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April 1993
Dackground:

In April 93, Dr. John Pesando of Seattlc, WA, raised concerns
regarding human subject protections in several studies at FHCRC
that were supported by the DHHS, namely, 2P01 CA18Q029=07,
CA29548, CAlE221, CAlS704, CAD9515 and CA30924 awarded by the
Mational Cancer Institute; Career award to Dr. BE. D. Thomas
ATO02424 .

Dr. Pesande also raised the following specific guestions about
the level of competence, and degree of authority, ete., of the
FHCRC=IEB:

A. When IRB members apparently raised guestions regarding
protocels 159 and 126, and informed the responsible institutional

officlial of their concerns, why were these studice allowed to
continue: - without following the advize of IRE fer extarnal

review and approval; = wlithout providing recuested information

to IRB about preduction procedurcs, gquality contrel and selection
critaria for products used in the studie=; and - without

resolving the significant financial conflict of interest ilssues
of the investigators inveolved, as identirfied by the IRB.

B. When IBB wrote to the responsible instlitutional officilal

about on-going concerns with regard te proteoccl deuelnpnent at
FHCRC, what was done to address these Concerns.

August 17, 199

OPRR wrote to FHCRC asking for a written repert from the FHCRC
addresaing the above concerns by September 18, 19%33.

September 14, 1993

FHCRC asked for an exbtension btill 10-18-93 C¢ respond, which wvas
approved. Documcnts came in Ootober.




Hoycmber 1993
OFRR meeting (11-24-93) Preliminary Analysis:

Questicon: Were the rights, safety and welfare of human asubjects
compromised in monoclonal antibedy studies Under M-10087

MAIN CONCERNS:

1. HMHOAE USED WITHOUT PRIOR TESTING AND ETANDARDIZATION:
Monoclonal antihodies were produced by Paul J. Martin, M.D., at
FHCRC (Appendix 8). Investigatora participated in studies
involving use of these antibodies for in vitro treatment of bone
marrow prior Ee its infusian inte human subjects for treatment.
Antibodisa ware used in patiants to Jdetermine safety and efficacy

without priar tasting in animalas or avaluation under any set of
rulaa, IRD atated that antibodies were keing used in what

appeared to be "a completely uncentrolled fashion" (appendix 9).
IKE stated "we feel even larger reasponsikility te kry to proteck
patients from unnecessary risks and treatments" [appendix 9).

These antibodies were not standardized in any manrer such as is
requirad by the FDA for use as Investigatisnal New Drugs {(THD=s).
They ware used without the kenefit of IND checks and balances
(Appendix 21); no cafety and efficacy was determined.

2. MOAB LICENSED TO GENETIC SYETEME: Dr. Day stated that while
all antibodies used in protocols 126 and 159 were produced at
FHCRC (poseibly involving use of WIH Grant support!), most ef the
antibodies were licensed to Genetic Systema (Day latter, page 14,
paragraph 1). ©Cne antibody, B1=1F5, used in proteceols 126 and
159 at FECRC, was produced by Onecgen in a jeint venture with
Ganetic Syetens.

3. OCONFLICT OF INTEREBT: Dr. Day indicated that Dr. John Hanaen
and Dr. E. D. Thomas had subatantial holdings in foundera stock
of Genetic Eystems and Dr. Paul Martin alse hald cenetic Bystem’a
founder steck. LOr. Hansen also served as HMedieal Directoar, and
Dr. Thomas as advisory committee member, for Genstic Systems
{appendix 7). They were alse participants in the pretecelsa
invelving the above testing.

Dr. Day indiecated that both Dra. Hansem and Thomas were listed an
protocel 126 and Dr. HEamsen was the prinoipal investigator on
this protocol in 1982, Dr. Paul Martin became the prinoipal
investigator on this protocol in 1983. Minutes of the Advisory
Croup meeting of February 23, 1984 (appendix 7) indicake that Dr.
Hansen was currently Medical Dircctor of Cenetic Systems, and Dr.
Thoras continued to serve ¢n the advisory committee of the
company and both continued te hold substantial founder stock in
the company.
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reluctant to, and in facl did, require changes in protocols in order to obtain TRE approval
Similarly, the IRB's stipulation that it would not review and approve research which had not
been signed by a statistician and approved by a commirtes designated to review the scientific
merit, is indicative of the IRB's exercise of appropriate suthority. And FHCRC's acceplance
of this recommendation and ultimate implementation of it, to the satisfaction of the TRR, i3
indicative of support of the authority of the IRB and not an obstruction. The fact that the IRD
accepied the establishment of an FHCRC review body (the Monoclonal Antibody Advisory
Committee) in liew of & non-FEICRC review body, will not be second-guessed by OPRR

With regard to the alleged condwet of a study invalving kigh mortality rates being carried
ot in petients for whom the outcome was known to be better outside of the activity and for
which reporting of adverse oxtcomes come only indirectly to fhe /RB: The evidence
presented leads 1o the conclusion that the protocol criticized was never carried out in the
absence of IRB approval. OPRR will not attempt to establish, retrospectively, whether the
risks of this research were reasonable in Hght of anticipated benefits, That is the fanction of
the IRB, and the IRB approved this research. Further, there is oo allegation that the IRB
withdrew an approval or halted any project based upon information about adverse outcomes
which had been previously withheld from it, or bad not been intended to be provided to it, but
came to the IRB circuitously. MNevertheless, it is not acceptable that the IRB be responsible
for obtaining information about reszarch outcomes which might influence its continued
approval of ongoing research. Researchers and their institutions, in this case FHCRC, are
responsible for communicating this information to the IRB. The regulations require that
institutions ensure prompt reporting to [RBs of "...any unanticipated problems involving risks
to subjects or others...” (45 CFR §46.103(b)5)1)). Mechanisms such as discussing these
problems at a meeting to which an IRB administrator and one or more members of the IRB
are invited do not meet this reporting requirement,

With regard o alicged resisionee 0 the IRR's request for external scientific review of studies
imvoiving MAb and marvow infusion: As reflected in the OPRR determination above, the
IRE sought to require this review and accepted FHCRC's decision to appeint the Monoclonal
Antibody Advisory Committes in ieu of a non-FHCRC review body. There 13 no indication in
the record that the TRB was in anyway inappropriately influenced in deciding that this was an
acceptable alternative. It mwst be remembered that the IRB had the ultimate authority to
approve or withhold approval of the study criticized OPFRE will nod conclude that FHCRC
should not have put forward an alternative mechanism te an outside review body, nor will it
conclude that the IRE sheuld not have found that altemnative acceptable. Such negotiations
are, as far as the record at hand indicates, acceptable.

Witk regard to alleged lacking on the part of the IRB of enthority, guidelines, and regulmory
experience fo carry out fis responsibilities: The record demonstrates that the IRB was then
and continues to be properly qualified, adequately provided with guidance, and vested with
the appropnate authority.



February 15, 1594 CPRR received response.
I. Latest verejon of protecol 126:

The latest version of protocol 126 is nunbered 746. It uses
irmunopagnetic saparation and removal of specific T cell subsets,
Ho patients have been entared in this protocol.

on 9/23/%2, 766.0 was approved with guestions by Committee 03(E).

on 3/24/%3, it was approved with guestions by Committee 03 and
renumbered 766.1.

on 7/14/53, it was reviewed by Committee 02 [Committee A).
on 12/21/93, an expedited review was done by Committee 031 (E).
In Dec 93, Committee 02 reviewed and approved.
on 1712734, final approval was given by Committee 02 (A).
iI. IRB Roster:
TREB roster shows that Ms. Earen Hansen, B.A., a nmon=-voting
member, i3 named alternate wvoting member if neaded to satiafy
quorum regquirements. Wendy K. Tyer, B.&5., 1s named alternate for
Ms. Hansen. Both are identlfied as administrators.

tes:
Minutesz record no diecussion or basie for approval.
OFRR asked for correction of inconsistancies in committee number
on Page 1 of minutas versus on IRB roster, and for corrections

regarding asterisks on the IRB roster. FHCRC faxed back the
carrected pages.
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April 1993
Background:

In April 83, Dr. John Pesandc of Seattle, WA, raised concerns
regarding human sukject protections in several studies at FHCRC
that were supported by the DHHS, namely, 2P01 CA18029-07,
CA2554B, CAl8221, CAlH704, CAO9515 and CA3D924 awarded by the
Wational Cancer Institute; Career award to Dr. E. D. Thomas
ATOZ42%,

Cr. Pesando also raised the following specific questions about
the level of competence, and deqree of authority, etc., of the
FHCRC-IRB:

A. When TRB members apparently raised questions regarding
protocols 159 and 126, and informed the responsible institutional
official of thelr cencerns, why were these studies allowed to
continue: - without fellowing the advise of TRB for external
review and approval; - without providing requested informaticon
to IRB about production procedures, gquality control and selection
oriteria for products used in the studies; and - without
resolving the significant financial confliot of interest issues
of the investigators invealved, as identified by the IRE,

B. When IRB wrcte to the responsible institutional official
about en-geing concerns with regard to protocol development at
FHCRC, what was done to address these concerns.

August 17, 1993

OFRR wrote to FHCRC asking for a writtem report from the FHCRC
addressing the above concerns by September 18, 1993.
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FHCRC asked [or an extension till 10-18-93 to respend, which was
approved. Documents came in October.

Hovember 1993

CPRE meeting (11-24-93) Preliminary Question: were the rights,
safety and welfare of huwman subjects compromi=ed in monoclconal
antibcdy studies Under M-10087



MAIN CONCERNS:

1. MOAE USED WITHOUT PRIOR TESTING AND ETANDARDIZATIONE
Monoclonal antibodies were produced by Paul J. Martin, M.D., at
FHCRC (Appendix 8). Investigators participated in studies
involving use of these antibodies for 15_351:2 treateant of bone
marrow prior to its infusion into human subjects for treatment.
Antibcdies were used in patients to determine mafety and efficacy
A
rules. IRE stated that antibodies were being usad in what
appeared to ke "a completely uncentralled fashion® (appendix §).
IRB stated "we feel even larger responsikility to try to protect
patients from unnecessary risks and treatments" (appendix 9).

These antibodies were not standardized in any nmanner such as is
required by the FDA for use as Investigational New Drugs (INDs).
They were used without the benefit af IND chacks and balances
{Appendix 21); no safety and efficacy was determined.

2. MOAB LICENWSED TO GEWETIC SYBTEMB: Dr. Day stated that while
all antibodies used in pretecols 126 and 159 were produced at
FHCRC (possibly involving use of NIH Grant support!), most of the
antibodies were licensed to Genetic Systems (Day letter, page 1B,
paragraph l). One antibedy, B1-1FS, used in protocols 125 and
155 at FHCRC, was produced by Oncogen in a joint venture with
Genetic Systems.

3. CONFLICT OF INTEREST: Dr., Day ilndicated that Dr. John Hansan
and Dr. E. D. Thomas had substamtial holdings in feundars stock
of Ganetic Bystems and Dr. Paul Martin alsc held Genatic sSystem‘s
founder stock. Dr. Hansen also served as Medical Directar, and
Dr. Thomas as advisory committee member, for Genatic sSystems
(appendix 7). They were also participants in the protocals
invoelving the above testing.

Dr. Day indicated that both Dra. Hansen and Thomas wers listed on
protocol 126 and Dr. Hansen was the prinmcipal investigator on
thie protocel in 1%82. Dr. Paul Martin bacame the principal
investigator on this protocel in 1983. Minutes of the Advisory
Group meeting of February 23, 1%a4 (Appendix 7) indicate that Dr.
Hansen was currently Medical Directer of cGenetic Systems, and Dr.
Thomas continued to serve on the adviscry cemmittee of the
company and both continued to hold subatantial founder stock in
the company.

FProving that these antibodies were clinically useful, would have
financially benefitted Genetic Systems, and subsequently its
etock holders, including the three investigators named above,
This possibility of financial gain as a result of the clinical
success of these antibodies, and conversely of loss if the
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antibodies fail, poses the problem of conflict of interest for
the three investigatcrs in their role as participants in elinical
studies invelving thesse antibodies.

Drs. Hansen and Thomas appear to have had conflict af interest
based on the FHCRC poliocy, dated June 9, 1983, as given in
Exhibit E (Appendix 23), and according to FHCRC's own Guidelines,
dated June 9, 1983, given in Exhibit F (Appendix 23).

There is the issue of develcping and testing products with HHS
funds, and allowing a commercial company and onaself to
financially preofit from it.

4. MNON=ANSWER ABOUT FRE-CLINICAL BORBENTNG: When IRP asked Dr.
E. D. Thomas about any preclinical screening to asaure that
antibodles were ready for clinical use, a non-answer was provided
by Dr. Thomas (Thcmas’s letter of October 14, 1593, page 3, top).

5. IRB CONCERMS8: IRE identified protocols having a lack of

RE?H}EEE* IRE felt uncomfertabla in ﬁpprﬁuing-pfatnculs for
clinical evaluation of these antikbodies. It

agked for outsjde
gcientific review of the protocols (appendix é). No such outsida
review was made available.

IRE had first raised concerns toc Dr. E. D. Thomas on Septenber
28, 1983 (appendix 4). On November 30, 1983, IRB raised concerns
with Director (Appendix 6). ©On December 17, 1984, IRB again
raised concerns with Director (Appendix 9). In May 19585, IERB
again wrote to FHCRC director about continued concerns: (i)
protocole must be reviewed for statistical merit; (ii) rust be
reviewed for scientific merit by outside review process. This
was necessary because moncclonals had no checks and balances
{appandix 21) such as thosa for INDs, and there were no
institutienal idelines ragarding safety and efficacy; and
adequacy of trial design.

INSTITUTION WAS NOT ADEQUATELY RESPONSIVE TO IRB CONCERNS.

6. INBIITUTIONAL COMMITTEE MOT ACCORDING TO IRB'E REQUEET: Tha
Scientific Review Committee (appendix 7) set up by FHCRC
consisted of FHCRC staff and was "too cloze to home te serve the
purpose suggested by IRE" (appendix 9, laat para)

Conclusions of the above meeting:

1. 1IRB should have required more information about local MAbs
before approving thelr use 1ln patients.
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2. IRB shoculd have guestioned continued use after finding high
mortalicy.

3. Conflict of intereat iz not OPRR ilosus,

December 1993

12-8-93 Visited Barbara Nishkin’e offica; requested coplas of
gelected doouments.

February 4, 1994

Issuas to resalwvea:

1. Did the TRB faal comnprcmised, as alleged by the
Complainant?

2. In the judgement of the IRE, was the risk/benefit ratio
in faver of the subjects in the protocals at the time
of their approval by tha IRB?

3. Were patients fully and correctly infermed regarding
the use of locally manufactured moncclonal antibodies
during the paricd in gquestion? (Were they edpected to
be informed about this technical etep of in vitre
treatment of bone marrow with Moab?)

4. After FHCRC established the peliey to the contrary, did
Dr. J. Hansen continued to be named on the protocel
126, in epite of helding financial interast in Genetic
Systems which held patents on Moabs? 2Answer appears to
be yas! (See File 2, Tab 23, FHCRC Confliot of Interest
Pplicy dated £€-9-81),

Tec get answers to these questions, it may be necessary to arrange
a site wviesit to speak with various individuals including the
menbars of the IRE at the time period in cuestion.

To establish appropriateness of current IRB procedures and
independence of IRB in conducting the reviews, it may be useful
to speak with the current IRB menbers.

Eebruary 7, 1993

CPRF. has asked Hs. Karen Hansen to provide: a. latest IC document
for protoecl 126; b. IRB roster of latest protoceol 126; and, <.
IRE proceduras.



