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David Kessler’s Legacy at the FDA

By: Dr. Robert Goldberg

“If members of our society were empowered to make their own decisions about the entire range of products for
which the FDA has responsibility, however, then the whole rationale for the agency would cease to exist....To argue
that people ought to be able to choose their own risksto impose an unrealistic burden on people”
—Former Food and Drug Administration commissioner David Kessler

C:Early, Dr. Kessler was a man $7.3 million for injuries due to tion and furor. The news media

ith a mission. He believed  autoimmune disorders supposedlyfailed to accurately report research
that the FDA exists (in part) to caused by the rupture of silicone on the subject of silicone breast im-
relieve people of the burden of implants, despite the fact that the plants. All that was left was for the
choosing their own risks, and to  plaintiff’s physician testified she  FDA to review the “evidence” and
prevent them from making their  had autoimmune-like symptonhe- ban the implants.

own decisions. forereceiving implants. But over the years, several large

In its handling of some of the most The lawsuit information, according scale epidemiological studies have
important public health issues of thiso medical experts, did not show a been conducted. All of them have
decade—the ban on silicone breastrelationship between the silicone shown that there is little or no con-
implants, the delay of a home-basegel used in the implants and autoinnection between silicone gel breast
AIDS test, and off-label drug mune disease. But talk shows werémplants and autoimmune condi-
use—the FDA's behavior canbe  awash with women blaming their tions. The most recent study, the
explained in Kessler's beliefthat  silicone implants for a variety of  largest of its kind, was a retrospec-
individuals cannot make their own health problems. Congressional tive cohort study of 395,543 female
decisions, or choose their own riskshearings generated even more attemealth professionals.
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The relative risk ofany connective- more people—nearly 10 percent ofadvertise the good news because the
tissue disease among those who all HIV cases—contracted AIDS agency hadn’'t approved aspirin as a
reported having silicone breast im-because of a lack of knowledge. preventive heart medicine.

plants was only .124 percent higheEven worse, this happened while
than those who did not. the FDA a_pproved condo“ms as safgf many Americans can be laid di-
and effective when such “devices rectly on Kessler’s doorstep. The

refused to alter its position. It has Sfa” to protect N nearly 10 per_cent ritish Journal of Medicine esti-
of all cases. Widespread testing an

refused to acknowledge that the knowled t who has HIV i ates that 10,000 Americans die
risks to silicone breast implants are nOV\l' € g? od'Wr or af] | t'ls than each year because they don’t know
relatively small compared to their surely a sturdier propnylactic than ,q¢ aspirin’s value in reducing the

As a result, the deaths and suffering

Despite this evidence, the FDA ha

benefit and that women should hav(éondoms. incidence of heart attacks.

the right to decide whether or not te - - .

have them. Squelching “Off-Label” Uses Off-Label Risk vs. Public Risk
Increasingly, the FDA is getting The Unitad States Pharmacopoeia

The Home HIV Test into the business of telling people Convention (USP) examined how

nd doctors what drugs to take andnuch of what is considered to be

In 1990, a subsidiary of the Johnso?\ r what purposes. In other words, 9ood medical practice is off-label. It
and Johnson company began devely. 'ory | o4 prefer that doctors found that abour0 percent of all
opment of a test for HIV that would

nly prescribe drugs for the pur- accepted medical indications are
2:50\’; Ft)ﬁg Zla?n:%lsea;iligﬁittr:f; ggioqgoses specifically listed on the labglot ap[?‘roved by the F_DEsee Fig-
sorbent paper and send it to a lab. that_ are appfo?’ed by the FDA, andure 2]. _In some specialties, oncol-
The test, which would allow indi- avoid prescribing drugs for pur- oy for instance, more than 50
viduals fo obtain the results over thR°>%> not_approved by the FDA. per_cen_t of the [medically accepted]
phone or at a doctors office, cost uch use is commonly known as |nd|cat|o_ns are for _off-label uses.
$38 dollars compared to tha $300 “off-label”'use. Kessler wanted Our pediatric working group feels
cost at clinics. The safety of the tes ach particular use of_a drug to go that up to 85. percent of all o_Irugs
and its reliability in testing for HIV through the Investigational New  used in pediatrics in the United

Drug (IND) process before States are off label. Our latest fig-

had been demonstrated. The FDA . . : T

even acknowledaed it as safe. Yet Information about a particular use ures for dermatologists indicate
g " . was to circulate. This caused about 35 percent of all medically-

the FDA refused to allow the test off & _ e :
i a
the market for over five years. serious delays for several effective accepted indications in the USP

treatments [see Figure 1].

Clearly, the home HIV test was .
considered a threat and a nuisanceThe FDA claims that off-label drug

to various entities including HIV use is inherently unsafe and un-

activists, a powerful alliance who POVen because it doesn’t go Prescription Drug Uses Accepted
emphasized treatment over prevent-hrc’ugh the same testing as new| by Medical Community
tion, and HIV clinics that conductecﬂevelOped products. This claim

the more expensiv tests. Even (50 1% FEE VAN 8 TS,
more disturbing, a memo from the P

Centers for Disease Control (CDC)real world settings. Not Approved

to the FDA demonstrates that CDCFor instance, if people do not know '}‘;;?‘)‘
lobbied against approval of the testthat aspirin can prevent heart attack

because it would lead to “HIV posi-they may thank the FDA and David
tive individuals flooding public Kessler. In 1988, after scientists dis
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ers wanted to publicize the (80%)

In short, the FDA simply ignored discovery. In 1989, the FDA called

science and gave a set of interes : )
groups and agencies what they tthem in and told them they couldn’t

wanted. It is estimated that be-
cause of the embargo, 10,000
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Drug Indications database for drugs

used in dermatology are off-label
[see Figure 3] Percent of Medically Accepted Drug Uses That Are Off-label

100%
Dr. Kessler used the examples of

the cardiac arrhythmia suppressic
trial (CAST), calcium channel 80%
blockers and Botox to “demon-

strate” the dangers of off-label dru
use and promotion. Under close ¢

amination, none of these cases at 50%
examples of either off-label drug  40%
promotion or the negative effects

they have on public health.
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The study found that though antia
rythmic drugs suppressed ventricta
lar contractions after myocardial o _ _
infarction, they also led to a higher How the Ban on Off-Label wetting in children since the early
rate of death among patients. But Promotion Undermines Safety ~ 1970s. A substantial body of litera-
under Kessler's off-label use policyy a5 pecome apparent that ratherthu;: ’nggﬂggartzgiﬁgliﬁs Ctjrrlj Iséf_

it would have been an illegal act of y, 3y hrotecting the public health tactivelv controls bedwettin ing
off-label promotion for the innova- ¢, insafe drug use, the “current childrer): o thot Soeific s?e s

tors of these drigs to talk about  progcription on off-label promotion should be taken to gnsure saf% treat-
th_el_r gdverse effec_:ts, thu_s warning may actually facilitate rather than ot Despite the widespread use of
clinicians and saving patients lives,; i <,ch [unsafe] practices.” Note tricyc'lics inptreating childrr)en o
Calcium Channel Blockers (CCBs)the foll_owing examples which sup- panies are prohibited from dissemi-
A study conducted by Dr. Bruce port this claim. nating information on safe and

Psaty suggested that some patient&toposide for Non-Hodgkin's Lym- appropriate off-label treatments.

receiving CCBs have a higher risk phoma (NHL) in the Elderly tPA For Myocardial Infarction

of _dyingbcomglarelij with %ag_ents_re-swdies conducted at the National pyio 10 its FDA approval, research
ceiving beta-blockers and diUreticSc 4 cer nstitute found that the off- on the use of the clot-bréaking drug

voled againsta total ban because 12061 U5C Of another cancer  1pa found that achange in dosing
determigrjled that most appropriate afug—etolﬂ’_os'de—"}'as very effec- sirateqy increased the survival rate
Pprop tive in treating NHL in the elderly

i of patients undergoing myocardial
\(/;vohlgiir?:ir?gggrt]gv p?rse;c():rziitl)eerta?:ﬁgetf% combination with Oth('.:'r age nts. infgrction. PfOpefngS?ng zvas also
; Ideally, the pharmaceutical firm th"J‘Found to alleviate complications due
release CCBs to treat high blood P

pressure despite ample evidence makes etoposide would be able 10 1, gxcessive bleeding as a result of
= work with oncologists to actively ; ;
- using the drug. But the new dosing
that they should not. But by decid- ., \qte the safest dosage and drugiy; q d an off-label
ing to recommend that doctors be gimen was deemed an ofi-labe

. ) combination possible. However, ,
warned of the risk of using a par- P use of tPA and the company’s de-

: : . such dissemination was barred b
ticular drug in a specificway by 1o FDA under Dr. Kessler. Y veloper, Genentech, was barred
disseminating existing off-label in- from distributing information about

formation more widelythe FDA ac- Desipramine for Bed Wetting in ~ the new approach by the FDA.
knowledged that off-label drug ~ Children

information has a safety value.  Desipramine is one of the tricyclics
used to treat depression in adults. It
has been employed in the treatment
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tion is critical to educating doctors quences of its decisions and behav-
on appropriate clinical practice, theior. And fourth, because Kessler
FDA's ban on off-label promotion more skillfully and aggressively ex-
creates “orphan information”—  ploited FDA's control over product
valuable medical knowledge that approval and market access—the
has no home due to FDA limits on means of production—in order to
its free distribution. leverage its power.

Is Off-Label Promotion
Necessary for Good Medical
Practice?

Research suggests that if patients
and doctors were to wait to apply
off-label uses until the FDA got
around to reviewing and approving
them, Americans would be waiting : It would be a mistake to assume
years to obtain new medical infor- Conclusion that it is possible to reinvent the

mation. Because active dissemina-The FDA's misuse or abuse of reguFDA by simply appointing a new
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latory authority has been a constantommissioner. Kessler's use of
complaint of drug and device com-power not only set a standard that
panies and its critics for 30 years. the media and reformers will use to
Why then focus on David Kessler'sjudge future commissioners, but he
actions? Because under Kessler tladso transformed the way the FDA
FDA became the only legitimate aroperates, politicizing its decisions
biter of what is regarded as a threand decision-making apparatus to
to public health. Second, Kessler an unprecedented degree and mak-
demanded that only the FDA has ing it less accountable to political
the legal and ethical right to define oversight than at any other time in
what that threat is. Third, becauserecent history. In doing so he cre-
Kessler's particular justification of ated a new FDA in his own image,
FDA's power demanded that the  at the expense of individual choice,
agency be accountable to no one the public’s health, and the public’s
and that neither he nor the agency well-being.

accept responsibility for the conse-
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