they get proper medical care and
monitoring, you cannot trace the drug to the patients that were
subjected to the drug and give them follow up care
(Subcommittee on Health, 1976a: Part 11, 339).

Twenty-eight per cent of the sample of clinicians failed to adhere
to study protocols. Twenty-three per cent failed to maintain records
which accurately reflect the conditions of the patient before, during
and after the study, and 22 per cent did not retain case records as
required.

This survey did not include studies conducted in-house by the
sponsor and studies regulated by the FDA's Bureau of Biologics.
The FDA was requested by the General Accounting Office to do
further surveys to assess the levels of compliance in these areas.
Among 35 clinical investigations conducted in-house by the
sponsor, all 35 failed to comply with one or more of the FDA
regulations (Subcommittee on Health, 1976a: Part II, 342). The
record for studies submitted to the Bureau of Biologics was better.
Twenty-eight of the 48 clinical investigators inspected satisfied all
FDA regulations.

The problem continues. In the 1978 hearings before the Kennedy
Subcommittee the fraudulent practices which had raised such a
furore years before were still apparent. Clinical data were still being
‘graphited’; a case had recently appeared of a clinical investigator
with a forged medical licensure certificate; data collected on one
product was being submitted for another; and so on. Commissioner
Donald Kennedy catalogued a long list of abuses which remained of
major concern.

* Case reports on fictitious subjects, and on subjects who were
never administered the investigational drug. Obviously,
dependence on such spurious data might result in expanded
testing of a drug or in the possible approval of a drug foruse ina
condition where it was, in fact, ineffective.

Case reports containing the results of clinical laboratory work
which was not actually performed. The purpose of such
laboratory work is to assess the safety of the drug in human
subjects—for example, if a drug is toxic to the liver, and tests of
liver function are not performed, then the drug might not be
withdrawn in time to prevent permanent liver damage or death.
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* False representation of Institutional Review Board approval of
a study. A layer of subject protection is removed if
uninformative consent forms were used, or ifa study of the type
done should not have been done in the institution in question,
Misrepresentation of patient diagnosis and demographic data.
If a patient does not have the disease to be treated with the
investigational drug, then any report of efficacy of that drug is
obviously spurious.

Consent of the clinical subject not obtained. Consent means
informed consent. Lacking necessary information, the subject
might enter a study which he would not have entered if he

had been informed of the dangers as well as the possible
benefits.

Drug doses given, far exceed protocol limitations. This could
be dangerous, since protocols often specify doses at the upper
limit of what has been judged to be safe.

Drugs given to inappropriate subjects. This could be dangerous
if drugs aimed at the generally healthy adult population are
given to children or the aged where their metabolism might be
different. Of particular importance is the administration of
drugs to pregnant women where fetal abnormalities might be
caused.

Serial use of investigational drugs to the exclusion of accepted
therapy. This makes the subject nothing but a guinea pig, and
his best interest might not be served.

Administration to subjects of two or more investigational drugs
at the same time and the administration of other significant and
perhaps interfering drugs with the investigational drug. Here
the information obtained is valueless, and the subject has been
put at needless risk.

Inadequate medical attention to the test population through
excessive delegation of authority, lack of followup, etc.
Obviously, this is dangerous to the subject.

Representation of investigational drugs as marketed

products and/or the sale of such drugs. In this situation the
subject cannot have been informed of the nature of the drug
and is sometimes inappropriately charged for it. The
investigator may profit hugely by his ‘exclusive franchise’
established by his being an investigator of a product not
available to all physicians (Subcommittee on Health, 1978: Parnt
V., 769).

*
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In spite of the fact that such abuses are widespread, in the entire
history of the FDA only 35 clinical investigators have been dis-
qualified from doing further testing for submissions to the agency.

The rights of subjects

Many of the patients who are experimented on with untried drugs
suffer terrible adverse reactions. Their suffering is not always
necessary. Indeed the great majority of new products which are
approved for marketing are not medical advances. Wolfe and
Gordon (1978) pointed out that of 171 new products marketed
between October 1975 and December 1977 only 6.4 per cent were
classified by FDA as offering ‘important therapeutic gains’, and
fewer than 1 per cent of drugs rested on humans provided important
therapeutic gain. Seventy-seven per cent of drugs marketed had the
FD A classification ‘little or no therapeutic gain’. Most new products
are minor molecular manipulations of existing patented drugs
which enable a manufacturer to have its own patent in a lucrative
market without offering patients advantages over existing thera-
pies. Admittedly, a company which sets out to get a slice of a good
market by an apparently inconsequential manipulation of the
molecular structure of an existing product can occasionally produce
a result which does have some therapeutic advantages over its
parent.'

The question is whether it is tolerable to subject patients to risk
when the goal is merely to replicate something already available,
even though on occasions something superior to existing therapies
might result. Is it not a reasonable principle to subject people to risk
only when the goal is explicitly to produce something better for
people? This is the position implied in Clause 5 of the Declaration of
Helsinki on ethics in biomedical research: ‘5. Every biomedical
research project involving human subjects should be preceded by
careful assessment of predictable risks in comparison with fore-
sceable benefits to the subject or to others. .

Unfortunately, victims of drug testing are not a well-knit pressure
group and such declarations are rhetoric yet to be translated into
reality. The issues are difficult. In France there is a reluctance to
find justifiable the treatment of any patient who has a genuine
health problem with a placebo (an inert pill)."* One can accept the
use of placebos for the advancement of medical science, but not for
u study undertaken to help a corporation get around patent laws.
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Most of the suffering of patients who are given experimental drugs,
or who are given a placebo when they might have been treated by
other means, is wasted. ‘In the 1960s Food and Drug Commissioner
Goddard estimated that only one in ten drugs that were investi-
gationally studied would eventually be approved for marketing’
(Shapo, 1979: 48). The law has a role to play in cutting unnecessary
suffering to a minimum.

One reported decision (Hyman v. Jewish Chronic Disease
Hospital)™ illustrates how awesome the moral questions can be. Dr
Chester Southam. a prestigious cancer researcher, had undertaken
to build upon previous research which had shown that healthy
people without cancer reject foreign cancer cells which are in jected
into them much more quickly than cancer patients. Southam now
wondered whether people who were debilitated but not suffering
from cancer would react with the speed of rejection of healthy
people, or of people with existing cancers. Twenty-two aged
persons from the Jewish Chronic Disease Hospital were selected for
a study to answer this question.

The patients were not told that their injections contained cancer
cells. Rather, the injections were portrayed as a skin test for
immunity or response. The researchers predicted that a lump would
appear and then gradually disappear doing no harm to the patients.
Hence they decided not to stir up what they thought would be
unnecessary anxiety.

Southam had declared that there was essentially ‘no risk’ in the
procedure. It should be noted, however, that he was quoted as
explaining his own reluctance to volunteer for cancer cell
injections on another occasion by saying that although he ‘did not
regard the experiment as dangerous . . . [l]et’s face it. there are
relatively few skilled cancer researchers, and it seemed stupid to
take even the little risk’ (Shapo, 1979: 35-6).

Moreover, there was at least some medical opinion that in certain
cases cancerous tumours would form and spread. As it turned out,
they did not. The elderly patients threw off the injected cells as
promptly as healthy patients. This result had important medical
implications. It suggested the possibility that the body might possess
defence mechanisms against cancer which could be aroused to fight
the disease. The rights and wrongs of the researcher’s behaviour are
troubling precisely because the experiment was not a trivial one.
But it must be pointed out that in spite of the intrinsic difficulties of
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drawing moral boundaries in this area, there are certain recurrent
abuses which are beyond any standard of acceptable behaviour.

One example involved the purposeful withholding of a bencﬁciul_
drug in the Philippines (Lantin et al., 1963). Chloramphenicol is of
demonstrated value in the treatment of typhoid. The concern of the
researchers was to discover whether relapses were more common
among those treated with chloramphenicol. Of 480 typhoid cases in
the care of the researchers, 251 were given the antibiotic and 157
had it withheld. Among the treated group 28 (68% ) had a relapse,
none of them serious, while in the non-treated group only six
(3.8%) had a relapse, again, none being serious. Hence it was
demonstrated that a non-serious complication was more likely to
occur in patients treated with the antibiotic. *But the price paid for
this information was that whereas the mortality was only twenty
(7.97%) in the treated series it was thirty six (22.93%) in the
untreated. In other words. about twenty people died to demon-
strate a comparatively minor disadvantage of chloramphenicol
therapy in typhoid’ (Pappworth, 1967: 181).

The United States does not have a good historical record on
subjecting powerless groups to dangerous medical experimenta-
tion. There are many examples to match the infamous denial of
penicillin to Alabama blacks suffering from syphilis to observe the
long-term effects of the disease. Often they have in\'(?lved
prisoners. It is telling that some of the German doctors on trial at
Nuremberg attempted to defend themselves by citing a number of
American studies on prisoners. Among those cited was the work of
Colonel Strong (later Professor of Tropical Medicine at Harvard).
Without the knowledge of the victims he infected with plague a group
of prisoners condemned to death. Later he did an experiment iFn
which prisoners were rewarded with tobacco for being given beri-
beri. One died as a result of the experiment (Pappworth, 1967: 61).

Time magazine on 12 July, 1963 described a number of horrifying
cases of the use of prisoners in medical experimentation. Below is
one example.

Thus the Ohio State Penitentiary in Columbus has provided
volunteers for cancer research experiments. These men were
given injections of live cancer cells. (None of them developed
cancer.) At Cook County jail in Chicago prisoner-volunteers
were injected with blood from patients who had leukemia. (None
of these contracted the disease either.) What is important,
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however, is the purpose of the experiment, which was to see
whether either disease could be transmitted to others. Before
these experiments the possibility that they could have been was
quite definite.

Gettinger and Krajick (1979) also provided a variety of examples
of questionable pharmacological experimentation on prisoners.
Here are two examples:

* In 1963 at the Kansas State Penitentiary, 43 men were
injected with a radioactive substance and their brains were
X-rayed, a procedure that is generally reserved for
emergencies.

* From 1963 to 1971. the Atomic Energy Commission sponsored
tests on scores of inmates in Oregon and Washington in which
prisoners’ testicles were exposed to massive doses of X-rays. In
1964, eight inmates at the Oregon State Penitentiary who
previously had had vasectomies had their testicles implanted
with steroids and sex hormones to see what effect these
substances had on sperm production (Gettinger and Krajick,
1979: 11).

Finally the Kennedy hearings in 1975 (Subcommittee on Health.
1975) received affidavits from prisoners who were told by doctors
that dangerous drugs had no side-effects, who were allowed to
continue taking the experimental drug for a considerable time after
serious side-effects had appeared, who were left unsupervised in a
prison with no medical staff over a weekend while suffering from
such side-effects. The prisoners were enticed into the experiments
with small financial rewards.

One could tell almost equally unsavoury stories of institution-
alised children and mental retardates in drug testing, going back to
Queen Caroline, wife of George IV, who used *half a dozen of the
charity children belonging to St James’ parish’ to experiment with a
smallpox vaccination before submitting her own children to it
(Sloane, 1755). The situation has improved everywhere, particu-
larly in the United States.

The doctrine of informed consent in FDA regulations today
affords patients many protections they did not previously have.

The subject’s consent may be obtained only while he or she is so
situated as to be able to comprehend fully the information
presented, and the subject’s consent must be obtained under
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circumstances that minimize the possibility of undue influence or
coercion. In addition, the information given must be in the
primary language of either the subject or the subj_ccl's lcga.l
representative. No exculpatory language may be included in
¢ither written or oral consent (Federal Register, v. 44 (158). Aug
14, 1979, p. 47720).

Influential in the formulation of the FDA principles of informed
gonsent were the deliberations of the New York Board of Regents
following the Southam cancer injection case mentioned above. The
Board of Regents recognised the right of a patient to ‘rcfus.c to
participate in an experiment no matter how ‘irrational’ or
‘emotional’ the reasons for such refusal might seem to be. More-
Qver, ‘the physician, when he is acting as experimenter, cannot
glaim those rights of doctor-patient relationships that do permit
lim, in a therapeutic situation, to withhold information WI:IC[I h.c
Judlges it to be in the best interests of his patient’ (Human Experi-
mentation Hearings on 5.9741 93d Cong., Ist sess., 1138 ( [973))_.

An FDA survey of compliance with informed consent require-
ments in 238 clinical studies found that in the majority of cases there
Wis at least one violation of informed consent regulations:

Violations disclosed by the inspections included failure to obtain
gonsent and the use of forms containing exculpatory language. In
addition, some forms were deficient in that they:

Failed to provide the subject with a fair explanation of
pertinent information as to what or how long additional tests or
examinations would be required in connection with the use of the
wxperimental drug. . .

Failed to inform the subject of the results of pertinent animal
ind/or previous clinical studies with the drug to enable the
subject to exercise free power of choice.

FFailed to state what steps would be taken to prevent or
minimize the possible risks and hazards associated with the drug.

Failed to use simple language rather than medical
lerminology when explaining the details concerning the proposed
sudy.

Failed to inform the subjects that some would serve as
inoculated control subjects who would receive either a placebo
substance or an alternative drug, rather than the investigational
new drug under study (Subcommittee on Health, 1976a: Part 11,
A50).
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Nnt_wilhsranding the improvements, the problems of medical
experimental abuses will never go away. The locus of abuses has
Pcrhaps shifted from prisons to locked-door nursing home facilities
_tor the aged. Institutional Review Boards are certainly protections
in tl_ml they subject clinicians to peer review of their treatment of
institutionalised patients.™ But the worst abuses have occurred in
ms!itulinns which have flouted the legal requirements for Insti-
tutional Review Boards. More fundamentally, knowledge is power
in a clinical situation. Formal regulations cannot conceivably cover
all the subtle ways that a physician can represent an experimental
drug as more safe and efficacious than it is in fact known to be.
Doctor-patient interaction is simply not amenable to rigorous
regulation.

AN INTERPRETATION OF THE CASE STUDIES

The sources of fraud

When the officers of a company engage in a fraud which victimises
consumers the explanation usually invoked is the profit motive.
True, fraud in the testing of drugs undoubtedly is often the result of
companies striving to get a profitable product on the market regard-
less of its safety or efficacy. Since scientific proof of hazards is
always a difficult and protracted process, the economic risks of
unscrupulous conduct to get the product marketed are often less
than the economic benefits. The query: ‘Why would they do it when
lhf?y know the market will eventually catch up with them?” can be a
naive question.

Not all actors who contribute to the fraud, however. do so with
!he intent of serving the interests of profit. Many lower-level organ-
!sational actors perform their research responsibilities with great
integrity and honesty only to have their work used for dishonest
purposes by people more senior in the organisation. Several
rescarch personnel interviewed for this study complained of
instances where their superiors had either ignored or twisted
research findings which reflected badly on a company product.

Most pharmaceutical companies want their researchers to con-
duct research honestly and rigorously. If there are problems, then
the company generally will want to know about them. A drug which
produces a flood of product liability suits is less likely to be com-
mercially viable. Safety is therefore a factor in a rational marketing
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decision. There will be cases, however, where the indeterminate
risk of a legal backlash from lack of safety is far outweighed by the
extraordinary sales prospects for a drug. In these cases senior
executives may choose to ignore or distort the advice of people
whom they pay to give them objective data on drugs. Companies
may, as in the Searle and thalidomide case studies, seek information
from a number of scientists but only report to the health authorities
the findings of those who say good things about the product. US
gompanies often commission clinical studies in many countries, but
only report to the FDA the data from those countries which
produce favourable results. The researchers involved may be
honest and objective. in no way conniving to satisfy the company’s
profit-making interests. It is just that their data are used selectively
for that purpose.

There is a range of ways that fraud can occur. Senior executives
¢an set out to be dishonest by having dishonest researchers work for
them, or they can be dishonest by twisting the work of honest
rescarchers. Then there is the problem of companies which set out
1o be honest, but which perpetrate fraud because, unbeknown to
them, they have dishonest researchers working for them. Possibly
the latter is the most common kind of fraud, but it is unlikely to
become publicly known because a company which discovers that
one of its officers had been fudging data will be embarrassed by its
failure to prevent this from happening under its nose.

I'hree research directors interviewed were open enough to admit
that they had found instances of people who worked for them
fudging data. In none of these cases had the problem gone public.
Why do employees produce dishonest data for a company which
demands honesty of them?

To begin to appreciate the answer to this question we must have
un understanding of the intensity of commitment of many scientists
1o their work. The absorption ‘symbolized by the idealized portrait
ol the scientist grabbing catnaps in his laboratory while pursuing the
pewest lead, rival the images of the great artists’ (Shapo, 1979: 9).
{Ine American executive characterised the attitude of his scientists
#s follows: “The chemist who synthesises a new compound is very
possessive about it. It is his offspring, and he defends it like a son or
daughter. Also the pharmacologist who shows that this new com-
pound has certain effects of therapeutic value sees it as his baby. Itis
ot so much that they will lie and cheat to defend it, but they will be
binsed. ' The line between bias and fraud is of course a fine one, and
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und personal goals when legitimate means to goal attainment are
blocked (Gross, 1978).

the same sense of overcommitment which produces bias can lead to
fraud. Such pressures for fraud are likely to be greatest where a
scientist has been promoted or has built his or her prestige as ‘the
person who discovered X'. Perhaps a scientist has made predictions

: T'he problem of regulating subtleties
about the safety of a drug based on early data and the company has e pr

invested a large amount of money on the strength of this prediction. No regulatory scheme can ever effectively _COﬂ"’(“ ”“_? quality and
Further data which show the prediction to be in error might be seen - integrity of science. It is simply not !x)ssd_)lc Soiwrite 3 .mlc }‘1“
as threatening a forthcoming decision on the promotion of the prohibit every type of abuse of scientific Qb’ec,"““./' Cons@er e
scientist. following statement by Epstein (1978: 67) which gives an impres-
Itis difficult to imagine how depressing it must be for scientists to sion of the infinity of sins of omission possible in testing for cancerin
have spent many years of their lives and millions of their company’s animals.
money on a product to find that it has been a complete waste. Apart One of the most poorly conducted areas of animal cancer
from this psychological pressure, there is often a pressure deriving research is the identification of the cancer in the animals’ bodies.
from organisational goal-setting. Take the situation of Riker, a ! The process of finding a cancer in the fresh carcass of a mouse or
pharmaceutical subsidiary of the 3M corporation. In order to foster rat is different from the discovery of cancer in a human by a
innovation, 3M imposes on Riker a goal that each year 25 per cent doctor. The rodent cannot complain of painful symptoms before
of gross sales should be of products introduced in the last five years. death. Also, since carcinogens may cause cancer in any of a wide

Now if Riker’s research division were to have a long dry spell
through no fault of its own, but because all of its compounds had
turned out to have toxic effects, the organisation would be under
pressure to churn something out to meet the goal imposed by
headquarters. Riker would not have to yield to this pressure. It

range of organs, the entire body of the animal must be
meticulously searched. This is not possible if, through neglect or
poor hushaﬁdry. the animal has been al]uwgd to die and
decompose before an adequate autopsy, as is often the case.

: . \ . : sve specific ich z ailable to
could presumably go to 3M and explain the reasons for its run of bad Epstein later points out five specific ploys which are -almr:-:lt e
luck. The fact that such goal requirements do put research directors rescarchers who do not want to hnc_l canccrdm animals y
under pressure was well illustrated by one American executive who would shudder at the prospect of outright fraud.
explained that research directors often forestall criticism of long dry |. Using too few animals [for a cancer which the researcher has

spells by spreading out discoveries — scheduling the programme so
that something new is always on the horizon.

Sometimes the goal performance criterion which creates pressure
for fraud/bias is not for the production of a certain number of

grounds to suspect will have only a low rate of incidence in

animals]. . ,
2. Exposure in excess of the maximally tolerated dose, resulting

in premature animal deaths before onset of cancer.

winncrs_ but simply for completing a predetermined number of 1. Doses too low for the size of the animal test group, resulting in
cvalymmns in a given year. One medical director told me that one ‘fmlurc to obtain a statistically significant incidence of tumors.
of his staff had run 10 trials which showed a drug to be clear on a 4. Deliberate premature sacrifice of animals for other ‘studies’
certain test, then fabricated data on the remaining 9 trials t_o show during the course of the main test, thus depleting the number of
the same result. Th{_z fra_ud had been perpetrated by a scientist who Rimals remaining alive and at risk for cancer.
was falling behind in his workload and who had an obligation to % Premature termination of the test before sufficient time has
complete a certain number of evaluations for the year. ;:Iupscd for the animals to develop tumors (Epstein, 1978: 301).
The purpose of this section has been to show that it is an overly ol 1
simplistic model of corporate misconduct which assumes that all Such abuses cannot be regulath out of existence. Tht_? ({ah‘i
fraud is motivated by the desire for profit. Fraud can be an illegiti- studies in this chapter have begun to I!Iustrate hm_v existing _C“m'“al
mate means to achieving any one of a wide range of organisational ' law, designed to sanction specific heinous acts, is at a loss to dea
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with an irresponsible pattern of conduct, no individual element of
which is sanctionable in its own right. Health authorities can
eliminate specific gross abuses, but in the final analysis the public is
at the mercy of the scientist’s integrity. Clearly some scientists and
some drug companies have more integrity than others. The medical
director of an American company told of an instance when a
contract lab had done only right-angled sections on the organs of
sacrificed animals. He insisted on oblique sections as well to
increase the probability of finding a problem which he had reason to
suspect might exist. Regulations can never force scientists to go the
extra mile when there is reason to do so. Indeed, one of the dangers
of over-regulation is that it can engender an attitude that people
have no responsibility beyond that which is set down in the regula-
tions. At least this was the view of some respondents about the
impact of ‘over-regulation’ on their work attitudes and those of
their employees.

Such an attitude, like other costs of regulation, is not an inevit-
able consequence of regulation. It can be avoided by a balanced
appreciation of the limits of regulation, and an appropriate mix of
enforcement of standards and education as to social responsibili-
ties. Let us consider some other avoidable costs of regulation. One
of the most telling criticisms from industry of the FDA’s GLP
regulations was that they would stultify methodological innovation
in toxicological research. The danger was that a set of rules would
be written which embodied the state of the art of toxicological
experimentation in 1978. That state of the art would be frozen for
decades because to experiment with new standards would be illegal.
The problem was solved when the FDA agreed to exclude ‘studies
to develop new methodologies for toxicology experimentation’
from the scope of the GLP regulations.

A realistic appraisal leads to the conclusion that the FDA,
perhaps unlike many other US regulatory agencies, has done more
to foster methodological innovation than to stultify it. A number of
interview respondents pointed out that when an FDA inspector sees
a good new idea in the course of an inspection, he/she will tell
colleagues and other companies who have not caught on to the
improvement. Since FDA regulations are based on the current state
of the art, the innovation may in time come to be regarded as such
an important safeguard as to deserve mandatory status as a regula-
tion. This role of the FDA in fostering innovation is a matter of
considerable concern to companies, and periodic attempts are
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made to pull into line companies which make a habit (_)f immduci‘ng
new safety measures which ultimately become an m-dustry-w:dc
burden. The Regulatory Affairs Director of an American corpor-
ation justified this need to control safety innovation by competitors
by saying: ‘Companies don’t want to leap-frog themselves into
bankruptcy.’ :

It is important to realise that regulations do entail costs. It should
be incumbent upon regulatory agencies to prepare cost of regu-
Jation impact statments before rushing in with new requirements.
At the same time, there is no need to succumb to assumptions that
all such costs are inevitable. This is the trap which industry ideo-
logues foster. Take the following statement in an Abbott Labora-
tories document on the costs of regulation:

It is ridiculous to try to explain to a layman investigator from lhe
FDA why you dared to use a patient whose urine specific gravity
was 1.008, because the normal in your lab is 1.010 to 1.025. He
probably had an extra glass of water that morning that changes

".II.

The point is that this does seem so difficult to cxplain.‘ Moreover,
the impression communicated by most of th_c qperalmg staff of
gorporations interviewed was that the great majority of government
inspectors were open to persuasion when they attempted to impose
selentifically irrational regulatory requirements. Regulatory Affairs
staff, however, fairly consistently espoused the view thalﬁ regula-
tlons inevitably produced irrationality. Regulations sometimes are
imposed arbitrarily and irrationally_' by certain government in-
spectors, but arbitrariness and irrationality are ‘nn! an inevitable
ponsequence of regulation per se. The solution is not to.do away
with regulation, but to dismiss (or transfer to o}her dul.u:s! 1rrat|oqal
Inspectors, and to be on guard against regula‘nons whm"h in practice
prove cost-ineffective. The anti-regulatory ideology is seen at its
worst in the same Abbott document:

Of course there are going to be rare occasions where investigators
will be dishonest. Human experience makes it perfectly clear that
there are persons with less than the optimum degree of integrity
in every walk of life. The question is whether the attempt to
lrlp-up-this small group by an ever increasing number of

regulatory hurdles is worth the price paid. . . . There are n.e.arl),‘f
13,000 individual clinical investigators according to that division’s
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computer listing, of which a total of 28 have been disqualified and
are no longer eligible to work on IND’s or NDA’s. Can 0.2% of
the clinical investigators do enough harm to warrant so much
attention? It is always necessary to have several studies and.,
therefore, more than one investigator working on a candidate
drug. Are stringent regulations binding every investigator to
tedious and expensive administrative procedures justifiable
merely to increase the chance of catching the one bad investigator
out of 5007

The incidence of homicide, serious assault and robbery are all less
than one in 500 of the general population. ** Does this mean that we
should stop spending the vast police, prisons and court budgets to
regulate such crimes, budgets many times greater than those of
health regulatory authorities? A curious thing about the Abbott
statement is that it talks of an ‘optimum degree of integrity’. One
wonders what kind of researcher Abbott would consider to have too
much integrity.

While rejecting the more sweeping forms of industry rhetoric
about regulation, it is necessary to come to grips with the fact that
regulation offers less protection to consumers than internal
company safety standards. This is unquestionably true of risks
posed to patients in the safety testing of new drugs. One US Regu-
latory Affairs Director pointed out something which would be true
of most companies in the industry: ‘Since I've been at [my company]
there has not been one case where the FDA has required us to stop
clinical trials on a drug because there have been problems with it,
but there have been many cases where the company has done so.’
Of course one can argue that companies often stop testing a danger-
ous drug only because market forces and potential product liability
costs force them to do it. Whatever the reason, the fact is that they
more often do it of their own volition than because of regulatory
compulsion.

Inevitably, the company will come to know of most problems
long before the regulators. They have more information reported to
them, more staff capable of assessing that information, and more
intimate knowledge of a product which they created. Externally
imposed regulation is therefore not only a more clumsy tool than
self-regulation to control the subtleties of scientific abuse, it is a tool
which will normally only be applied after the damage is done. The
fact that self-regulation offers more protection than external
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regulation is even more overwhelmingly the case in many countries,
including the developed economies of Denmark, Finland, Norwa;;.
Spain, Switzerland and Germany,'® where govemmtj-nl approval is
not required before acompany begins preliminary safety tcsung.of a
new drug on human beings. Where there is no external regulation,
self-regulation provides the sole protection.

Muking self-regulation work

Internal company inspectors are more likely to know where the
bodies are buried than government inspectors. The medical
director mentioned above who became suspicious that one of his
scientists had conducted a 100-trial study by running 10 and fabri-
gating 90 had available many ways of checking out his doubts. He
cuulc.i verify the number of animals taken from the animal store, the
amount of drug substance which had been used, the number of
samples which had been tested, and so on. His familiarity wilh' the
luboratory made this easy. As an insider he could do so quietly
without rz-sising the kind of alarm which might lead the criminal to
pour an appropriate amount of drug substance dowp the sink. Fora
government inspector this would have been more difficult. :

FDA Good Laboratory Practices regulations have recognised
this fundamental reality and placed predominant reliance on self-
regulatory mechanisms. Each drug-testing laboratory is requ?rcd py
the regulations to have a Quality Assurance Unit (QAU) which will
act as an internal policeman of regulatory compliance. Such a
seli-regulatory requirement shifts the financial burden of regulation
away from government and on to the corporation. It is reasonable
that a company which makes a profit because of the bcj‘ncﬁts of a
drug should also bear the cost of protecting the public from its
potential dangers.'” Second. as we shall see later in the book, even
the wealthiest governments in the world cannot afford effective
inspection of corporate conduct as a matter of sheer bux_igelar'y
practicality. The FDA was quick to learn from the Searle .mvcsn-
gation that in-depth retrospective review of data was an option that
the agency could only afford in extraordinary circumstances.

The decision to throw the major burden of regulation on to an
internal QAU raised some thorny issues, however. Industry argued
that if QA Us had to make their findings available to the FDA, then
their effectiveness as a management tool to ensure the quality of
research would be undermined. A QAU which knew that its
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comments would be read by FDA officials (and by consumer groups
who could get the comments from the FDA under Freedom of
Information laws) would be less than frank in its reports to
management. QAU reports would become a public relations
function of the company rather than a compliance function. The
FDA was persuaded by this argument and decided that, as a matter
of administrative policy. inspectors would not request reports of
findings and problems uncovered by the QAU or records of cor-
rective actions recommended and taken. FDA inspectors would
still audit the QAU to ensure that it had effective compliance
systems in place and to check certain objective compliance criteria.
However, these records available for regular inspection would be
separated from reports of findings and problems and corrective
actions recommended. While the latter QAU reports would be
treated as confidential company documents by the FDA., this does
not prevent a court requiring the tabling of any QAU report, just as
courts can demand other types of company documents which are
confidential for routine inspectorial purposes. We will return to this
issue in Chapter 9.

An exemplary requirement of the GLPs is that QAU status
reports must routinely be placed before the study director and
management of the company. Other regulatory schemes tend to
ignore the importance of ensuring that people at the top of an
organisation know about regulatory problems both so that they can
be held legally accountable for them and so that they might be
forced to take rectifying action. The need for formal mechanisms to
ensure that *bad news’ gets to the top was a central theme in Stone’s
seminal analysis of corporate crime:

First, as to getting to the higher-ups information adequate to
appreciate the legal jeopardy their company is in, there is a
natural tendency for ‘bad news’ of any sort not to rise to the topin
an organization. A screening process takes place, such that if a
company has been touting a new drug, and the drug begins
‘experiencing difficulties’ in the lab, lab employees and their
supervisors just ‘know’ that information about this is to be passed
upward, if at all, only in the vaguest terms. If an automobile
company has retooled and is geared to produce 500,000 units of
some car, a test driver or his supervisor knows that information
suggesting that the car turns over too easily is not going to be
welcomed ‘upstairs’. Worse still, certain sorts of wrongdoing of a
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more serious sort — for example, price-fixing or other criminal
activity — is not just screened out casually; it becomes the job of
someone, perhaps the general counsel, to intercept any such
information that could ‘taint’ his president or board chairman,
divulging his suspicions only in private, if at all. In this way, the
law not only fails to bring about the necessary internal flow of
information, it may systematically operate to keep information,
of wrongdoing away from the very people who might best do
something about it (Stone, 1975: 44-5).

I'he structured communication blockage which protected the
Richardson-Merrell board from knowledge of the MER/2Y fraud
illustrates Stone's point. Stone argues that the law has an important
role to play in ensuring that transnational corporations have an
effective international communications system. For a pharma-
ceutical company, information about the safety of its products
should be gathered not only from its own laboratories around l_hc
world, but also from doctors, hospitals, pharmacists, university
rescarchers, health regulatory authorities, independent contract
laboratories, and competitors in all countries. Moreover, collecting
the information is not enough. The information, digested in an
appropriate form for action, must be delivered to the ‘right” desks.
The thalidomide disaster showed that this is exactly what does not
happen in pharmaceutical companies. Bad news from one part of
the world does not travel quickly enough to other parts of the world.
Most regulatory agencies only require that adverse reactions which
come to the attention of the company within their couniry be
reported. 4

Self-regulation should be more than setting up internal policing
systems. The very structure of a research organisation will have
implications for crime prevention, and preventing fraud ought to be
u consideration in decisions on organisational structures. Perhaps
the most criminogenic research arrangement is a hierarchical one,
centrally controlled by a study director who gives a discrete task to
each subordinate. Every member of the research organisation
reports to just one superior. Any one person is aware only of wh.at
s/he and the people who answer to him/her are doing. Beyond this,
each researcher is in the dark as to what the other is doing. ‘Bad
news’ can be stopped by one superior who decides that it will rise no
further in the organisational hierarchy.

Opposed to this is a research team approach, commonly
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characterised in industry as matrix management. Here the study
director is the coordinator of a system of inter-relationships among
researchers.' Each has a task which overlaps with someone else’s
task. It is therefore essential that each knows what the other is
doing. To facilitate this the matrix rescarch team will typically have
a weekly meeting where each member will give a report on
progress. When different people are working over the same figures
it is more difficult to fiddle those figures. Under a system where
everyone knows what everyone else is doing it is hard to prevent bad
news from reaching the top. Conversely, it is difficult for someone
at the top to quietly pass down an instruction to have some dirty
work done. The research director of an American transnational
which had changed from a hierarchical to a matrix research organ-
isation explained: ‘Under the old system I could go and tell one of
my section heads to throw out a sick rat and not tell anyone about it.
Under the new system this is not possible.’ i

Financial dependence and scientific independence

Thf: problem of the financial dependence of contract labs is
pointedly illustrated by the following view of Peter Noel from one of
the largest British contract labs, the Huntington Research Centre.

Not uncommonly, we are asked: ‘Will you please prepare a
protocol and estimate of cost for a 3—(6- etc. ) month study in rats
(dogs, primates, etc.) on a drug (pesticide, food additive, etc.)?’
We have learned that however precise and detailed our
protocols, itis the estimate of cost alone which is occasionally the
basis for selecting a testing facility. Lower costs have not .
infrequently been reached by abbreviating protocols and
sometimes, sponsors could not, or would not, appreciate the
differences in the contents of the study proposed. The
introduction of financial considerations leads to competition
(Noel, 1977: 112).

Competition in price takes place at the expense of competition in
quality because whereas the sponsor suffers directly from higher
prices, often it is only the consumer who will suffer from poorer
quality. When market mechanisms have an anti-social effect of this
kind, there is an obvious need for regulations which set a minimum
standard below which no research organisation is allowed to fall in
response to market pressures. A further protection against bidding
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quality away is for the sponsor to write into the contract a require-
ment that GLPs must be followed by the laboratory. This practice,
now followed by many American companies, is both an extra legal
protection for the sponsor, and some protection for the responsible
contract lab from the price cutter which is prepared to ignore GLPs.

The financial dependence of contract laboratories has also been a
problem which has concerned the Environmental Protection
Agency in the United States. That agency has been giving consider-
ation to limiting the problem by measures to ensure that contract
labs do not become financially dependent upon one or more
pesticide manufacturers. One technique would limit the proportion
of its business that any contract laboratory could have with a par-
ticular pesticide producer. This proposal is a clumsy bureaucratic
one which provides little real guarantee of greater integrity.

In this chapter it has been seen how a sponsor can abrogate its
own responsibility for research standards through an unspoken
understanding with a contract laboratory which produces the
findings it wants. While this certainly does happen, it does not
necessarily mean that the contract laboratory arrangement is
inherently inferior to in-house arrangements (Wilcox et al., 1978:
14-5). Contracting out research does permit sponsors with integrity
to distance their research people from evaluation of ‘their own
baby’. Often it is important to give different secret codes to the new
product, an existing product with which it is to be compared, and a
placebo in order to prevent unintentional (or intentional) biases
affecting the interpretation of the effects of the three treatments.
Breaking the secrecy of the code is probably less likely to occur
between organisations than within one organisation. On the other
hand, a sponsor company which has an outstanding compliance
system is in a better position to apply its standards of excellence to
in-house than to outside work. Internal corporate policemen can
more readily discover the skeletons in their own corporate closets
than they can those of other companies.

The contract laboratory relationship permits competitive forces
to be for good or ill. But there is no reason why they cannot be
harnessed for good. A statement by former FDA Commissioner
Schmidt before the Senate is a first step to understanding how this
can be done.

There are powerful economic and legal incentives for drug
manufacturers to carry out adequate animal studies of their
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products. Similar toxicological studies are done on closely related
drugs by different drug firms, and competitors’ products are not
uncommonly included in such studies. This cross-check, a
by-product of the free enterprise system, provides a strong
stimulus to individual drug firms to have accurate data on their
own products (Subcommittee on Health, 1976a: Part 11, 92).

Rggulamry agencies can foster this competitive check by
requiring two companies seeking to enter a market with similar
products to each do comparative studies with the other’s product.

For a decade Senator Gaylord Nelson attempted to persuade the
US Congress to accept a third-party testing bill. Nelson’s basic
argument had been that industry should be neither testing the safety
of its own product nor deciding who will do that testing for them.
The cost to the taxpayer of government doing all drug testing would
be beyond the possible. Industry critics argue that the government
should do the testing, but industry foot the bill. Dr Schmidt has
pointed out some of the arguments against a government monopoly
of drug testing.

[t is inevitable that in carrying out its activities, the Government
would come to set research priorities. Since I believe that all
monopolies, whether public or private, tend to stagnate, the
prospect of any single institution gaining such control over all
preclinical drug investigation troubles me. Second, “disinterest’
does not in any sense assure quality, although it may eliminate
outright bias of certain kinds.

We at FDA unfortunately know, from an embarrassing,
well-publicized mixup of animals in the course of an FDA study
of RED No. 2, that Government testing is vulnerable to the same
problems of quality control as testing done by private firms.

Third, a fact of life is that most toxicology laboratories and
toxicologists are already established in private industry, so that
nonindustry facilities and personnel for this work simply are not
available (Subcommittee on Health, 1976a: Part 11, I03--=i}.

An alternative which avoids some of these problems is for the
government to approve a list of independent ‘third parties’ to
undertake drug testing. These would be primarily private and
university laboratories, and perhaps some laboratories in govern-
ment departments. The government could act as a ‘broker’ award-
ing bids to conduct evaluations paid for by sponsors on the basis of
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cconomics, quality of protocols, experience with the evaluation of
the type of product concerned and technical competence. With the
elimination of the direct cash nexus between sponsor and con-
tractor, scientific independence could be assured. Contracts would
be won according to the quality of past research, not according to
how pleasing the results were to the sponsor. Even greater guaran-
tees would prevail were there a requirement that the studies be
undertaken by two or more research contractors. Contractors
producing data which the superior methodologies of competitors
showed to be in error would lose out in the competitive struggle for
research excellence.

The US National Cancer Institute takes its guarantees of the
intergrity of research undertaken by independent contractors even
further. Contractors are sent coded compounds and required to
return raw data sheets to another independent contractor which
does the statistical analysis. The first lab is therefore in no position
to fiddle its results at the data analysis stage. To check that the lab is
doing its raw data collection properly, NCI will occasionally ship it a
coded compound which has certain clearly established effects to
ascertain that such effects are reported. These kinds of checks are
obviously costly, but there is no reason that they could not be used
sparingly in areas of high sensitivity or importance, or where
grounds for suspicion exist.

One reason why simply removing the direct cash nexus between
sponsor and contractor by having the government act as broker
might not be sufficient for all situations is that it does not remove
pressures on contractors to achieve a certain sample size by a
deadline. We have seen that data can be fabricated in order to meet
a deadline, just as it can be manufactured to produce favourable
results. Hence the rationale for the more stringent requirements of
competition between contractors and the National Cancer Institute
measures. Just as with toxicological studies, there are incentives for
data fabrication among clinical investigators (especially when as
much as $1,000 per subject is paid by American companies,
enabling some doctors to earn up to $1 million a year from drug
research). The case for NCI type measures here is therefore also
clear.

At least if clinical testing contracts were awarded by government,
we would no longer have the situation of the Australian Medical
Director of an American transnational who could say quite openly
to me: “Of course we do pat a doctor on the back and congratulate
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him more if as well as following the protocol properly and filling out
the forms in detail he finds what we predicted. That’s only natural.’

Another reform which would use competitive forces to improve

the quality of research would be to make findings on the safety of
drugs available under Freedom of Information Acts (see McGarity
and Shapiro, 1980). This would mean that the quality of research
would be subjected to evaluation and re-analysis not only by
government scientists but by the scientists of competitors who have
a clear vested interest in uncovering methodological weaknesses.
Similarly, consumer groups should be able to evaluate the data
which have led to a decision to set a product loose upon consumers.
Shapo (1979: 57) incisively argued: ‘As a matter of democratic
values, there is a strong presumption in favor of making public the
facts about experimentation whose subjects are the public.” Drug
companies should not have the right to treat as a private commercial
secret something which has a cost in risk of in jury borne by the
public.

In the absence of the more sweeping reforms mentioned above,
the public should have a right to certain other types of information.
The public, and particularly the medical profession at large. should
be informed whether a researcher publishing data about a particular
drug was financially supported in that research by the manufacturer
of the drug. Medical journals should have a policy of requiring such
disclosure. These policies could never be totally effective because.,
as Epstein (1978: 82) has pointed out, large corporations are
infinitely resourceful in channelling their funds indirectly to support
captive researchers.

Another alleged tack is for the firm, singly or in combination with
like firms, to set up supposedly independent research institutes
whose scientists seem always to find evidence to support the
stance taken by the firm, despite massive contrary evidence.
Thus, when some high-sounding institute states that a compound
is harmless or a process free of risk, it is wise to know whence the
institute or the scientists who work there obtain their financial
support.

One of the many lessons from the thalidomide disaster was the
importance of giving company officers guarantees of a right to
publish findings promptly from the research they do for the
company. During February and March of 1962, Dr Somers of
Distillers gave thalidomide to four pregnant white rabbits. Of the 18
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by rubbits born, 13 had the terrible types of deformitie_s now
socinted with thalidomide. Somers was anxious to publish his
ings quickly. But when Griinenthal learned of the results, they

frote to Distillers suggesting that publication should be delayed for
l time being. Somers, with an integrity which many researchers
i industry might not have shown, published his paper in The
et of 28 April 1962. .
{ least one American company, Schering, allows its scientists,
b & matter of contract, the right to publish independently in
Wemic journals any findings from their research. 'l'hi§ is‘an
priant protection not only because it enables company scientists
B blow the whistle after a serious cover-up, but also because there is
ined 1o be a preventive effect from the knowledge that a com-
#iv's cover could be blown at any time by a scientist who has a

ractual right to do so.

and rehabilitation

serious consequences for the thalidomide corporations
volved not criminal sanctions, but civil actions costing many
Miidreds of million dollars, civil actions which were universally
Bitled out of court. Similarly, in the other case studies of this
hapier. companies have not suffered severely at the hands of
iminal courts, if they were dealt with by a criminal court at all.
% 15 not to say that the companies were untouched by the events
sed here. On the contrary, we have seen that the companies
Midered in the major case studies in this chapter — Richardson-
pll, Grinenthal, Distillers, G. D. Searle, Biometric Testing
W, IR - suffered at least in the short term on the stock market or
profitability. They were set back in the main not because of
fiminnl sanctions but from the adverse publicity surrounding the
tions made against them. Executives of these companies
unicate the message that the campaigns against them had
uential deterrent effects, but that the deterrence by and large
wded rather than followed from any criminal action which
{ have been taken against them.

here is evidence that the corporations involved were not only
erred, but also in some measure rehabilitated. An obvious
eeption here is IBT which, in effect, was sentenced vf'ilhout trial
W de facto corporate death sentence. It is unlikely to rise from the
il in rehabilitated form. We have seen, though, the way that
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Searle, formerly with one of the most sloppy internal control
systems in the American pharmaceutical industry, set up a tough
international internal compliance system. Similarly, following its
crises of the early 1960s, Richardson-Merrell appointed a ‘Director
of Standards’ to a position with considerable organisational clout.
The appointee was a strong personality, a former FDA District
Commissioner, whose job it was to clean up the company. A world-
wide corporate standards manual was introduced, something
unusual at that time, though commonplace today. Head office
began sending troubleshooters to subsidiaries around the world to
check that the new standards were being met. An older Richardson-
Merrell executive, who saw the transformation claimed that at the
time Richardson-Merrell led the industry in worldwide auditing
programmes of corporate standards in quality of drug testing and
good manufacturing practices. Whether or not this is true, there can
be little question that considerable corporate rehabilitation took
place.

The thalidomide and Searle crises also resulted in a kind of
regulatory rehabilitation. MER/29 and thalidomide coming closely
on top of each other permitted Senator Kefauver to push through
sweeping amendments to toughen the US Food, Drug and Cos-
metic Act in 1962. Almost every developed country severely
tightened its regulatory controls on the pharmaceutical industry in
the wake of thalidomide. Searle’s fiasco was the catalyst for the
introduction of Good Laboratory Practices regulations for the first
time. Critics of the process would call it legislation by crisis rather
then regulatory rehabilitation.

The most straightforward conclusion of this chapter must be,
in the face of the widespread abuses in the safety testing of drugs
which have been documented, that the following statement of what
has been, and arguably still is, FDA policy, is an unacceptable
position.

The policy of the FDA necessarily has been that unless there is a
compelling reason to believe otherwise, we would proceed from
the assumption that the foundation was intact, and that the
evidence submitted to support an application reflected
professionalism and science of the highest order (Gardner, 1977:
5).

A position more firmly grounded in the realities documented here
has been expressed by Epstein (1978: 300):
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(Constraints on data, from gross inadequacy, biased
interpretation. manipulation, suppression and outright
destruction, are commonplace, especially when profitable
products or processes are involved. Evidence of such constraints
now justifies a priori reservations about the validity of data
developed by institutions or individuals whose economic interests
ure affected, especially when the data base has been maintained
us confidential at industry’s insistence.

Industry executives like to argue that it is now the 1980s and that
the abuses of the 1970s and 1960s are phenomena of the past. But
the realistic stance is still one of a priori reservations about the
- walidity of data supplied by industry. Consider the following inter-
Yiew which I had in 1980 with a Medical Director in Australia (a
developed country with a reputation as having one of the toughest
fegulatory schemes). The Medical Director worked for an
American transnational which concentrates a substantial propor-
Hhon of its clinical testing programme in Australia:

).B.: Do vou or the Health Department ever do audits of your
doctors to see that the patients on which you have forms actually
exist?
Medical Director: No. And [ don’t think that is necessary.
J.B.: But what about the instances which have been proven in the
1S of doctors providing data on fictitious patients in order to
collect more money for clinical testing?
Medical Director: There are no incentives for this. If we get back
100 favourable a picture on a product, we would then go and
overpromote it. That would rebound against us.
1. B.: But presumably an expert fraud would produce neither
gxtremely favourable nor extremely unfavourable results, but
reffy average-looking results?
edical Director: In that case it would not affect our results.




4 Unsafe manufacturing practices

SOME CASE STUDIES

Laws regulating the safe manufacture of drugs have been respon-
sive to crises in a way very similar to the regulation of testing. It will
be seen in this chapter how the US Food, Drug and Cosmetic Act of
1938 was brought into being after over one hundred people died in
the elixir sulfanilamide disaster. The British Committee on Safety
of Drugs was set up after the thalidomide tragedy. Tougher con-
trolling legislation ensued in France when in 1954 more than a
hundred people died after being given incorrectly labelled tablets
for the treatment of boils.

Most countries now have regulations for Good Manufacturing
Practices (GMPs). In some countries, such as the United States,
violations of the regulations are criminal offences, while in others,
such as Australia, GMPs are little more than voluntary codes.! The
kinds of problems which such codes address range from unsafe
practices which involve no criminal intent, such as failure to
properly clean a machine between production runs of different
types of drugs (so that the first product might contaminate
the second) to more unusual types of offences which normally
involve criminal intent. An example of the latter would be where
a manufacturer wantonly attempted to save money by substituting
a less expensive ingredient for the one set down in the specifica-
tions.

The FDA has a Drug Product Problem Reporting Program which
is a major source of leads on GMP violations. In the year ending
31 March 1978, FDA had 6,100 drug problems reported from
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pharmacists. The most common reported problems were off-
voloured tablets, capsules, and solutions — a total of 332 cases.

Other problems reported were adverse reactions, visible
precipitates or sediments in drugs mainly in solution form,
eracked or crumbled dosage units such as tablets or glass
umpules, missing or improper listing of label expiration dates,
empty or slack-filled dosage units, suspected potency problems,
and abnormal odor or taste (Hopkins, 1978).

The FDA enforcement reports indicate that between March 1975
und September 1977 there were 687 Class I and 11 recalls from the
market of prescription drugs (Pauls and Kloer, 1978: 11). Class 111
fecalls, for problems which are ‘not likely to cause adverse health
wonsequences’ were excluded from these figures. Most recalls are
voluntary. The FDA, or the company itself, might discover a
problem and the company will agree, perhaps under threat of court
#ction, to recall the product from the market. For the period
Junuary 1974 to December 1977 there were 177 court actions initi-
#led against pharmaceutical companies for alleged drug product
Huality problems (Pauls and Kloer, 1978: 17). These included in-
Junctions, seizures and prosecutions.

Some recalls have been massive. In 1971, a single drug company
had to recall from the market a total of 957 million digoxin tablets
(Silverman and Lee, 1974: 140). Silverman and Lee have also
tetailed how recalls can involve serious matters:

Cne liver preparation approved only for veterinarian use was
mislabelled and marketed for injection into human beings. FDA
tests picked up nitroglycerin tablets (for the control of anginal
pain) with as little as 16 percent of the labelled amount,
prednisone (for arthritis, asthma, and other conditions) with 30
percent, reserpine (for hypertension) with 25 percent, and
morphine with 68 percent. The FDA tests similarly disclosed
ophthalmic ointments contaminated with metal particles,
injectable Vitamin B, containing fragments of metal and glass,
sulfa-drugs with mold, and hormone solutions with unidentified
fever-producing contaminants. One lot of an antihistamine
solution was shipped in bottles that reportedly exploded because
ol the gas produced by contaminating bacteria. In a report on one
lot of more than a million digitalis tablets, an FDA report said,
‘Potency cannot be determined; unknown interfering substance
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caused premature deaths among test animals’ (Silverman and
Lee, 1974: 140-1).

The worst abuses occur in the Third World. Many ‘bathtub’
manufacturers in Guatemala have antibiotics on the market with
less than half the required strength of active ingredient. Such anti-
biotics are unlikely to effect a cure for anything, but they do build up
community immunity to the antibiotic so that future full-strength
administrations are rendered ineffective. One Australian general
manager told of a case in South-East Asia where water had been
substituted for injectable penicillin. In Korea recently pills
supposedly containing a life-and-death drug for severe heart disease
were found to contain only flour (Silverman et al., 1982: 111). Drug
executives who have worked in Asia are full of stories of pirate
reproductions of their products using forged labels and tablets of
identical size, shape and colour to their own. Pirates sometimes
bribe technicians to steal punches and dies so that the reputable
company’s logo can be stamped on a pill which might consist of no
more than starch.

I recall a case of about ten years ago [ in India] which we solved in
a matter of hours. A few well-placed persons reported at a
hospital with swollen hands. It was later found that the procaine
benzylpenicillin which had been administered to them was in
reality a solution of chalk. On further investigations, a most
remarkable racket came to light. An enterprising compounder
collected discarded penicillin vials and cardboard containers with
the labels intact. He filled the vials with chalk and packed them
neatly in the cardboard containers. He operated his racket on a
very big scale and was able to palm off who knows how many
thousands of spurious vials of the so-called procaine
benzylpenicillin before he was nabbed and jailed. Here chalk was
used because it was insoluble in water (Rangnekar, 1969: 157).

Such gross abuses are less common in developed countries.
However, Bud Loftus, former Director of the FDA's Division of
Drug Manufacturing, points out that in the late 1950s and early
1960s in the United States the counterfeiting of drugs and pirating of
punches and dies became a big problem (see also Kreig, 1967).
Other kinds of serious product safety violations are frequently
perpetrated today by transnational companies in developed
countries. In 1979 we saw Merck undertake two product recalls, and
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Wyeth, the American Home Products subsidiary, castigated with a
biting regulatory letter from the FDA. The letter of 21 June alleged
‘tailure to provide adequate ventilation to minimize contamination
ol products by extraneous adulterants and dissemination of micro-
urganisms from one area to another . . . failure to maintain equip-
ment in a clean manner by reason of the presence of mold’, and
referred to ‘equipment constructed of wood which does not assure
exclusion from drugs of contaminants from previous batches that
might affect safety. quality or purity. . .. The FDA also told the
President of American Home Products, John Culligan, that the
vompany had failed ‘to subject materials liable to microbiological
gontamination to microbiological tests prior to use', and that ‘there
I8 no assurance of stability of finished drugs, in that the stability
testing program does not include quantitative assays of the presert-
ulive system nor any microbiological testing of Amphojel, A-M-T
und Oxaine-M.”

In 1979 in Australia we saw an extremely hazardous packaging
mix-up in which quinine dihydrochloride was discovered in blister
pickages of Lasix ampules. Lasix injections are often used in emer-
gency situations to remove excessive fluid rapidly from the body. as
in the treatment of acute heart failure. Quinine dihydrochloride is
given to patients who may have malaria. The Japanese Ministry of
Health and Welfare found that as of 31 March 1979 126 drug-
manufacturing plants, comprising 9.4 per cent of those in the
gountry, were not in compliance with the Ministry’'s GMP
standards. Thus, we are not dealing with a problem which is limited
1o poor countries or days gone by. Nevertheless, we shall begin with
an carly crisis which changed the history of the pharmaceutical
industry.

T'he elixir sulfanilamide disaster

Sulfanilamide was a product widely in use around the world in the
late 1930s. It was only when a Tennessee company, Massengill &
L0, decided to manufacture the product in a liquid form that it
became a killer. The active ingredient was dissolved in di-ethylene
glycol to form the liquid. The di-ethylene glycol was transformed in
the body into kidney-destroying oxalic acid. The result was a slow
ugonising death for 107 documented cases, many of them children.
The manufacturer told reporters: ‘my chemists and I deeply regret
the fatal results, but . . . I do not feel there was any responsibility on
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our part’ (Silverman and Lee, 1974: 87). Apparently the chief
chemist took a different view: he committed suicide.

Massengill had not tested the elixir form of sulfanilamide for
safety on either human subjects or animals. When it was found that
the law was all but powerless to punish the company, the need fora
new Food, Drug and Cosmetic Act with wide-ranging provisions
was clear. President Roosevelt signed the new act into law in June
1938. The Act incorporated a variety of provisions to ensure that
drugs manufactured in the United States were safe. An era of
stricter regulation of pharmaceuticals had begun, to be followed
after the thalidomide disaster in 1961 by an even stricter era.

The Abbott affair

In the 1960s and 1970s Abbott was the world’s largest manufacturer
of sterile intravenous solutions. Intravenous solutions, of course,
are commonly used on critically ill patients, so high standards of
product quality are imperative. However, the Council on Economic
Priorities (1973) found Abbott to have the worst product safety
record in the American pharmaceutical industry, with 38 recalls in
seven years, one of them involving 93 different products. In 1964 it
was discovered that 300 bottles of sodium chloride solution
(common salt) were mislabelled as “Dextrose 5% in Water'. A panic
ensued in which 11.000 bottles of solution were recalled to track
down the salt masquerading as dextrose. No sooner had this crisis
been dealt with when another label mix-up was found: bottles of
‘Dextrose 10% Saline' had been erroneously labelled ‘Dextrose
2% 9% in Lactated Ringer’s Solution’. There were other batches
with the wrong label but the correct embossing identification on the
bottle caps. Abbott had to send warning telegrams to physicians ata
cost estimated at between $750,000 and $1,000,000 (Silverman and
Lee, 1974: 142).

Abbott’s problems were barely beginning. Some bottles were
discovered to contain mould. Further recalls occurred between
October 1964 and April 1965 after it was discovered that plastic
liners on its screw-top caps were defective and posed a severe risk
that bacteria would enter the intravenous solution. Such a leakage
of bacteria could result in septicaemia or blood poisoning.

Then in 1969 FD A discovered that for some time there had beena
problem with the annealing of the glass in the necks of Abbott
bottles of intravenous fluid. The result was more contamination of
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the fluid and more recalls throughout 1969. An inspector discovered
the problem when he noticed Abbott personnel in Oregon opening
packing cases of solutions sent from Chicago and holding the bottles
up to the light to discover defects. Subsequently the company stated
that a problem had existed for some months, but they agreed to a
recall only months later when FDA inspectors independently dis-
covered contaminated bottles. In a speech to the Pharmaceutical
Manufacturers Association in May 1969, FDA Commissioner, Dr
Herbert Ley, had this to say about the episode:

We subsequently learned that the manufacturer had begun
receiving a number of complaints about the large volume
parenterals starting in December, 1968. The complaints were
running at an even higher level by the end of February.

But the company did not recall suspect stocks; it did not notify
FDA. Instead. it had its representatives checking outstanding
stocks simply by visual examination. If there was no visible
evidence of contamination, the solutions were to be accepted as
satisfactory.

Not only was this measure inadequate, it wasn’t even allowed
in all instances. We have found unopened cases that were marked
with a symbol that the firm said indicated contamination and
approval by its field personnel.

This entire chain of events raises some real questions. Was the
manufacturer more concerned about the security of its reputation
than the safety of its products? More concerned about profits
than patients? It is not a story calculated to build public
confidence in the drug industry.

The company agreed to spend several hundred thousand dollars to
strengthen its quality control programme. Towards the end of 1970,
Morton Mintz, the Washington Post investigative journalist,
learned of a secret citation hearing into the matter by the FDA and
usked for a transcript of this. Months later FDA General Counsel
W. W. Goodrich replied refusing to fulfil the Mintz Freedom of
Information request on the grounds that the documents requested
contained secret commercial information.

At almost exactly the same time that the FDA counsel was
writing this reply, a medical paper in the prestigious New England
Journal of Medicine, the February 4, 1971, issue, detailed the
story of septicaemia, or blood poisoning, arising from a new wave
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of patients receiving Abbott’s intravenous fluids. And the facts
showed that this had nothing to do with the 1969 outbreak. In
other words. the merry-go round was starting all over again,
barely a year after the FDA had so graciously dropped its
criminal charges against Abbott.

The news of the new trouble had begun leaking in December.
No less than five patients, all of them in a coronary intensive care
unit at the University of Virginia Medical Hospital, were riddled
with septicaemia within the span of a few days (Fuller, 1972: 53).

In January 1971 there were further shattering revelations. Eight
deaths over the previous three months were reported from the
Henry Ford Hospital in Detroit. There were also 45 other cases of
blood poisoning at the hospital traced to the Abbott fluids. St
Anthony’s hospital in Denver reported 24 cases, including one
death. The reports mounted throughout January and February.
Fifty deaths were blamed on the contamination by the US Center
for Disease Control.

It was discovered that the problem was as it had been in 1964,
arising from a design change to a screw-on cap. If the bottle was
shaken or the top banged loose, germs would be washed from under
the new-style disc lining the cap. Abbott was eventually pushed into
a massive recall, the biggest in FDA history, and its production line
shut down. The FDA were understandably hesitant to act because
Abbott supplied 45 per cent of the market for the product. Were
patients going to die as a result of not being able to get supplies from
other small companies? Probably none did. but there certainly were
problems, as the following depressing anecdote illustrates.

One hospital superintendent frantically phoned a different
pharmaceutical house, since his intravenous supply was shrinking
to zero. "We're really on a spot,’ he told the detail man. ‘T've got
to have at least five or six dozen I'V bottles of various solutions
here by six o'clock tonight, or I don’t know what’s going to
happen to the patients. I can’t use the Abbott stuff, obviously.
Could you possibly help me out?”

*Absolutely,’ came the cheery voice of the detail man. ‘Don’t
worry about it at all.”

The superintendent was stunned and grateful that he could get
this emergency help. “You can?’ he asked incredulously.

‘No problem at all,” said the detail man. ‘I’ll just get the order
down on the pad and have the stuff up there by mid-afternoon.’
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‘I can’t thank you enough,’ said the superintendent.

‘Only one minor thing and we can clear that up in no time,’ the
detail man added.

*What's that?" asked the superintendent.

*All we need is a three-year, firm contract.” was the reply. "As
soon as you sign it, the shipment is yours’ (Fuller, 1972: 57-8).

In the news reports on the non-sterile solutions and their reported
350 victims from 21 hospitals, Abbott’s long history of delin-
quencies with the solutions was not recognised as an issue. Never-
theless, this time the FDA could not resist the pressure to
recommend criminal prosecutions to the Justice Department. Five
Abbott executives, as well as the company itself, were indicted by a
grand jury. It was the only occasion in the decade when the FDA
went to court with criminal charges against a major transnational
pharmaceutical company. An Abbott executive told me that the
company, out of concern to protect its people from being made
sacrificial lambs, offered to plead guilty if the charges against indi-
vidual executives were dropped. But the offer was rejected. The
court acquitted the company and its officers of all charges.*

Hospital personnel who used methods of opening caps on the
bottles which the company might not have foreseen were held
partially responsible for the tragedy. However, the more funda-
mental problem was that there was not the evidence to link the
specific GMP violations reported by the FD A's district inspectors as
the cause of the sterility problem. It could be established that there
were GMP violations, though there was dispute about how major
they were. The evidence was also compelling that non-sterile solu-
tions had been produced and that people died as a result. Even
here, there were evidentiary problems, however. Bud Loftus, the
FDA’s Director of Drug Manufacturing at the time, explains:

There were all kinds of problems with the FD A analysts” handling
of and actual testing of the samples. Worksheets were defective.
USP methodology had been not closely followed. These were all
legal problems that FDA was acutely aware of and that defense
counsel exploited.

The insurmountable difficulty was that the prosecution could not
prove a causal connection between the alleged GMP violations and
the alleged non-sterility.

In spite of the acquittal, Abbott did suffer. The cost of criminal
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conviction would have been nothing compared with the cost to
Abbott of its plant shut-down. Abbott executives claimed that the
cost of the 1971 FDA regulatory action against them was $480
million, probably an exaggerated figure, but it does give some
impression of the way that regulatory costs can be higher than any
fine which a court could conceivably impose. Then there were
personal costs to the Abbott executives whose reputations were put
on trial. They suffered terrible personal batterings under days of
cross-examination. As one colleague sympathised: “The guys who
were defendants in that case, some of them are basket cases today.
They’ve never been the same since.’

Evans Medical

A similar British disaster involving considerable injury and death
from the use of contaminated intravenous solutions was the subject
of an official enquiry in 1972 (Clothier Report, 1972). The problem
arose when a batch of product at Evans Medical failed to reach
sterilising temperature in an autoclave. The government enquiry
revealed that the disaster was the result of both the ignoring of some
of the company’s Standard Operating Procedures (SOPs) and the
inadequacy of other SOPs which were followed.

When the contaminated batch was produced, the recording
thermometer attached to the autoclave failed to indicate a rise in
temperature. This warning was ignored in contravention of SOPs
because the recording thermometers had a history of breaking
down. It was common for the pen of one thermometer to become
stuck, refusing to move from the baseline. Normally, the instru-
ment technician would repair the thermometer and it would show
that the temperature was normal. Hence, an attitude developed
where temperature warnings were not taken seriously.

SOPs afforded weak quality guarantees in that they placed the
decision to release a batch of product for sale in the hands of
production staff instead of quality control staff. Obviously pro-
duction staff have a stronger incentive to see their production
approved and despatched. There were other respects in which SOPs
created incentives for production staff to take the ‘easy’ course in
overseeing the quality of their own work: ‘In the absence of firm
direction from quality control, samples were in practice selected by
production staff only from the top layer in each cage, no doubt
because this was the easiest course. It is the Committee’s opinion

118

Unsafe manufacturing practices

that . . . bottles in the upper two layers of the cages were sterile, and
those in the lowest layer were not sterile’ (Clothier Report, 1972:
I11). The committee of enquiry concluded that the generally sloppy
upproach to SOPs was the result of a ‘lack of vigour” among key
middle managers and a willingness to place in responsible positions
people who were inadequately trained in quality control principles.

I'he Cordis litigation

Approximately a quarter of a million heart patients around the
world have battery-powered cardiac pacemakers implanted in their
bodies to normalise heartbeat. Some of the activities of Medtronic,
the largest pacemaker manufacturer in the world, were discussed in
the chapter on bribery. Senate hearings have also witnessed a
concerted attack on Medtronic by Dr Sidney Wolfe concerning the
quality of its manufacturing. He listed the following difficulties:

1) 1970 — Recall of 1000 pacemakers because of problem with
power supply.

2) March 1973 — Recall of 343 external pacemakers because of
battery placement problems.

3) March 1973 — Due to careless switching of a transistor,
thousands of pacemakers deprived of signal to indicate
battery failure (Subcommittee on Health, 1973: 288).

Wolfe also drew attention to a report from a Minneapolis FDA
inspection team: “Medtronics has instituted a program of resteriliz-
ing pacemakers and leads that have been disimplanted prior to
expiration of the warranty period. These devices are then implanted
into new patients.” Wolfe was concerned about the ‘the possibility
of bacterial and viral infections from such a gross practice as reusing
pacemakers’ (Subcommittee on Health, 1973: 288). Since 1972 in
the United States there have been a total of 34 voluntary recalls of
pacemaker lots manufactured by various companies.

The present case study is concerned with Medtronics’ main com-
petitor, the second largest manufacturer of pacemakers, the Cordis
Corporation. In 1975 in the District Court for the Southern District
ol Florida, the FDA sought an injunction to close down the pro-
duction of Cordis pacemakers until satisfactory quality control
measures were introduced. The case study provides some invalu-
uble lessons about the limits of legal solutions to manufacturing
quality problems.
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A defectively manufactured heart pacemaker is a frightful risk to
human health. A car which runs well 95 per cent of the time may be
regarded as a good car, but higher standards must be expected of a
pacemaker which only has to fail once to cause serious injury or
death. Dr Center, one of the government witnesses at the injunc-
tion hearing, outlined the range of possible medical consequences
of pacemaker defect.

Well, the worst complication, of course. is death. If you have a
runaway pacemaker, where it’s running at six, eight hundred
times a minute, that's instant death.

If you have a pacemaker that runs at 150 and the patient is not
aware of the problem but just is not feeling well, these cardiac
patients cannot tolerate that rate for an indefinite period of time
and could conceivably go into heart failure and die.

There are pacemakers that fail intermittently. They might fail
for, let’s say. a few seconds at a time. It may be sufficient so
that the patient either has a sinkable episode, a blackout spell
and falls, or he might suffer a broken arm. broken leg, fractured
skull.

Ifthe period is long enough, they may never survive that period
because the heart rate doesn’t return in time to again get their
circulation back to normal.

There are symptoms which are minimal. such as dizzy spells,
where either the heart rate slows down because the pacemaker is
slowed down or a person may go into heart failure again because
the rate has slowed down and the patient cannot tolerate it.

There are patients that are not aware of any symptoms and that
on examination one can find a defective pacemaker.

The answer is it can range anywhere from nothing to instant
death.

FDA inspectors had reported a list of 148 objectionable devia-
tions from quality control standards at the Cordis plant. It would be
impossible to cover all the FDA citations here, but it is important to
give some flavour of the nature of FDA concerns. FDA alleged that
Cordis pacemakers had a known failure rate of 5 per cent, and that
of a sample of 97 explanted pacemakers which had failure reports,
60 were made by Cordis. Nine other manufacturers combined
accounted for the remaining 37 failures.

FDA inspectors found that in the Cordis plant there were
machines for which there were no written operating procedures, no
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specifications, no calibration procedures, and no maiqttnance
schedule. One critical area where all of these deficiencies were
reported to exist was with the helium leak tester. 'Paclcmakcr
problems have been shown to arise from moisture leaking into the
components, so leak testing is critical. -

In some cases employees were found to be assembling pacemaker
parts on the strength of diagrams which had himdwrincn. undated,
unauthorised changes all over them. Sometimes operators were
assembling according to changes to specifications given verhallyl or
telephoned in from engineering. One operator was even w.orkmg
from a diagram for a kit different from the one she was working on.
When items failed certain tests, they were often retested to see if a
positive result was produced on the second test withgul an evalu-
ation of why the failure occurred on the first. Various types of
testing equibmcn( were alleged to be defective. Maintenancc of
equipment was being done once every two weeks instead of every
week according to requirements. .

Pacemakers are encapsulated several times in epoxy. The written
requirements of the firm were to sample and test the square root of
the number of incoming quarts of epoxy. Inspectors ubser\_rcd
operators to sample only one quart per lot. For example, when a 964
quart lot came in, 32 samples should have been checked, not one.

‘Life testing’ was done to see how the pacemakers sl_ood up to
stress. However, the FDA counsel summed up how inspectors
alleged the life-testing device to be of limited value:

the chart used to record the temperature of that critical device
focused so strongly in the middle that it couldn’t be read, and
when this was pointed out to management, they put another chart
on and the paper didn’t match and the reading said 140 degrees,
when the oven should have been and probably was at 40.

It was alleged that pyrogen-free® water for the final clcaning_ of
the pacemakers was left to stand overnight. FDA counsel Levine
complained, ‘I don’t even let water used to brush my teeth st:_md
overnight.” It was also claimed that certain parts were nol.slorcd ina
clean, dry, lint-free atmosphere and that solder was bcm_g put on
pacemakers without testing the soldering flux, cleaning fluid and oil
in the soldering machine for purity. _ /

The government alleged certain waiver deviations. Specifications
were established, but when lots failed to meet them they were
passed.
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Capacitors were being tested, according to the inspectors, with
testing equipment designed for capacitors made by a different
manufacturer. Certain mix-ups of containers and labels were
alleged. According to the inspection report, tasks were being signed
off as completed before they actually were completed. Moreover,
Inspector Hooten claimed: “The Quality Control record sheets,
indicating that the pacemaker had been approved weren't being
signed. There were no official authorization signatures or dates on
these sheets releasing the pacemakers.” As the final stage of the
approval process, a travel card was punched with a heart-shaped
punch to indicate that the pacemaker had passed all tests and was
acceptable. Hooten: “There were two of these punches lying loose
on the bench. They should have had limited access to these
punches, since they do indicate that the pacemaker is okay. They
were lying there for anyone’s use.’

The FDA argued that the whole quality control function was
dangerously sloppy and that qQuality goals were subservient to pro-
duction goals. Manufacturing inspectors were used as quality
control inspectors and they reported through a manufacturing
inspection manager to the vice-president for manufacturing. The
dangers of having quality control people reporting to production
will be discussed later in this chapter.

Many more pages could be filled listing the multitude of
specific FDA allegations against Cordis. This would serve little
purpose. The government charged that even when Cordis did
become aware of problems its responses were inadequate. FDA
Counsel, Levine:

Dr Sterner told Inspector Oglesbay that they had a problem with
their CTS 2.7 rate resistor. They decided to recall certain lots.
They did not recall others, although the same resistor is used in
them.

The firm had problems with CTS rate resistors as far back as
October, 1972.

I want to call the Court’s attention to Government’s Exhibit
No. 51, which on an internal memorandum a Cordis emplovee
has written on the top, ‘It looks like we have a CTS problem
here.’

That was in 1972. It was not until December of 1974 that Mr
Hershenson went back to find out what was goingon with CTS, a
major supplier for the defendants.
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Cordis had sent a ‘Dear Doctor’ letter about quality problems
With one of its pacemakers. In part, the letter read:

we anticipate that only a small percentage of the Iisth pacers
will malfunction. However, we recommend for conservative
management that these patients be monitored on a monthly basis
through 14 months after implantation to detect either of the two
potential types of malfunction: Type 1, premature rate decrease
followed by cessation of pacing or, Type 2, loss of sensing,
resulting in fixed rate of pacing.

When Dr Center was asked what it meant to him to be told that
Spatients be monitored on a monthly basis through 14 months after
Amplantation’, he said:

Well, realistically speaking, there is no way to adequately .
. monitor a patient on a monthly basis. If there is a problem in the
pacemaker, you can examine the patient at two o'clock and
everything is perfect. The first evidence of failure may occur at
2115 that same day. Therefore. if your appuintmel?l. to see the
patient is not for another month and there Ibd rapnq
teterioration, or even a slow deterioration, it’s obviously very
possible that if nothing is done in the meantime. there never will
be a second visit.

Mence the FDA view was that a pattern of neglect of quality was
fompounded by a reluctance on the part of the company to take
Willective action to protect patients once the fru_lls of this neglect
geame apparent. Thus the need for an injunction to close d_own
“Lurdis until the situation was straightened out. The court declined
;'; § grant the FDA its injunction. .
LCounsel for Cordis did not dispute very many of the FDA's 148
WMlleged deficiencies. It was conceded: ‘Regrettably, pacemalscrs are
Ml perfect, the pacemaker industry is not perfect, and Cordis is not
Prfect.” Nevertheless, it was argued: "Cordis is at least as good as
e rest of the pacemaker industry.’

The second element of the successful Cordis defence was lhlat
Ale sulfering to patients from granting the government its
Mjunetion would exceed the benefits to them. The Cordis defence

LI
- Now, I think the Court also will have to be aware of the potential
~ pllect of granting the government the relief which it seeks in
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removing Cordis, hopefully then only temporarily, from the
market.

Cordis is the Avis of the pacemaker industry. A corporation
called Medtronic was the first on the market. They have about 50
or 60 percent of the market. Cordis has on the order of 20
percent. The rest is scattered among about five domestic and four
foreign manufacturers, none of whom is anywhere near either
Medtronic or Cordis.

If the relief requested by the Food and Drug Administration is
granted, we will show that the current demand for new and
replacement pacemakers cannot be met and that there will be
very serious possible consequences for persons who need
pacemakers initially and for those who already have pacemakers
implanted in them and require replacements.

Further, as to the particular persons who have Cordis
pacemakers presently implanted in them, approximately forty to
fifty thousand throughout the world, we will show that there
would be various additional medical problems in shifting from a
Cordis pacemaker to some other pacemaker, even assuming that
one would be available.

The defence relied heavily on the testimony of one medical practi-
tioner, Dr Morse, in establishing this conclusion.

DrMorse: 1 feel that the Cordis pacemaker is the most reliable
on the market today.

Q: Could you give us any particular reason for this
opinion?

Dr Morse: Yes. I have had Cordis fixed-rate pacemakers five
years ago, that ended their life five years ago, that
lasted four years. Now, this is really unusual. The
average life of pacemakers from most companies at
that time was about 18 to 20 months. I continue to use
Cordis pacemakers because I feel that they are the
best designed and the most versatile pacemaker and
the most reliable pacemaker that’s available at the
present time.

Dr Morse’s testimony was disparaged by FDA on the grounds
that he admitted to being a Cordis shareholder.

Cordis had a point. If a Cordis shutdown caused certain patients
to change over to another brand of pacemaker, medical evidence
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indicated that increased risks of infection could follow from implant-
ing a new model, especially in cases where the implanting of a larger
model involved a surgical enlarging of the pocket for the device.*

DDr Morse, in testifving for the defence. also made much of the
psychological impact on patients of a Cordis shutdown. Asked what
the effect would be, Morse said:

I think it would be a catastrophe of the first order. There would
be hysteria among the patients. . . . There would be a
tremendous reaction throughout the country, because this is the
second largest manufacturer in the country. It would just shake
the faith of everyone who has a pacemaker in them, and these
people are concerned, and there is over a hundred thousand of
them.

The third and strongest element of the Cordis defence was that in
the months between the inspection and the court case the company
had rectified all of the problems noted by the FDA. Cordis counsel,
in summing up argued:

Now, the real key to our case, | submit, is Mr Hershenson's
testimony that as of this date everyvthing is corrected, certainly to
the best of the company’s ability.

Now, Mr Levine pointed out that this was rather
conclusionary, that we didn’t go through item by item.

That’s true. However, that is simply because I didn’t want to
wiste the Court’s time asking item by item. I can assure the Court
und the FDA that Mr Hershenson was fully prepared to stand
gross-examination on every item and to satisfy everyone that each
and every one was, in fact, done.

Neither side was really willing or able to spend months in court
srguing whether or not each of the 144 specific deficiencies in turn
hud been satisfactorily rectified. Notwithstanding all of the sub-
sldinry arguments, it was this third major defence which won the

day.

There is no evidence either of present violation of law, since the
government has not been there to see what conditions are right
now, nor have they presented any evidence of likelihood of
recurrence, which I think is sort of a logical impossibility when
you don’t know what the situation is right now.

However, if the Court has even the slightest doubt, we very
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respectfully suggest that it order the FDA to inspect Cordis and to
report any significant adverse findings immediately and directly
to the Court.

Finally, if the motion should be denied, as we have asked, we
invite and encourage the Food and Drug Administration to
inspect Cordis and also to assure itself that everything has been
corrected.

Judge Fay, in his decision to deny the motion for a preliminary
injunction, suggested that the FDA could take up this offer and
send in a team of inspectors to assess the current situation.

The FDA was not to be deterred and took up the offer. Before
discussing these further developments, it is worth considering the
implications of what had transpired up to that point. There will
always be delays between an inspection and court action based on
the results of that inspection, especially given the general policy of
the FDA (and most other regulatory agencies) of giving offenders
an opportunity voluntarily to set their house in order before taking
court action. Hence, there is the opportunity for the company to
ignore FDA warnings up to the point of the court hearing and then
argue in court that it has now rectified all shortcomings. The regu-
latory agency is then invited to do another inspection and the
adversaries are set on the roundabout again. This problem is not so
acute with criminal prosecutions or civil damages actions against a
company for past actions. It is when the regulatory agency seeks
injunctive relief that the problem is worst. Injunctions to prevent a
dangerous practice are more important than retribution against past
sins in terms of the immediate priority of a regulatory agency to save
lives and prevent suffering.

It might be argued that if the company really does rectify the
deficiencies then the public has been protected. In the first place,
there is no way of establishing this without setting the dog on a
course of chasing its tail again. But there is a more fundamental
objection to this argument, an objection which is a repetition of a
point made in the last chapter. FDA counsel Levine expressed it
when he said that the great concern was not with rectifying the 144
specific deficiencies, but with curing the underlying corporate
malaise of which these were symptoms: ‘Large or small, the impor-
tant thing is the pattern of inadequate quality control.’ There is little
guarantee that eliminating any given set of symptoms which come to
notice would also remove the systemic causes. Yet the inbuilt
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tradition of Western law is not to address itself to patterns of
conduct, but to specific items of conduct: not to deal with diseases,
but with symptoms. That is why, to choose another area of failure,
Western law has not been able to deal with phenomena like organ-
wed crime at their root: Al Capone had to be dealt with by con-
viction for an obscure tax violation.®

Let us return to the Cordis saga. On 28 August 1975, three days
ulter the FDA complaint for injunction was denied by the court,
two FDA inspectors revisited the Cordis plant. Specific deficiencies
noted by the inspectors totalled 137, and FDA returned to the court
1o seek injunctive relief for a second time. As Cordis had done twice
previously, it wrote to the FDA indicating how it intended to
temedy the specific deficiencies. This time, the judge, lacking con-
Midence in his capacity to deal with the highly technical issues of the

“gnse, decided to set up a special hearing to be conducted by

Professor Hines. _
Before Professor Hines the Cordis counsel again centred their
ense around the fact that specific deficiencies had been, and were

being, dealt with.

Part of the government’s case is saying that, well, when we came
back in this most recent inspection we saw the same things we saw
in the May-June inspection and way back in the February
inspection, and obviously that would be very significant, if it were
true, that we had done nothing. I think that would be very bad.
We intend to demonstrate that we did, in fact, do something
about everything and in fact none of the later observations are
really the same. There are several, two or three, that the same
situation recurred, but we will show that we took significant
measures in the interim which unfortunately in two or three cases
ot of about 150 did not work well enough and we have taken
more measures since.

The Commissioner, Professor Hines, tended to respond in his
feport to the underlying reality of the Cordis problem rather than to
dhe extent to which specific deficiencies had been rectified. He did
ponclude that FDA’s 137 new allegations were substantially correct
unel that many of the deficiencies which existed in the August-
Lhetober inspection were similar to deficiencies noted in the two
witlier inspections. Cordis corrections of the earlier deficiencies
were described as ‘reactive rather than pro-active’. Professor Hines
found that the FDA observations represented ‘significant
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deficiencies which had resulted from a lack of a carefully conceived,
comprehensive plan for product assurance’, the lack of compre-
hensive operating and implementing procedures and ‘the lack of a
vigorous internal auditing program to assure compliance with oper-
ating procedures.” With respect to one model of Cordis pacemakers
(the Kappa line), the Commissioner found that no procedures to
bring their production under the quality assurance programme had
been developed at all. In sum, Professor Hines concluded that the
whole Cordis operation was so lacking in systematisation and
documentation as to be ‘not conducive to nor consistent with the
production of high reliability pacers.

Cordis counsel reminded Professor Hines that in spite of the
fact that his role was defined by the judge as to express a view
on the technical questions, great power was being placed in his
hands.

. inaddition to just settling technical questions, you are really
having a dramatic, perhaps a final, effect on the life of a very large
enterprise. It is on the order of forty-million dollars annual sales
or two thousand employees, and the technical questions that you
will be deciding will be a very significant basis for Judge Eaton to
make his ultimate decision as to whether this operation remains
open or is closed down, so that it is more than just technical
questions as | am sure you appreciate. . . .

Perhaps Professor Hines was influenced by this warning when in
his report he was careful to frame his recommendations as reforms
which should be undertaken by Cordis. He did not recommend that
Cordis be shut down or that FDA supervision was required. Indeed,
the defendants were able to make much of the fact that many of the
changes and improvements required pacemaker production 1o be
underway in order that the needed improvements could be effected.
This, of course, was a poor argument for allowing Cordis to con-
tinue distributing pacemakers while its operations were being
brought under appropriate controls.

On the strength of Professor Hines's report, FDA counsel argued
before the convened court:

An injunction should now be issued. The terms of the injunction
would be those contained in the Commissioner’s
Recommendations. These require Cordis activity (1) to establish
acceptable reliability goals, (2) to establish data collection and
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statistical analyses of field experience in order to develop
gstimates of pacer reliability, (3) to bring Kappa pacer model
production under the product assurance system and to modify
promotional literature to reflect the newness of the device, (4) to
complete the design of a comprehensive pacer assurance system,
1o include the thirteen areas specified by the Commissioner in
order to achieve rigid control, (5) to increase final product
testing, (6) to staff the internal quality audit group so that it can
be vigorous [sic], and (7) to develop a high reliability discipline
und integration of management policies.

In contrast, Cordis argued that *. . . we fully accept his[Professor

Mines'| recommendations and we are working as hard as possible to
dmplement them as soon as possible and that is rapidly being
eeomplished.” Then came the clincher. FDA based its whole case
i law against Cordis on misbranding. Cordis claimed in the
rochures and directions-for-use literature which went to doctors
that its pacemakers were ‘manufactured under rigidly controlled
ponditions’ and that they performed with ‘a high degree of relia-
bility over an extended period of time’. Because these statements
‘m.'u:' inaccurate, the injunction to stop the distribution of mis-
branded products should be issued, the FDA argued. Such a
Mirntegy was necessary because at that time GMPs applied only to
“hrugs and not to implantable medical devices. The bombshell was
Ahat a couple of weeks before the December 1975 court hearing (on
I8 November) Cordis instituted new labelling for all Cordis pace-
nikers and sent copies to all physicians who currently used those
Aubels. *All pacers being shipped from Cordis plant as of today have
Ahis new labelling. They do not have any statement about rigid
Lontrol.”
Levine argued: ‘1 don’t know whether the new labelling here will
pemedy the past four or five years of the statement of rigid control.”
M Judge Eaton immediately intervened here: “Perhaps we have a
pew lawsuit now. We all pick up the new material and we start over
An reference to the labelling.' The FDA had lost the battle. It lost
pvery battle against Cordis, and the war.

The failure to close down the Cordis plant gave impetus to FDA
@llorts to have specific medical device regulations enacted. It was
e of the few attempts by the FDA to pull out all legal stops against
# moderately large company. As such, it was also a salutary lesson
o the limits of law in controlling corporate abuses.
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A fourth modern case study: an anonymous transnational

The Cordis case study served to illustrate the limits of law in
regulating unsafe manufacturing problems. The following case
study is probably more typical in that it illustrates how control was
effected through negotiation without recourse to litigation. In part,
an informal settlement was effected precisely because of a
realisation by some FDA officers that legal controls did have severe
limits in the kind of situation they were dealing with. The case study
concerns an anonymous American transnational pharmaceutical
company and anonymous FDA officers. Such anonymity arises
from the fact that my chief informant, a senior FDA official,
requested it be that way.

FDA inspectors became aware of the fact that there had been a
major breakdown on the quality system at the largest manufactur-
ing plant of one of the top American companies. Essentially the
problems were a number of sloppy practices which created a risk
that undetected non-sterile products were going on to the market.
The details of these practices will not be discussed here, but they
were of a magnitude to cause one FDA officer to describe the
quality breakdown as ‘one of the most serious I have seen in 30 years
experience’. The FDA district director wanted to close down the
plant and commence criminal proceedings against the company and
certain of its officers. We have seen that criminal prosecutions of
transnational pharmaceutical companies under the Food, Drug and
Cosmetic Act are virtually non-existent. So the FDA was clearly not
going to rush into criminal prosecutions. However, immediate
action had to be taken about the risk to the public. ‘We were
terrified’ about this risk, claimed the FD A head office official whose
job it was to react to the problem.

The crisis built up gradually. Government contracts for products
from the plant were cut off after an initial investigation by the
FDA'’s district office. Executives from the firm contacted the FDAs
head office and asked if they could come to Washington to discuss it.
They were told that they could, but only if they came with decision-
making authority. In the meantime the district office had sent head
office an injunction recommendation for the closure of the plant. At
the initial meeting between FDA and company officers it was
pointed out to the company that the injunction recommendation
had been received. Nevertheless, the meeting was non-productive.
Further evidence emerged subsequent to that initial meeting
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gulminating in a recommendation by the district office for criminal
prosecutions. As this evidence emerged from lhc' district office
investigations. the company became more co-operative.

A plan of action to rectify the problem was worked out at meet-
ings between the FDA and the corporation’s general counsel. Oqe
measure was a graduated recall of various products which was said
0 cost the company $8-10 million. It was agreed that the company
would dismiss its production and quality control managers, who
were regarded as having special responsibility for the quality crisis.
A huge and costly programme to upgrade the qu:l!ity assurance
aystem at the plant and in the company generally was !mplcmcn.u:'d.
‘Massive things were done here’, according to the key FDA official
in the negotiations.

" While the corporate general counsel won full support for the
fegime of rehabilitation from his president, the FDA ut’ﬁc?al did not
have such a smooth ride. The recall programme was a major source
‘ol dissension within the agency. It had been agreed that the recalls
should be gradual. Products already on the market would not be
yecalled until such time as new stocks manufactured under the
teformed quality control system had come out the end of Ehc
production line. Old stock would be recalled over four to five
months as more and more new stock was produced. The product
Wis necessary in surgery; without it certain operations could not
tuke place. Because the company was so large in the product lines
poncerned, immediate recall of all products produced under the
delective quality control system would have created shortugufs
which may have put certain patients at risk. The objection to this
part of the agreement was, however, that illegal drugs were out
there on the market and should be withdrawn as a matter of
principle. To compromise this principle would be intolerable. :

T'hese arguments were further confused by the fact that FDA did
ot have evidence that any of the inventory was non-sterile. No
wilverse reactions had been reporied. Moreover. it is difficult to test
with any certainty the sterility of an end-product. That is precisely
why slr(‘mg validation of in-process controls for sterility is essential.
There was a lack of assurance of the sterility in all lots which had
heen manufactured in serious violation of GMPs. The probability
that & number of lots on the market were non-sterile could only be
guessed. Even if there were no drugs lacking sterility, it did remain
true that the drugs were ‘illegal’ in the sense that they had not been
mnde and tested according to the standards set down in law.
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All protagonists within the agency seemed sincere in their desire
to assure maximum protection for the consumer. But neither side
had the data to be able to show that the risk from product shortages
would be greater or lesser than the risk from unsafe product. The
winning argument of those who defended the gradual recall was that
this was part of a total package of consensual measures which. as a
whole. would afford far greater protection 1o patients than would
result if the consensus broke down through legal action by FDA
against the company (e.g. seizure, injunction, prosecution). The
company might renege on some parts of its side of the deal if FDA
changed its tune on gradual recall.

This having been settled, there was now the question of criminal
prosecutions. Ultimately, no recommendation went from the FDA
to the Justice Department for a criminal prosecution. The district
director wanted to proceed with criminal action against the
company and the two executives who had been dismissed. In
contrast, the view of the FDA head office official who had done the
negotiating was that it would be ‘vindictive' to prosecute the ‘two
old men” who had suffered enough from professional disgrace and
loss of employment. Moreover, there were informal indications
that they were highly unlikely to ever go back to the pharmaceutical
industry and pose a threat to the public again. This senior FDA
officer justified his position as follows:

I stated my opinion that the government would win if it went
forward [on the case against the corporation and two individual
defendants]. I recommended that the case be not prosecuted at
all because, in my opinion, the public health and welfare would
not be at all served. The problem had been corrected. We had
magnificent (if belated) cooperation from the firm. The former
plant manager and plant QC director (they had different titles,
but I can’t remember them) were out of the industry; so. any
punishment of them would be strictly punitive. . . . The district
office screamed ‘Foul. The law is the law.” That kind of reasoning
has always disgusted me because when it is used the tail literally
wags the dog. The stated purpose of the Congress in enacting the
Act was "to protect the public health and welfare. . . .’ Too, FDA
took into consideration its track record with the court jurisdiction
involved. That particular FDA district office was not respected by
at least one judge up there who thought they were high handed
and less than objective in another matter referred to him.

132

Unsafe manufacturing practices

The immediate superior of this officer who did the negolia.ting
disagreed. He supported criminal prosecution of the corporation,
the chairman of its board, and the two executives who had been
dismissed. In turn, his immediate superior, who was a pcrsonal
fricnd of the chairman of the accused corporation.® was against any
griminal action. In the end, the matter was resolved in the negative
ul the highest decision-making levels of the agency. The company,
pecording to FDA staff, has had a good GMP record since the
Illcldcn(.hThis case study will be drawn upon later to illustrate t!?c
difficult choices and pressures which regulators must confront in
deciding for or against legal action, and to illustrate lhc real possi-
bilities for achieving significant protection for the public from deals
struck ‘in smoke-filled rooms’.”

1 nsafe manufacturing practices affecting workers

80 far in this chapter the impact of unsafe manufacturing practices
on consumers has been considered. But workers as well as con-
sumers can be victims. Unfortunately, workers as victims is a topic
which has been relatively neglected in this research. Itisan arcalthal
would justify detailed investigation. The pharmaceutical giant,
Wiarner-Lambert, and four of its executives were rechlty' the
subject of a landmark indictment charging them with hOlTIIC‘[dC over
un explosion-fire in its Long Island city chewing-gum plant in which
6 workers were killed and 55 others seriously injured. Ultimately
the U.S. Court of Appeals for the Second Circuit in New York
dismissed the case (People v. Warner Lambert, Ct app-. 434
N.Y.S. at 159). Even though the company had virtually lgnoreq a
warning by its insurance carriers that there was a severe gxplosmn
hazard at the plant, because the immediate source of ignition could
not be determined with certainty after the explosion, the ‘ch.arges
were dismissed. In other words, to get a conviction for criminally
negligent homicide, the prosecution was required to prove that the
defendants could foresee not only the fact that there nght be an
pxplosion, but also the precise chain of- events whlch. alctual_l.\r
triggered the explosion. The decision will rqake convictions in
future cases of the same kind extraordinarily difficult, if not
impossible. ‘
Obviously, safety problems are not all management’s faulll. Ina
pharmaceutical laboratory in which it is common practice for
dangerous chemicals to be mouth pipetted, the fault may lie with
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staff who choose to do this to save time. Equally, it could be that
management is at fault for failure to warn them off such a practice,
or even for training new staff into a set of practices which accepts
mouth pipetting as normal.

An important need is for detailed investigation of the health risks
to people who work with hormonal products. Between 1968 and
1971 many workers at Dawes Laboratories in Chicago Heights,
[llinois, complained of sexual impotence. Some men developed
enlarged breasts. in one case requiring surgical removal. Conditions
at the plant according to Epstein (1978: 227) were: *Ventilation was
practically nonexistent and the whole interior of the plant was
covered by dust containing as high as 10 percent DES [a hormonal
product] by weight.” In 1977 an Occupational Safety and Health
Administration inspection resulted in the comparatively heavy fine
of $46.000, which was subsequently reduced under appeal to
$21,000. Epstein pointed out that a similar incident is documented
from an oral contraceptive plant in Puerto Rico in 1976.

Following complaints of enlarged breasts in male employees and
menstrual disorders in females, NIOSH investigated the plant in
May, 1976, and found evidence of excessive oestrogen exposure.
In this case, management instituted the necessary dust control
measures and improved work practices, which appear to have
resolved the problem* (Epstein, 1978: 228).%

One contraceptive manufacturer claimed that extensive precau-
tions were taken in their Puerto Rican operation to reduce the risk
to workers from oestrogen in the atmosphere. Workers are rotated
in and out of that section of the work environment with the highest
risk; the contraceptives are manufactured in a part of the plant
which is physically separated from the rest; and other special
measures. However, | was told by senior management of this
American company that the high safety standards of its Puerto
Rican plant were not matched in its British operation. Even though
the British contraceptive plant had been approved by government
inspectors, the corporation’s international compliance unit was not
satisfied that it met corporate safety standards. Strengthened by the
argument that his own government found the plant safe, the
managing director of the British subsidiary was fighting the attempt
by headquarters corporate compliance staff to impose higher
standards.

A headquarters compliance executive explained the problem: ‘It
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is hard to sell the need for twenty improvements in a plant to a
managing director when they have had an inspection the week
belore by their local regulators who give them full marks. We can
ulways find things wrong, more important things wrong, than the
local government official.” At the time 1 interviewed certain parties
to the internal struggle over safety standards, the conflict was dead-
locked, with some chance that the matter might be resolved by the
regional vice-president for Europe or his superior in the United
States. The story is a nice illustration of how, even in a developed
country, workers are often better protected by watchdogs of cor-
porate standards within the transnational than they are by govern-
ment inspectors. This becomes even more true in Third World
countries where there are no government inspectors. Policies to
strengthen these socially responsible constituencies within the
transnational corporation will be considered later.

Industrial safety arrangements surrounding the manufacture of
contraceptives internationally is an area which warrants detailed
public interest research. The following statement by the quality
ussurance manager of the Mexican subsidiary of another major trans-
national implies that, at least at that time (December, 1979), indus-
trial safety standards were unsatisfactory: “We do have a bit of dust in
the air which can be dangerous when making OCs [oral contracep-
tives . We do not have enough vents in the roof. But we are building a
new plant and then we will be in compliance with the regulations.’

A further matter which requires investigation is the extent to
which pharmaceutical manufacturing affects the health of sur-
rounding communities in addition to that of workers. By far the
greatest concentration of pharmaceutical manufacturing in the
world is in the state of New Jersey in the US. New Jersey is the
American manufacturing headquarters of Ciba-Geigy. Warner-
L.ambert, Roche, Sandoz, Hoechst-Roussel, Johnson and Johnson,
Merck, Ethicon, Organon, Beecham, Schering-Plough, Squibb,
Carter-Wallace, Becton-Dickinson and many smaller pharma-
veutical companies. New Jersey leads all American states in overall
eancer mortality and in the variety of mortal cancers. Whether this
fact can be attributed, as Epstein (1978: 451) suggests, to waste
from the concentration of chemical industries in New Jersey is
bevond the competence of this author. However, the possibility
that this could be the case adds another reason for systematic
research on the effect on the health of people from the making, in
nddition to the consuming, of pharmaceuticals.
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AN INTERPRETATION OF THE CASE STUDIES
The Limits of Law

The Cordis case study illustrated some of the problems with
injunctive remedies to unsafe manufacturing practices. In part it is
the by now oft-repeated problem of Western law not being geared
to deal with a pattern of conduct but with specific egregious acts.
However, itis also a problem of the slow response of legal processes
to matters which require immediate action. The company which has
a socially dangerous pattern of administration has time to rectify
specific complaints before the court hearing takes place, while not
dealing with the underlying malaise. Then, we have seen, a regu-
latory roundabout can begin. It is perhaps for these reasons that one
senior FDA official expressed the view: “The Federal judiciary hasa
private contempt for agencies who seek injunctions. They feel that
they resort to injunctions when they fail at doing their own job.’

Many regulators have come to the conclusion that they can win
more immediate and more satisfactory protection for the consumer
through negotiation rather than litigation. It is important, never-
theless, for government negotiators to have the back-up threat of
injunctive relief, seizure and prosecution as negotiating tools. They
are then able to walk softly while carrying a big stick. The clum-
siness of law as a controlling device does not apply only to injunc-
tions. A negotiated voluntary recall of hazardous drugs will
generally be more effective than seizures enforced by the courts. In
the latter case, orders to seize drugs might have to be issued to
almost a hundred different marshals from district courts around the
United States. Moreover, the co-operative company is more able to
trace where all the drugs have gone than the government official
who has to elicit grudging co-operation under court order.

Similar considerations apply to the limits of prosecution for
violations of GMP regulations. In the first place, no set of regula-
tions can specify all the types of conduct that a company, following a
socially responsible pattern of manufacturing organisation, should
adopt. Regulations can even specify that certain types of com-
ponents be sampled for testing from the top, middle and bottom of a
container to ensure that it is not pure in one section but impure in
another. However, regulations cannot