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Cear Dr. Puglisi;

Thank vou for your recent advice. Fer that discussion, I
bave gutlined the conflict of interest problem Lhat T mentionad
and provided cuples of reclevant dacuments. Basicallvy, zanjor
z g ' =h_Center in
! ed

e COmMpany

e THCREC was notified of thie =zituatien 2F that tima but
apperently 4id little to correct it. '

Khille a junior clinical faoulty memker a2t the FHORD in Lhe
Tall of 1983, [ was drafted to serve on ite newly recenstituted
Ins_itutional Review Esard charged with reviewing clinical
Frowocols "Lo assure that ethiesl standards for patiert care ave
rat.®  Our copnittee guickly becamn concerned by the sloppy
dezign of many studies which used locally prepared morc=lonal
antibocdies (MAD). For exemple, some previcusly aporoved
Erotocals did nol even stzte whieh MhE they were using, let alore
thalr possible adveree effects. TRI efferts te review and
ragulate these protocels (a burdensome and unwel come task) met
with stiff opposition from the senior medical staff, as hest
typified by the 10/14/83% letbter from Dr. E. Donnall Thopas, Chief
ef the Clinical Zervice, to the TRE statirg "I weuld have to
chijcot to arbitrary restrictions of our research activities ... 1
think that Committee members have not only an obligaticn to
review the elhical aspects of this work, but alsc an obligqation
ta assist us and not impede our research.® D, Thomas had a
fearsore reputation - vou crossed him at your peril.

1t soon became obvisous that at least cnae FECRC olirieal
study [Protocol #128) invalving Mah was causing very high
mertality rates in petiente who othsrwise stood & goed chance of
cure by hone marrow transplantation. Morecvar, the IRD learned
@l problema with this protocol through its own merbors, and net
Zrom the study's prineipal irvestigators ner from FHCRC staff,

Profboc 5 g of MAh ta remove T lvmphoctee from
cnor be SO ln an a L Lo prevent graft-vergus-host

diszare. While this protocel was causing nany patient deaths,
FECRC senlor staff insisted on its contivmation. Final numbers
are unavailable, kut it is sefe o say that protocol FI176€ wWas




directly responsible for ab least twn dozen pak’ens gdeaths [Elood
6: 664=€72, 1985 EBlood 72; 1978-1984, 1583). Most deaths
resulted Zrom failure of the donor marrow graft (norwally a rare
event), but there was alsc an exiremcly high fand fatal) leukenic
relapze rate in patients with chronic myelogenous leuke=ia,

At issue in 1983/1984 wae whether the conflicting opinions
af the IRE and THCRC sa2nicr medical staff recarding continmabticn
of protocol §126 simply reflected the superior vision and
Sudgement of the medieal staff, the inexperiencs of the IRB, er
something more. The atmosphere during IRE discussions of this
matter was literally one cf fear and dishelief. It is also
notewarthy that protoeal $lz6 = prie] ] £

' llernative

seaga was published by FHORO
af Modicine in early 19346,

It was common knowledge in 1983 that the biological agents
used in protosol 4126 amd other studies at the FHORC wera
licenzed to the Genetics Systers Corperatisn, m l=cal
bilotechnology compeny where ene of Lhe principal investigators of
pretezol 4126 (Dr. John Hanaen)! served as Madical Director and
the other (Dr. E. Dunnall Thomas) served as & =cientific advisor.
The TRE was concerned with rumcrs that Drs. Har=en and Thomas
both held largs blocks of stock in this company and seught to
resolve the lessue of passible conflicts of interest. 2t tha sane
time, the IRE was concerned with provertirs potentially harmful
conflicls of interest for IRB members (whosaz jobe and carsers
were conlrulled by the nrincipal clinical investigators of the
studies beiny reviewed) and thersfere sought to have theso
clinical protocols reviewed by indroendans sutside examinars.
Some of these IRB efforts are summarized in commurnisatiens frem
Lr. Henry FKaplan, IRE Chairman. In a unigus writt=n respaonse ta
1B ccncerns in a letter dated 10724783, Dr. Thomas flatly denis=d
the existence of conflicte of interast.

raft-vorsus-hnst
1 [ UENA

Same TRE members pet with Dr. Robert Day and senior FACRO
redical stall on January 17, 1984 to discuss “hese issuecs. AL
that time Dr. Faplan ard I successfully lobbied to remove Lhose
patierts having the meet favorable =linical anrocnosis [(AML in
firsL remissien, CML ir ¢hrsnic phass) frow the list of
candidates for protocel #1206 orn the grounds thal these patients
especially had too muck to loose from inclusion in this study.
Howover, the FHURC resisted our efforts to have clinical research
prolecels invelving biclogical agents rovicwad by indeperdent
cuteide examiners. Some of the itens discuzsed at this meeking
are contained in Gr. Duy's remo of Febouary 23, 1984. Ir
contrast to Dr. Thomas' statement of 10014783, O, Lay then
indicated that koth Drs. Thonas and Hansen bad "substantial
holdings of founders stock in GEa," (Genskice Syster
Corporaktion).



With this m=eting, the IEB felt that it had exhausted its
crtions and hopetully discharged its responsibilities in caaling
with these proklens, having informed Dr. Day and senior redical
Stoff of the mature and seriousness of its concerns and having
bezn reassured by Dr. Day that he weuld deal appropriately with
the matter. Tt shomld be remenbered that the IRE operated in a
regulatory vold without the necessary autherity or guidelines Lo
perform its purported funciion of protescting patients frem their
physlelans. Moreover, no cne on the IRB had anv experience in
requlatory matiers.

Despite Dr. Day's preomises, protomal #126 and its
cerivatives continued, the death toll mounted, and the IGB
remained poorly infermed as to the projgress and complications of
these clinical studies, canwhile, other ne marro ransplant

centers row began to report high graft failure rates in patients
receiving T cell-d 2 rrow (21% in a Bratli study and

‘% 1n ane from UCLA). As the IRE completed its two vear term,
Lhere was growing awareness that wost of its objectives regarding
design, review, and conduct of clinical protocols using losally
oroduced blolagical agents remained umnet. Thus on 57177685 the
IEB again requested Dr. Lay to cstanlish an independent comnitties
of outside investigator to review all such clinical preotocols.

T finally appreciated the seriouenesc of this problam when I
rzad the chapter dealing wikh Drs. Day, Thomas and Hansen and the
Genetic Systems Corporation inm Crart Fjermedal's book Medgic
Bullets. While a somewhat desperate IRE in 1984-85 placed its
Erust in Dr. Day, Mr. Fjermedal's description cf Dr. Day's
behavicr at this {ime suggests that Dr. Day had another agenda.
Mr. Fjermedal indicated that Drs. Hansen and Thomas gwned 250,000
=nd 200,000 ghares, respectively, of stceck in the Genetic Svstems
Corporation while the afcorementicned clinical studies were in
progress and at the time the TRE's initial inguiries were baeing
made. Dr. Day appezre tc have dcne nothing about this situatios.
Regardless af the wisdom and clinical judgement that may or ray
not have been chown in pursuing protacal §126 for a wultivea:
pericd in the [ace of its disastrous early results, There can hs
no guestion that thase eonducting this study should not have had
a financial interest in its purzuit and fevorable cuzcome.

I have much anger regarding this watter. There is no
gquestion that our actiens saved mazny livea and prevented much
suffering, but a price was paid. Only a fool would fail tc
realize the ézngers ‘nherent in opposine the wishes of superiors
and ewployers, and we were well aware of them in 19B3/B4, desnite
reassurances from Dr. Day on 1/17/E4. A great many people, then
as now, simply will net make the persanal sacrifices currently
required Lo even sttempt te corract abusss of this kind, even
when human lives are at stake. Thus similar abuses zre all but
gquaranteed to centinue.



We live in a moskt imperfect world, but I belisve that we
must draw the Line between what we deplcocxs but telerate and what
is simply intolerable. Tke serlounsress of this issus and its
implicaticna for future patient care conlinue to make it very
difficult for re to take the expedient course of deing nething.

Trhank you for your heln.

Sincerely,

1l P [t

F

Jehn M. Pesando M.D.;, Fa.D.

ce: Dr. €landia Blair, Instituticnal Affairs Office, HNIH
Hr Grant Fjermedal

Dean Fhilip Flalkew, Univerzity of HHEhlngtnﬂ
Gary K. Smith



