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Dear Dr. Mittal:

This letter is in response o your reguest for a written report addressing the
concems autlinad in your lettar to me of August 17, 1993 and in a letter from Dr. John M.
Pasando to the Office for Protection from Resaarch Risks ("OPRR") datad May 14, 1953,
It is unclaar ta us why Dr. Pesando kas chosen to maka these allegations some tan years
after the events occumed, However, his recollection of events is incomplele and
inaccurate basad on the documented history of the research in question. Accardingly,
this letter will first provide a detailed summary of oritical events and will then address the
specific questions raised in tha letters from you and Dr. Pesando.

Ta assist you in your review, we are enclosing In an appendix certaln kay
documents referanced in this letter and tha current IRB training manual used at Fred
Hutchinson Cancer Research Centar (FHCRG"). In addition. a5 you requested in your
letter, wa ars making the fallowing IRB racards availabls at Hogan & Hartson:

Protacol file on Frotocal 158 (file no. 1);

IRB agendas and minutes on Protocol 158 (e no. 2);

Protocaol file on Protocol 125 {file no. 3);

IRB agendas and minutes on Frotocol 126 (filke no. 4);

Graft Varsus Host Digeaze ("GVHD") meeting minutes regarding
Pratocel 126 (file no. E);

Pratocol file on Protocal 387 (file no. 6); and

Protccol file on Protocol 402 {file no. 7).

MR R

Some documents have been redacted to sliminate specific patiet icentfiers as well as
information pertaining to protocols which are not at issus. As agreed in discugsions

betwean Dr. Puglisi of OPRR, Barbara Mishkin of Hogan & Hartson and Doug Shaeffer,
Fred Hutchinson's General Counsal, the complete racorde are baing delivered to Hogan

& Hartson. We understand you will meke arrangements with Ms, Mishkin to raview them
thera.

1124 Columbia Sircer, Y301 Scatthe. Washington 3804 208 66F 2303 (Fax) Joe 447 5066
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This letter is organized as follows:
A, SUMMARY OF CRMCAL EVENTS
1. Introduction
2. Background on Marow Transplantabon
a History of Protocol 150
4. History of Protocol 126
a. Summary of Clinical Trials
b. The Seccno Clinical Trial
B. RESPONSE TO OPRR AND PESANDO LETTERS

1. The IRB was Qualfied and Trained and Had Autharity ta Fuffill ts
Obligal:ons Under FHCRC's Assurance and Applicable Federal Regulations.

2. Protocols 189 and 128 Warse Allcowad to Continue GOnly With IRB

Approval and Atter All Infarmation Requested by the IRB and Procedures Requirad

by the IRE Ware Provided.

2. FHCAC Provided an Independent Review Procadure for Protacols

Using Monoclonal Antibodies.

b. Al Irfarmation Requested by the IRB Regarding Production
Frocedures, Quality Gontrol and Selection Criteria Was Providaed.

C. Conflict of Interest Concerns of the IRB Wera Addressed
Prompily.

3. The Director Took Prompt and Appropriate Action to Address IRB
Concanms.

4 Protocol 126 Was Conducted for Sciantifically Appropriate Reasons
With Full Disclosure of Risks and Adverse Events to the IRB and Patients.
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5. Dr. Pesando’s Failure to Receive an Appaintment st FHCRC Was Unrelated

to His IRB Activities, 21
C.  CURRENT PROCEDURES FOR REVIEW OF PROTOCOLS USING MONOCLONAL
ANTIBODIES. 23
D. CONCLUSION 23

A, SUMMARY OF CRITICAL EVENTS
1. Introduction

The events cn which the allegations in Dr, Pesando's letter are based thok place
ten years ago during 1883 and 1884. This latter will focus principally on this time period
in order to respond directly to those allegations. At the end of the latter (Section C) is a
discussion of additonal procedures which have evolved subsequently through the
cooperative efforts of FHCRC's Clinical staff and IRB and are currantly in place to further
ensure the protection of human research subjects at FHCRC,

Allhough this lettar addresses both Protocol 125 and Protocol 158 as you
requested, the allsgations in Dr. Pesando’s letter relate principally to Protocol 126. Whils
Protocol 158 is referenced by Dr. Pesando, there were no unanticipated deaths due to
graft fallure for patients treated on Protocol 158, Section B.4 of this letter will address
certain of the allegalions made by Dr. Pesando which concern Protocol 126 specifically
and the results of that Protacol.

Finally, in considering Dr. Pesando’s allegations it is important to bear in mind that
the study of which both Frotocol 126 and 159 wers a part was peer-reviewed and
approved by an NG Clinical Gancer Program Project Review Committee in 1981 and, in
the case of Protocol 128, again in 1988 in connection with FHCRGC's Adult Leukemia
Center ("ALC") Research Grant (No. GA18029). Relevant pages from the committee's
raport and critique are included at Appendix 1. Notwithstanding Dr. Pesando’s personal
view Of these studies and their design, the Project Review Committee clearly felt that these
studies were well designed and scientifically meritorious.
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2. Background On Marrow Transplantation

Marrow transplantaticn takes acvantage of the fact that leukemias and lymphomas
exhibit fairly steep cose-respanses to alkylating agents, such as cyclophosphamida, and
to radiation. However, these agents are also very myelosuppressive. With the technique
of marrow transplantation, patients with recurrent leukemia and lymphoma who may have
no other chance for cure, can be treated with extremely high doses of alkylating agents
and total bady irradiation and then rescued from the otherwise lathal myelosuppressive
afiects of the treatrment by infusing bone maTow after the therapy. In general, three
sources of marmow have been commonly used: identical twin (or syngeneic) marrow,
marrow from an HLA-matched sibling (allogeneic marrow)) of CNe's own mamow
{autclogous marow) which was previously removed and cryopreserved at a time when
the patisnt's marrow was in remission.

Alhough meny patients who would have otherwise died have been saved by the
technique of marrow trensplantetion, it was al the tima these protocols ware originally
written (1882) and remains today &n imperfect approach. For patisnts with leukemia or
lymphoma resistant to conventional chemotheragy, cure rates with transplantation were
in the 15%-20% range in 1982 and, unfcrtunately, have not changed much. Two major
prohlams of trarsplantation are dissase recurrance after the transplant and graft-versus-
host disease ("GVHD'). Baoth are problems of considerable magnitude. Patlems
trangplanted for resistant leukemia or lymphema have & greater than S0% chance of their
malignancy recurring postransglant. Currently, even with our bast available methods of
prevention, GVHD develops In approximeately S0% of patients over the age of 30 recaiving
grafts from rmatzhed siblings, and in 80% of recipierts of mismatched or unrelated
Marmaw.

Protoccls 159 and 126 attempted to deal with these problems using monodonal
anticodies. It is important 10 nota that neither Protocol used monocional antibodies far
in vivo traatment of patients. In both protocols the antibodies were used to trest marmow
in vitro before the transplant. Protocol 159 concerned patients with malignant vmphoma
who were to undergo autologous marrow transplartation. One aim of that study was 1o
gga i marrow could ba treated in vitro with monoclonal anticodies directed at lymphoma
calls with the goal of lowering relapse rates after autologous manrow transplamation by
removing this potential sourca of relapse. Protocol 125 concarnad patients undargaing
gllogenalc marrow transplantetion who were known to have a high rek of developing
GVHD, Animal studies had shown that graft-versus-host disease was initiated by T cells
within the marrow graft and that the ramoval of T cells from the graft could prevent this
reaction. Protccol 128 was designed to test the in wiro treatment of human marrow.

Arda
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3. History of Protocol 159

FHCRC Protocol 188 “Autclogous Marow Transplantation for Treatmemt of
Malignant Lymphoma' was writtan in 1982 with Dr. Fred Appelbaum as the principal
Investigator. | was written in collaboration with Dr. Ron Levy and Dr. Saul Rosenburg of
Stanford. The study was develcped after several small pilot studies performed in Seattle
had demanstrated that patients with recurrent malignant kmphoma could in scme cases
ba cured § trested with very high dosa chemoradiotherapy followed by synganeic,
allogeneic, or autologous marrow transplantation. See Appendix 2. The protocol was for
in vitre use of moncclonal antibadies only.

The objectives of Prctoccl 159 were two-fold.  The first major objective was to
define the cure rate uLsing a single preparative ragimen of cyclophosphamida and 12 Gy
Total Body Irradiation ("TBIY) followed by autologous marrow transplantation for pabients
with recurrent malignant ymphorma of varous histolegic subtypes including ymphaoblastic
lymphoma, Burkitt's lymphoma, diffuse histiocytic lymphoma end Hodgkin's diseass.

A second objective of the protccol was 1o lest the feasibility of restoring
hematologic funclion using aulologous marrow that had bean manipulated /n witro in an
affort to remove tumor cells, Ng in vivo treatment of patients was conducted under thig
protocol. Numerous studies had documented that malignent iymphomeas at presentation
and at relapse frequentty involved bone marrow. This raisad the concern thal reinfusion
of unmanipulated autologous marrew might alsc result in the reinfusion of tumor cells
after the transplant. Studies in animal medels had demanstrated that lymphoid cells coukd
be removed from autologous marrow without endangering hermnatopoietic function. See
Appendix 3. This initial study was designed to test whether the same held true for human
marraw. This study was peer-reviewsd and approved in 1981 and in connection wih
FHCRC's ALC Grant, See Appendix 1.

In order to safeguard patients, the first 10 patiants on this study had two allquots
of autologous marrow stored, one of which was treated in vitro with the monocional
artlbody in question and the second of which was nct maripulated. Only those patients
who previously had their tumcrs screened 10 determine I they reacted with specific
monocional antibodies were aligbla 1o have their marrows treated #n vitno.

This protocol was sent to the FHCRC 1RB in September 1982, Two consent forms
were included. One outined the potential toxicities of the cyclophosphamide and total
Lody irradiation. The second dealt specifically with the issue of the use of monocional
artibocies to reat marrow in vitro. The second cansent farm (1598) which accompanied
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the protocal darified for the patient the experimental nature of the study and the potential
riske of the use of /n vitro marrow manipulation. This pretacol was sent to the IRE and
reviewed and approved in December of 1882, for the period December 30, 1882 through
Septernber 20, 1983,

A renewal was submitted on September 20, 1883, At that time, FHCRG had
treated five patients on the protocol, &l of whom engrafted normally and three of whom
remained alve and in complete remission. Following this sukbmission, a letter dated
September 28, 1983 was sent from tha IRB fo Or. E. Donnall Thomas ¢oncerning Protocol
159 and the use of menoclonal antibodies generally. See Appendix 4. In that letter Dr,
Keplan, as chairman of the IRB, asked 1) for infarmation concerning the decision making
process by which the Clinical Division decided which manodaonal antibodies were suitable
for clinical application, 2) whether the Clinical Division had established controls for
monaclonal entibody production, 3) the division's guidelines for screening monoclonal
antibodies as to their biologic activity, and 4) what checks and balances were in place ta
deal with patential conflicts of inlerest. Responses were writtan to this letter and sent
oack to the IRB on Octcber 14th and October 28th of 1983, See Appendix 5. These
responses included an explanation of the decision making process for choles of
monoclonal antibodies, a description of the established controls for production of
antibodies, and the methodology used to datermine biologic activity. In addition, an
appendix was included which explained in detail the moncclonal antibody production and
tasting facility. Finally, the Canter's confiict of interest poll discussed. The IRB
reviewed the responses and granted approvel on Novembe 383 for the pericd from
Decamber 1, 1983 through November 30, 1984

On Movemnber 30, 1883, | recsived a memorandum from Dr. Keplan requesting tha
formation of a new, independent scientifically basad group to consider the scientific merit
of monoclonal anticodies proposed for use in studies. See Appendix B. |n response to
Dr. Kaplan's memo and concerns which he raised in his earlier letter to Br. Thomas, |
appointed a Monocional Antibody Acvisory Group compesed of individuals with a strang
background in immurnology with no regoned conflicts of interest arising from ties to
biotechnology companias who could provide acvice about the scientific merit of the
indvidual studies, the cheice of monoclonal antibodies and addrass concarmns abou:
potential conflicts of interest.  This Advisary Group, which included Drs. Appelbaum,
Cheaver, Kaplan, Storb, Sullivan, and Pesandc, met initially on January 17, 1684 at which
time it was declded that the committee would act as an independent review commitiee
for the |IRB whenever eskad. Minutes of the January 17, 1984 meeting are included as
Appendix 7.
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The Adviscry Group was subsaquantty renamad the Scientific Raview Committee
and became a standing committee. It next met on Juns 25, 1984 at which time the use
of monocional antibodies In 7 differant protocols was reviewed, including Protocols 158
and 126. Approvsl of these protocols had been withheld by the IRB pending review by
the Scientific Review Committes. Those present st the meeting included Crs. Aopelbaum,
Cheever, Day, Stworb, Sulivan, and Pesando., At that meeting the use of manoclonal
antibodies in Protocol 159 was reviewed and approved. The minutes of the June 25,
1884 Scientific Review Committee meeting are includsc as Appendix 3. On December
1, 1964 renewal for Protoccl 159 was requested and granted by the IRB through
Ncvember 30, 1938,

In & |stter dated Decamber 17, 1384, Cr. Kaplan.agsin wrote to me concerming
Protocol 159 and what the IRB perceived to be ongeoing problems in the review
rmechanism 2t FHCRC, See Appendix 9. Specifically Or. Kaglan and the IRB feit that
protocols should be reviewed and epproved by a stafistician prior 10 submission to the
IRE. This suggestion was implemertac and |s still FHCRC's policy. The IRB a'ao felt that
all protocois et FHCRG should be reviewed by experts extarnal to FHGRC who were
experts in the particular field. As ciscussed more fully in Secticn B.2.a below, because
most FHCREC protocols are exdernally peersaviewed in connection with gramt applications
and ave also raviewed by the full Clinical Research Division of FHCRC, an additional layer
of raview was unnecassary.  Questions spedfic o0 morodonal antibody use ware
addreszsed (o the Scientiic Review Gommittes,  Spedific questions concerning Protocol
153 were addressed in a letter from Or. Appalbaum and a lettar from Dr. C. Dean
Buckner, who was the principal investigator of tha grant that funds the autologous marrow
trensplants. See Appendix 10.

By Dctober 1985, 42 patiants had been treated on this protocal of whom 38% ware
glive and in complete remission. In additicn, among those petienis whose merrow hed
been treated fm wiro with moncclonal antibodies, engraftment had been normal and
compleie in avery case. At that point two decisions were made. The first decision was
to limit enroliment on this study to patierts in first relapse or second remission since these
patients were doing well on this study.. However, patients treated for letar stages of
disszse had a high relapse rate, and it was decided to study more aggressive preparative
recimens in those patients. The second difficult decision concerned what ta do with the
in vitro marrow treatment. By this time, the study had setisfied its inifial specific aim of
esteblishing that one could treat marrow in vitro without endangaring engraftment. Other
studias supported this conclusion. B was less certain whathar the in vitro marow
treatment allorded pzstents any advantage by decraasing the relapsa rate. On the one
nand, theme was good theorsiczl evidanca this mght be so bul there was no data o
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prove it. Unfcrtunately, on the other hand, the rate of accrual on this study would not
parmit the performance of a randomized study to determine the efficacy of in wiro marrow
trestment. After much disoussion among the members ol the dinical group it was
dacided that in witrc marrow treatment would continue 1o be offered t0 patents whose
tumer immunophenotypa was known on the besis that such treatment might offer the
patiert some acvantage and all of the evidence suggestad it posed no danger.

This protocol was continued with annual IRB apgroval through July of 1583 when
it was closed. Even to this day, no randomized study of in vitro mamow treatment has
been performed. However, with large numbers of patients treeted, comparisons to
historical controls suggest that in witro marmow treatment is of some advantage. Perhaps
more convincing are the studies recently published in the New England Joumal {(Gribben
et al.; New England Journal of Medicine, 325:1525 (1991) which demonstrate that If one
can trest marrow in vitro with monocional artbodies and remove all evidence of
contaminating tumor cells s evidenced by a negative signal using PCR for tha 14:18
translocation, the outcome of marrow transp'antation is supenor to those cases where
marraw s not treatad in vilro 0 rémove the signal or where /in vitro traatment is unable
to remove all evidence of the 14:18 trans'ocation.

4. History of Protogol 126
a8 i ini ri

Prolccol 126 was mctivated by the clinical need for better pravention of
GVHD after allogeneic mamrow transplantation. The ability to prevent GVHD by removing
T cells from donor marrow had bean damonstrated in numerous axpearimental modals.
Impetus for lesting this approach for préventing GVHD in clinical trials cama from the
develcpment of a variety of methods for selactive depletion of T cells in human marrow,
Data from animal models indicated that the need for postransplant immunosuppression
zoukd be entiraly circumvertad by T cell depletion. This lad o the anticipation that the
Aisks of mueoosts, delayed engraftment, renal impairment, infections, and other
complications could be diminished by avoiding the nacessity of GVHD prophylaxs with
metholrexate, cyclosporine, anti-thymocyte globulin, prednisone or cyclophosphamice.
It was hoped that more effective GVHD pravention would lead 1o improved survival.

Protocol 128 embodied several distinct clinical trials of T cell depletion
beginning on May 11, 1881, This study was peer-reviewed in 1581 and again in 1586 In
connecticn with the FHCAC ALC Grant. It was approved on both occasions. See
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Appendix 1. Dr. John Hansen was the original principal investigator for Protozol 125, Dr,
Paul Martin became the principal investigator in 1983,

Following is a brief summary of sach of tha clirical trials embodied in
Protccol 125.

1. Thae first trigl involved simple incubation of donor marmow with T ceall-
specific monoclonal artibodies alone.  The study enrolled nine patients and was
discontinued whan it became apparent that this agproach did not decrease the risk of
GVHD, A publication summarizing the results s included at Appendix 11.

2. Tha second trial involved depletion of T cells in the donor marrow by
camplamanl-mediated tysis with a defined mikture of T cell-specific monoclonal antibodies
and was approved by the IRB on May 26, 1583, This is the study whicn is primadly
referericed in Dr, Pasando's |etter. Patiams selected for this study were considerad 10 ba
at high risk of GVHD because of being cver 30 yeers of age. This study is discussed in
detail below. The method of T cell depletion employed in this study was also used in all
subsequent orotocols excapt where noted otherwisa.

3. The third trial, designated 125.1, implementad several importan changes
baced on the results of the preceding stwcy. Enroliment was limited 10 patients with
advanced malignancies which required higher doses of TBI (15.75 Gy), and posttransplant
immunosuppression with cyclosperine was not administered. At the request of tha IRB,
this protocol was reviewed for scientific merlt by an ad hoc commities before any patient
gnroliment was alowed. This study enrclled eleven patients and was discontinued when
two developed graft failure. The prececent of selecting only high risk patients has been
continued in all subsequent protocols invoiving T cell depletion.  As with Protocol 128.1,
gach of the threa subsequant studies was also stopped after graft failure In any two
patiams.

4, The fourth trial, designated 12€.2, prescribed the acministration of
methotrexate afte- transplantation, besed on data from a canina model indicating that this
agent could help prevent rejection. Aler IRB approval on December 11, 1884, twelve
patients wera enrclied,

E. The filth trial, designated 1256.3, prescribed the combinaticn of
methatrexate and cyclosparine after ransplantation. Ater IRB approval onJunae 21, 1985,
nine patierts were enrolled. A publication summarizing results of this Irial and the
preceding three studias is appandad. See Apperdix 12,
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B. The sixth trial, designaied 128.4, tested whether graft failure could be
avcided oy T cell depletion with the use of a CDE-specific immunotaxin developad in
collaboration with Ellen Viletta at the University of Texas Southwestern Schoaol of Medicine
at Dallas. An IND exemption for tasting this immunotoxin was allowead by the FDA (IND
#BB-2288). After IRB approval on November 1, 1885, eight patients were enrolled, A
publication summarizing results of this study is appended. See Appendix 13.

7. The seventh trial, designated 125.5, tested whether addition of total
lymphoid irrgdiation in the pretransplant conditioning regimen could prevent rejection.
After approval by the IRE on December 10, 1985, nine patients were anrolled. Althougn
the prectocol remained open until Movember 30, 19388, no patients were anrolled afler
September 3, 1987, due to the availability of better altematives for patients.

8. The esighth trial, cesiqgnated 126 6, tested whethar selective depletion of
CD8 coels sould pravent GVHD. After IRE approval on Octaber 14, 1988, two patients
wvere enrolled. The study was stopped when it bacame apparent that removal of CDB
colls was not sufficiert 10 prevert GVHD in HLA-dentical reciplants who receved no
posttransplant mmunosuppression.

2. Thea ninth trial, originally designated 126.7 and leter amended as 126.8,
testad whather the addition of 2-chlorodeoxyadenosine to a conditioning regimen cf high
dose cydaphosphamide and single fraction TBI would prevent rejection of T cell depletad
HLA-mismatched marrcw. This sudy was aponsored by the Canper Therapy Evaluation
Program of the NCI and was reviewed by FDA. After IRE approval on May 30, 1891 a
gingle patient was enrclled. The study was closed after the Initlsl patiert rejectsd tne
graft.

b. The Second Trial.

The evarts referred o in Dr, Pesando’s letler relate principally to the second
trial under Protocol 126, The protocel for the secend trial was originally submitad 1o the
IRB on April 4, 1983 and was approved on May 26 1983 after modifications
recommended by the IRR were made. Tha first paliert was enrolled on Jure 24, 1283,
Dn September 23, 1883, ane of the patierts develcped marrow hypaplasia together with
cytogenetic changes ndicating recurrent myelodysplasia efier ransplentation.  The first
two unamblguous rejections occurred on November 23, 1883 and January 11, 1684, The
first patien engrafted after a second marrow transplant but later died on April 22, 1584,
The second patient died cn January 27, 1924 after & second transplart. One other
patien: developed severe nautropenia on Januery 25, 1984 but recovered spanianecusly,
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In accordance with FHGRG's normal practices, thasa evenis wera discussad in detail by
membears of tha Division of Clinizal Research at regular GVHD weekly meetings on
February 2, 1884 and February 8. 1384, There were two members of the Clinical
Fesearch Division on the IRB at the time Including Dr. Pesando. The IRB administrator
was also invited to these meetings, however, it doesn’t appear whether or not she was
prasant at these particular meetings. Minutes of the first discussion were not racorded,
but minutes of the second discussicn are appenced. See Appendix 14. After careful

review, the group decided to continue the study until twerty patients had basan errolled, '

Copies cf minutes of the GVHD mesetings vere provided to the IRE administrator as part
of FHCRC's normal precedure.

The complications associated with Protccol 125 were discussed again at an
IRB mesting on February 14, 1984, In response to an inquiry from the IRB, Dr. Martin
sumrmarized the events and resuits of the discussion by statf members during the
proceeding two weeks. See Appendix 15. Enrcliment of twenty patents was reached on
March 16, 1984, anc the protocol was suspended for observation.

An IRE renewal application was submitted on March 28, 1584. |RB approval
was granted on Aprll 17, 1884 contingant on revisions which vere submitted on April 20,
1884, After furlher revisions made at the suggesticn of the IAB on May 3, 1984, the
protocol was epproved on May 9. 1984 and circulated 1o members of the Division on May
14, 1984,

Membars of the Division of Clinical Research discussed the results in the
original twenty patients during regular weekly group mastings on May ¥, 1584 anc on
May 18, 1984. Minutes of these discussions are incluced at Appandix 16. Thasa minutes
were proviced to the IRB. On May 23, 1934, an addencum to the protocol was submilted
to the IRB and was subseguently designated 126.7. This addendum was approved by
the IRB on June 5, 1984, contingent on review by the Sciantific Raview Commities. As
discussed praviously, tha review of the Scientific Review Committee was conducted on
June 25, 1884 and resuted in a request for clarification of prctocol entry criteria.  See
Appendix B. The changes were submitted on July 10, 1884, and approval was grantec
on July 11, 1884, Protocol enroliment was started on August 2, 1884, A1 the time,
continuation of studies invalving T cell depletion was justified by the reduced risk of GVHD
and by the fact that graft failure had occurred in only one of nine patients who had
recaived 15.75 Gy TBI befcre transolantation. A sublication dascribing the rasuts in these
20 patents is induded at Appendoc 17.
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E.  HESPONSE TQ QPHR AND PESANDO LETTERS.

1. IHE W lifi Train Fulfill
Obligations Undﬂm&aﬂm&w

In your letter at page 2, you ask that we address the questions ralsed sbout the
competance and authority of cur IRE. Federal Regulaticns require that en IRE be
comprigad of members fram diverse backgrounds, that members be sufficiently gualified
through experience, exgertisa and diversity 1o promate respect for the IRB's advice and
counsel and that mambers indude men, women and diverse professions and that they
include at lzest one mamber who is not affilialad with the inslitulion and ocne meamber
whose primary expertisa is in a nonsciertfic area. 45 CFR 48.107. See, also, July 27,
1281 Aszurance atp. 11 (Appencix 18). Included et Appendix 19is a list of IRE members
curing the period of 19583-1235 including resumres for many of these individuals. During
this time pericd the IRB includac several phygicians, scientists, nuress, and administratore
and an attomey and a minister. While we have not been able to locate all of thess
resumes because of the time that has passed, the ones enclosed demonstrata that thesa
individuals were highly qualified to serve on the IRB and otherwise satisfied all of the
critaria contained in FHORC's assurance and the applicable federal reguiations.

The IRB members alsa recaived training when they began their sérvice on the IRB.
We have ncluded for your information a copy of our current training manual tor IRB
membera which has evolved from the first versions. In addition to receiving this manual,
our |IRE coordinator conducts an criertation for new IRB members to familiarize them with
thair responsiciities as IRB members. At this class they are shown a video provided by
CPRR entitled Evolving Concern - Protection for Human Subjects. Other video tapes are
made available 1r:| ihem nclu::llng Wm&ma for Protocol
: BE ation. After their
orientation, I.'ha IRB admnlﬂatratnr conlinues tn E&nd LHEI. "I‘lE"I‘IhEI‘E relovant malanals which
she abtains from seminars including those sponsorad by MIH, the FOA and the Appled
Ressarch Ethics National Asscclation ["ARENA" and from pl,blinatil:lﬁﬂ incuding updates
to any applicable regulat.ons. :

Conceming the IRB's autharity, it is clear fram reviewing the cormrespondence from
she |RB and the protccol files for Protocol 153 and 125 that rather than being intimidatad
oy Or. Thomas or ay other person on the FHCRC cinical staff, the IRB remained actively
nvclhved in reviewing and monitoring the twe protocals in question. As discussed in more
detal below, becouse of IRB involvemant and dialogue with the clinical staff, seversl
changes to these orotoocols and to general procacures at FHCRC were made.  Rather
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than evidencing an IRB without competence or autharity, the cialogue and subsequent
actlons of FHCRC in rasponse o that dialogue indicate that the IRB st FHCRC was al the
tIn‘a and continuas h:r bea r-as-.pﬁcl:ﬁd and efactive part of thﬂ research effort at FHCRC.

In his letter Dr. Pesando repeatedly implies that the IRB during the period 1883-
1285 lacked qualfications and authority to carry out ite duties. He suggests that the IRB
was inimidated by senior clinical stalf. At page 2 of his |etter, he describes the
atmosphers during IAB mestings as one of “fear and disbelief’. As evidence of this
intimidation by senor medical staff he cites a single serence fiom Dr. Thomas' letter o
the IRE of October 14, 1883. See Appendix 5. |In that sentence, Dr. Themas expresses
his concern over restrictions on research, spacifically a G0-day imitation on the approval
for Protocol 153, However, the letter Is a detailed response to concemns reised by the
IRE. In the letter Dr. Thomas states that ha and other members of the Glinical Division
are ‘wiling to spend a great deal of time in assisling the committee members”. See
Appandix § at p. 1. Rather than suggest "sbiff opposition” the entire tenor of the letter
indicates a wilingness to cooperate with the IRE. Furthermore, in spite of Dr. Thcmas®
concern over tha 83-day restrict-on on Protocal 159, all imformation requestad by the IRB
was provided bafcre the approval was extended beyond that time pericd. See Protocol
File for Protocol 159,

Dr. Pesando further implies that IRB members wera inlimidated because their jobs
were controlled by tha principal investigators for Protocol 128 and 158, gresumably Dr.
Thomas and Dr. Hansen, However, neither Or. Thomas nor Dr. Hansen was a principal
invastigator of these Protoco's during the period in question. More importantly, there
were only two members of the IRB that were even in the Clinical Divisicn. Many
members, including the chairman, Dr. Kap'an, were emplcyed by indepencent institutions
and ware nol in any way depandsnt on Dr. Thomas or Or. Hansen for future employment.

At page 3 of his letter, Dr. Pesandc also states that the "IRB operated in &
requlatory void without the necessary authority or guidelines 1o perform its purported
function of protecting patients from their physicians. Moreover, ro one on the IRB had
any experience in regulatory mattera.® It I3 not clear whet Or. Pesando means by a
segulatory void since NIH did have reguletions in affect concarning the operation of IRE's,
sopies of which were provided to members. In any avent, the physicians, scientists and
lawyers on the committes clearly had expertise lo address any regulatory matters that
might have arisen or to oblain approgriale assistance.
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The central theme of Dr. Pesando’s letter is that FHCRC refused 1o comply with
IRE requests 1o establish an indepandamt sclentific review procedure for protocols using
morocional antibodies or 1o addrass conflicts of interest involving Dr. Thomas and Dr,
Hansen. Similarly, Quastion 1 al page 2 of your letter asks wiy protccols 159 and 126
were allowed 1o continue a) wilhout following the advice of the IRE for external review and
approval, b) without oroviding information that was requested by the IRB about the
monocional antibodias used; and ¢} without resclving the confict of imerest issues raised
by the IRB. :

As discussed below, each time the IRB requested information concerning Protocals
159 and 126 t was provided and each time the IRE recommended procedures,
substantially similar procedures were implemertad which were satisfactory to the IRB.

a. FHCRC Provided an Independant Review Procedure for Protocols Using
Menoclonal Artibodies.

The farmation of a new ndependent scientifically-basec group to consider
the scientific marits of monoclonal antibody preparations proposed for study was first
mroposed in Dr. Kaplan's memo to me of November 30, 1983, See Appendix €. In
response to this letter an advisory committee wes crgenized. The first meeting of this
group cccurred on January 17, 1984. See Appendix 7. As shown in the minutaes of that
meeting, the procaedures developed by this commitles for extenzl review were approved
by Dr. Kaplen, the Chairman of the IRB, and Or. Pesando. This committee ulimately
became a standing committee caled the Scientific Review Committee, which includec Drs.
Appelbaumn, Cheever, Kaplan, Storb, Sullivar ard Pesando.

In May of 1584, at the request of the IRB, all protocols using monocional
antibodies wers stopped until the |RB was satisfied thet appropriate reviews by the
Scentific Review Committee had occurred. Minutes of the meating of the Scientific
Revisw Committes cn Jure 25, 1934 are included at Appencix 8. As shown in the
minutes, investigators of all protocols using monoclonal antibodies at FHCRC were
required to supgly detalled Information for sach antibody, including information en the
mathod of preparation, tha scurce of the antibody and quality control. Beth Protoccl 159
and Protocol 126 were reviewsad by this committes at the June 25 meeting as reflected
in the minutes and use of tha specified antibodies in these protacols was approvad.
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On December 17, 1584, Or. Kaplan wrota o me suggesting two further
modifications. 3ea Appendix 8. Firsl, Dr. Kaplan fit that the IRB did not heve sufficient
statistical sophisication to evaluate protocols and, therefore, sugpested thet each
protocol provide a section and signature line for & stalistician before review by the IRB.
Tnis suggestion was adopted end remaina pert of the ragular raview procass.

Dr. Kaplar's second suggestion was that we set up an extrarmural scientific
reviaw of protocols. The sugpestion contemplated use of a system similar to manuscript
review in which copies of the protocol would be mailed out to expartss In the field
throughout the country who neve agreed In advance to be reviewers. This was nct a
recommendation which dealt apecifically with the use of monoclional antibodies but with
the entira research activity of the FHCRC. The Clinical Research Division discussed this
possibilty but decided that it was neither necessary nor practical. First, the vast majority
of our clnical research is carried out with the support of NIH research grants. Each of
these grants undergoes close scrutiny by external raviewers on a periodic basis and thus
aur resaarch is, infadt, externally peer-reviewed. For example. as discussed aarlier, both
Protocols 128 and 159 were peer-reviewsd ard approved in connection with the Cantar's
ALC Grant. Sea Appencix 1. Sacond, the guestion of tha acientific maerit of each
individual reseerch protocol always has been, and continues to be, an imermal decision.
We know of no otner clrcumstance In whizh Insttutions ara requirad or choose to send
out every protocol for exterrnal review. Third, t was the dacision of the Clinical Research
DCivislon that such a process would significantly s'ow down the research pracess and
would oe unduly burdensome cn exdemal colleagues. Finaly, all protocols at the time
wara reviewad first by workding committees of clinical investigators and utbhmataly by the
antire clinical staff al a weekly stalt meating before being sent ta the IRB. This procedure
i3 explamed n 8 memo from Or. Thomas o tha IRB dated October 3, 1983, See
Appendix 20. This procedure continues tocday excep: that review takes place at Clinica
Imvestigator Maeting ("CIM"),  For these reasons, it was felt that an acditional layar cf
FEVIEW WAas UNnecessary.

On May 17, 1985 an IRB subcommitles sent a mamo to me recommending
the procedures for sign off by a stalistcan and external scientific review sugpested by Dr.,
Kaplen in hiz December 17, 1964 letter 1o me. Soe Appendix 21, As Indizsted before,
the policy and procedures concerning sign-off by a statistician were adopted. Aftachec
to the May 17 memo s a propased Instituticnal Review Board Application which was
ultimately adopted by tha IRB and usad at FHCRC. At page 4 of the form is a section on
monockonal antipodies raquiring pror review by the Scentific Review Committee balore
gsubmissian 1o the IRE. Sea Appendix 21, A formal policy was edopted by the IRE anc
incorporated inko its review manual on Movembar 7, 1985, A copy of the relevant
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chapters ara included in Appandix 22. Fage 2-5 of the policy raquiras that monozlaonal
antibodies used in protocols at FHCRG be approved by tha Scientific Review Committas.
The committes remains n place today although it is now called the Biologics Committas
age discugsed in Section T below,

b. All Information Requested by tha IRB Regarding Production Proceduras,
Quality Contrel and Selection Criteria for Products Was Provided.

in Dr. Kaplen's |latter to Dr. Thomas dated September 28, 1983, the IRB frat
raisad concemns about the unspecified use of monoclenal antibodies. See Appendix 4.
In his letter Dr. Pesando states that the |IRB was concerned by the "sloppy design” of
many studies using lacally prepared maonacional entibcdias, in particular, the failure 1
specify which moroclona! antibodies wera being used. See page 1 of Dr. Pasanda’s
lettar. In his Septermmber 28, 1883 latter, Dr. Kaplan references Prolocol 188 as an
aexample of a protocol which did not specify which antibodies were being used. The lettar
than goes on to request certain specific information cencerning the use of monoslonal
antioody at FHCRC.

Cr. Thomas responded 1o this letter by & letter dated Oclober 14, 1983
(Appendix 3) which included all of the mformation reguested in Dr. Kaplan's letter
including & discussion of the decision-making process by which the clinical staff selected
monccional antibocy, the processes by which controls for monocional antibody
precucticn were astablishad, standards for toxicity end selection criterie.  The |stter was
accompanied by detziled appendices.

Subsequenily, as discussed above, in respanse to further IRB concems, all
protocals utilizing monoclonal emtibodies were required to be submitted to the Scientific
Review Gommittes. In connection with that review, detailad information concerning each
antibady being used was provided to the Scientific Review Commitiee for analysis. See
Appendix 8. As shown in the protocal fles for 129 and 125, each time a new antibody
wes used, 8 seperate appandix containing detailed informeation about thal antibody had
to be approvad by tha IRB and tha Scienliic Review Committae.

Although Or. Pesando characterizes the cesign of these studies as "sloppy”,
the NGl committas that pesr-reviawed this study in 1981 felt that they were "maticulously
detailec® and nctable for their logical progression and careful attention to controls.” See
Appendix 1A at p. 18,
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As demonstrated by NIH's own efforts to develop an acceptable conflict of
interest policy, the issues raised by relationships between private companies and scentfic
researchers are difficult to resclve satisfactorily. As indicated in the minutas of the first
meeting of the Monccicnal Antibody Advisory Group (Appendix 7), Dr. Hansen and Dr.
Thomas both had substantial holdings in founders stock of Genetic Systems. Dr. Hansen
also served Drefly as medical director of Genetic Systems. Dr. Thomas served on the
advisory committee for Genetic Systems. These relationships arose in 1980 and 1981
when Genatic Systems was first organized. Howaver, whils Dr. Thomas and Dr. Hansen
were listed on Protocols 126 and 159, nether was a principal investigator on these
protocals or otherwise primarily responsibla for conducting the resaarch with respact to
them except that Dr. Hansen was the principal investigatcr on Prctocol 126 in 1982, Dr.
Faul Martin became the prircipal invastgator on Protocel 126 in 1983 and had a srmall
amount of Genetic System’'s founders stock (10,000 ehares out of approximstey 15
million shares outstanding in 1933) issued to him in 1980 when the company was formed.
He did not receive any corsulting fees from the company. Fred Appelbaum, the principal
investigator on Pretocol 1589, held no stack or ather interest in and received no fees from
Genatic Systems.

In March of 1983 tha FHCRG Board of Trustees adopted official policies on
conflicts of intérest and participation of scientfic staff with outside interest designed to
prevent inappropriata dealings betwaen the sclentific staff and outside interests. Coples
of these policies, which are still in sffect, are included at Appendix 23. The relationships
betwean FHCRC dinical staff and Genetic Systams were developed prior to the adoption
of these policies. Under these policies any involvement of the scientific staff with outside
interests must be reviewsed and approved by the division director of the division with
which that sciantist is associated and by the Director of FHCRC. The Director can refer
the matter 1o the Board of Trustees if necessary. The policies are refererced by Dr.
Thomas in his October 14, 1983 response to Dr. Kaplan. See Appendix 5, p. 3.

As stated at pace 2 of Dr. Pasancio’s letter, the confiict of interest that maost
concarnad tha IRB wera the relationships of Drs. Thomas and Hansan with Genetic
Systems. Because of this concern and the concems raised in Dr, Kaplan's letter to me
received November 30, 1583, 1 organized the Adviscry Group on monoclonal antibody
testing. As reflacted in the minutes of the first meeting of that group, one of the princigal
areas of discussion was conflicts of interest including the conflicts of Dr. Hansen and Dr.
Thomas. See Appendix 7. A procedure was discussed under which the group could be
called together to review the use of partcular antibodes whenever the IRB felt such
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review was appropriale. The procedures autlined at that mesting were agreed to by Or.
Kapian and Dr. Pesanda. The Monaclcnal Artbody Advisory Commiltee utimately
became the Scientific Review Committee. |n that capacity this committee reviewed all
monocional antibodies used in both Protocal 1539 and 128, Sae Appendix B.

It shoulkd glso be notad thet all antibodies used in Protocol 126 and Protocol
1588 ware produced at the Ceanter with the single exception of antbody B1-1F5 which was
produced by Oncogen, a joint venture in which Genetic Systems was involved. While
maost of thasa antinodles were licansed to Genetic Systems, the Increased use of any of
the licensed artbodies for in vitre treatment of bone marrow would nol have made any
significant diffarence to Genetic Systems financially. At this time there are aporoximately
5,000 allogeneic ransplants performed each year in the United States. |n the early 1880's
the number was lass. For each marrcw treatment only 40 micrograms of antibady are
used. Even if T-cell depletion was used in every single allogeneic transplant oerformed
in the United States anc all of the antibody was oblained from the same supplier, the
amcunt of the antibody used each year In the United States for in witro treatment of
marrow would be anty C.2 grams. Additionally, anfibodies against T-cells have been
produced by a number of institutions with ro evidence that any single antibcdy has
superiority cver others. As noted In the report of the NCI Committee that peer-raviewed
this proposal, "The manoclional antibodies alreacy produced by this group do not appear
to be significantly different from those obtained in other laboratories, but it '& evident that
they will be put to good use." See Appendix 14, at p. 25. There are also other methcds
of removing T-cells that have been developed including lectin binding and elutristion.
Therefare, there was no real financial incentive for anyore in the Clinical Research Division
to promote antibcdies licensed to Genetc Systems.

Your letter inquiras as to what | did lo address IRB concerns. |n paragrapn 8 Dr.
Pesando states that in spite of my premises, Protocol 126 and its derivatives continued
and tne deatn toll mountec and tha IRB remained pocrly informed of its prograss and the
camplications of thesa clinical studies. In fact, each time the IRE made recommendations
to me, | acted to ‘mplement tham. The principsl concerns exprassed to ma by the IAB
as shown in Dr. Kaplan's lettars (Appendices 6 and 8) were the formation of the review
cocmmittee and addressing the conficlts of nterest. As discussed above, these matiers
were adcressed promptly through the formation of an advisory committee. Az already
discussed, FHCRC determined that an additional laver of external review was
unnecessary, Rewview of protccols using monoclonal antibodies was performed oy the
Scentfic Review Committes,
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The other recommendation made by the IRB was sign-off by a statistician. See
Appendix 9. This was impleamented by FHCRG and ks still required.

The majority of Dr. Pesando's alegations are directed at Protocol 128, Cr,
Pesando states that this protocol caused very nigh morality rates in patients who
otherwise stood a good shance of cure by bone marrow transplantation. He elso states
that the |IAB wa3s kept poorly informed as to the progress and camplications cf thig study
and that the IRB only learned cf complications through its own members rather thar the
principal invegtigator or the FHCRC staff. None of these asserlions have any basis in
fact.

As discussad in Section A48 above, Protocol 126 was motivated by the clinical
nead for better pravention of GVHD after allcgeneic marraw transplantation. Monoclonal
antiody technalogy represented a major sciertific braakthrough. Initially, thera were few
data from animal experimemns to indicate that T call depletion could 'ead to complications.
Early enthusiasm for this approach in humans was evidenced Dy the widespread testing
in many centers. More than 800 T cell-depleted marrow transplants were carrisd oul
world-wide during the six year period between 1381, when the nitial rapors ware
putlished, and the end of 1985. Thig enthusiasm is also reflected in the critique and
report of the NCI committee that peer-reviewsd and approved this protocol in 1981 and
again in 1888. See Appendix 1. Data from the inidal studies have confirmed the
expectations of decreased incidence and severity of GVHD but have also led o
reccgnition of the problems of increased graft failure, leukemic relapse and delayed
irmmune recanstituton. This recognition has incicatad the need for greater understanding
of tha immurobinlogy of marrow transplantation, particularly in terms of the relationships
betwesen engraftment, GVHD, and immunclegic eontral of malignant cells.

In @ach casa tha clinical trials under Protosol 126 were carsfully designed and
carried cut. The protocols wers restrictad to those patients who stcod the most o gain
by tha potential alimination of graft versus host disease (those cver 30 years of age and,
maore recertly, those without a complete match), Furthermore, each cf the triels was
designed wilh strict stopping rules. Tha ariginal protocal stated simply that the study
would be stopped if there was cumulative evidence of toxicity, Subsequent protocols
stated that the study would be stoppec whensavar any twa patients developed graft failure.
Thig criterion was selected to represent the smallest number of adverse svents that could
be reliably interpreted to irdicate that any new spproach being explorad would not likely
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be successful. Tnis criterion representad tha reason for closing protocols 1261, 126.2,
126.3 and 1264, Protocol 1267 and its amended version 1288 had a highly
sophisticated phasa | dose escalation design. Under Frotocols 128.7 and 128.8, the
cccurrence of graft failure in the first patient, together with infermation that became
available after these pratocols were written, made it clear that the original design was not
likety to succeed, and the prctocols were abandoned as a result. In its raview, the NCI
committee that peer-reviewed Protocol 128 in 198€ stated "The hypotheses are
reasanable, the selection of an older population of patients at higher risk for develoging
significant GVHD, and the stopping criteria for any given pilot phase (for example, an
unacceptaole rate of GVHD or rajaction) also seem reasonable.” See Appendix 1.8. a
p. 29.

The risks of treatment under Protozol 125 wera fully disclosed to and discussed
with the patierts. The consent form for this study states among other things:

'The use of monoclonal antbady in human patlents ks stil investigetional
gnd with any such produdt there may be unanticipated adverse ettects.
There is a possibility of an allergic reaction &ven though nearfy all of the
monoclonal antiscdy ard the rakbbit serum will have been removed. Other
possible effacts are fever, chills, temporary difficulty in breathing or drop in
hlooc pressure. Your clinical situation will be monitored closely at all timeas.
Traatment of marow with monoackonal antibody and rabbi serum may
damage cels recessary for engraftment, and It ks pessible that feilure of
engraftment or graft rejection may occur following such treatment. In this
casa & second marrow transplant weuld be necessary.”

This form of consent was cited by the IRB to Dr. Appelbaum as a good model for
Protocol 159, See memo dated June 19, 1584 from IRB to F. R. Appelbaum at p. 2 in
Protoco! File for Protocol 155,

additionally, as indicated in Dr. Martin's letter 10 the IRB dated February 15, 1584
regarding Protocol 126, (Appendix 15), it wes the Gerter's general policy 1o inform
patients about new results that might affect their willingress to participate in protoccls.
FHCRC clirical staff reviewed the results of Protocol 126 with naw patients. The resuits
were menitored closely by Dr. Martin and attending physiclans were kept advised of the
results. Dr. Martin personally discussad tha results wilth patients as neceseary.

Dr. Pesando states in paragraph three that the IRB lsarned of problems witn this
Protocol threugh its own mambers and not from the principal nvestigators or FHCRC
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staff. Howaver, as described previously, adverse events and other problams were
discussed by the entire clinical staff at GVHD mestings. The IRB administrator was invited
lo and received the minutes of these mestings., On the cccasion referred 1o in Dr.
Fasando’s letter the IRB apparertly leamed of two adverse everts invciving Protocol 128
through the clinical mernbars of the IRB that participetad in these weekly conferences.
These proklems were not a secret and wera openly discussed. |t was assumed that
thess members would inform the IRB of these discussions which they did. When the IRB
requested more detail from Dr. Martin he pramptly provided it. Ses Appendix 15. Also,
as shown in the Protocol file for Protocol 125, adverse events wera raported to the IRB
on the annual review form and also in special reports where appropriste,  See, for
sxample, Dr. Martin's report 1o the IRB datec Octaber 1, 1985 in the Protocol file for
Protocol 12B.

Dr. Pesando states in paragraph 4 of his lettar that Protocol 126 continued to enrcll
patients even after an alternative successful prophylaxis wes published in 1386, In fact,
only three palierts were treated on protocol 126 variants sfter 1986 and these were
patients with extremely high risks cf developing graft-varsus-host dizease despte
alternative prophylaxis sirabegiss. Further, it should be noted that there is no uniformiy
successful prophylaxis for graft-versus-host disease and patients continue to die of this
complication ¢espite the regimen published in 198E.

In paragraph 5 Dr. Pezanda claims that he and Dr. Kaplan successhully lobbied fo
exclude those patients having the mest favoradle clinical progrosis in the list of
candidates for Protocol 128. This is untrue, This decision was made by members of the
Division ol Clinica! Research at their regular weekly meetings &3 shown in the minutes of
the meeting. See Appendix 14.

5. Dr. Pesand
to His Involvernent with the IRE.

In paragraph 10 of his latter, Or. Pasande implies that his involvemert with the IRB
was responsible for his failure to achieve a prometion at FHCRC. He states, "Only a fool
would tail to realize the dangers inharent in opposing the wishes of superiors In employers
and we were all awara of tham in 1883 and 1384."

Cr. Pasarda was nct promoted to the rank of assistant member and left the Cerrer
in 1887. His falure 10 be promoted is not unique as the promotions process Is
considered very saricusly by the scentific staff. In accordance with FHCRG's normel
procedures, a review commitiea was appointed to make recommendstions 1o the
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scientfic staff of the Division of Clinical Research. MNeither Dr. Thomas nor Dr. Hansan
was a member of this committee. The recommendation was nat to promote.

This reccmmendalion was based pnmarily on Dr. Fesando’s failure 1o receive
favorable national pear-review n pursut of his grant requests. Although efforts ware
made to aid Dr. Pesando in his pursuit of successful naticrnal peer-review of his grant
applications to NIH, the report of the indepandent scientific review committees of the NIH
who considered Dr. Pesando’s grant apphications, and the low priority scores that he
received after raview of these grams, confirmed a generally unfavorable opinion of the
nature and rate of his scientific productivity and was the principal reason for his
unfavorable review for promation. This national peer review had notning to do with Dr.
Pesando's allegations about the nature of clinical research conducted at the Center, nor
the organitzation and acministration of the Division cf Clinical Research, but was based
entirely cn his scientific capabilities as perceived by individuals who had no invalvement
with the FHCRC.

Dr. Pesando was assisted materialy with startup and continuation funds for his
labaratory research pending his ability to secure his principal sources of research support
from competitively awarded grants, in which he was unsuccessful. He was traated in the
same fashion as any junior member of the scientific staff has or will be treated, namely,
startup and initial funding for tha member's research with the expectation that the member
will be successful in securing support through national peer-review. The substantive
componart in his reviaw that led to the unlavorable recommendation regarding his
prometion was that performed under the NIH pesrreview system based sclely on gram
raquests prepared and submittad by Dr. Pesando. This review process has nothing to
do with FHCRC or its internal operations such as the IRB. Dr. Pesanda’s inability to
cempete successfully nationally was a disappoimiment to members of the scientific staft
whao had urged his appointment in the first place as a perzon with whom they wishaed 1o
collaborate and someone whom they expectad o take a leadership rale in aspects cf
immunology that are obviously of importance in the Divisien of Clinical Research.

Dr. Pesando had a joint appointment at the University of Washington Schoal of
Madicine, Department of Medicine. He requested revew for promotion in that
department. He was reviewsd by the Uiniversity af Washington Department of Medicine
under its customary review procedures and was not promoted.  Again, neither Dr.
Thomas nor Dr. Hangen were membears of the committes that performed this review.
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C. CURRENT PRECCEDURES FOR REVIEW QF PROTOCDLS USING MONOCLDNAL
ANTIECDIES.

As monodonal antibody research at FHCRC has evolved so have the methods of
evaluating this research to further protec: the human subjects involved in this Important
resaarch. This evolution has cccurred through the interaction and active participation of
FHCRC's IRE and the memberz of FHCRGC's Clinical Division and 13 evidenced In
FHCRC's current policies regarding monodonal antibody research. As already discussed
all protocols must be reviewed and approved by voting members of the Division of Clinical
Research at FHGRC and by a biostatisticiar befare they are submitied to the IRB. To
further facilitate IRB review, FHCRC invastigators filed a protocel approved by the IRE on
Qctober 16, 1887 describing the methods for production, purificalion and preclinical
testing of the moncclonal antisodies used In any applicable protocols. This IRB file has
haen Included with the recards for Protocols 158 and 126 to assisl you in your review.
See File MNo. 6, Prctocol file for Protocol 387, FHCRC investinators aiso inidated a
separate protocol describing the rationale and methods involved in purging of autologous
marrow for patients with lymphcic malignanciss. This protocol was approved oy the IRB
on May 13, 1988. This IRB file has alsc been included with the cther records. 3ee File
No. 7, Protocol file for Protocol 402, Additionally, in recognition of the nead for improved
qualty control over biological agents used in clinical trials at FHCRC, FHORC develooed
a biclegics preduction facility cepable of producing monoclonal antibodies under GLP
conditions. The responsikility for ensuring that appropnriate safeguards are implemanted
for clinical studies st FHCRG using noncommercial piological agerts is assigned 1c a
standing committee established in 1990 called the Biologics Committee.

. CONCLUSION.

The records with respect to Protoco's 126 and 159 cemonstrate that FHCRG
fulfilled both the letter and spirit of FHCRAC's assurance and the applicable MIH regulations
concerning protection of human subjects. As Our records demcnstrate, the IRB at
FHCRC was at that time ard continues to be an integral and importart part of the
research procass at FHCRC. While we believe that the [RE review process at FHCRG
functions very wall we are always ntarested inways to imprave it. Accordingly, we would
appraciate any comments or suggestions you might have in that regard. Also, we are
happy to provide you with any further irformation you might need in connection vith your
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inquiry and can also make somecane available to answer questions if that would be

helpful.

Sincerely yours,
Y W
({0 W, e

Attachments



