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Dear Bob:

Ooce sgain I approach you on behalf of the Inetitutional Review Board of FPred
Aucchineon Cancer Eessarch Center to voice comcerne over Lhe mspper io vhich
protoecls involving the use of momoclopal antibodies are developed at this imstitetion,
We hope thet our discussicos and decisions of the Bovember 13, 1584 IRE meeting might
possibly be applied in a positive mamner to what we view as a contiouing problem.

Madical Oncolopy's Protoeml 159, AUTOLOGOUS MARROW TEANSPLANTATION FOR TREATHMENT
OF MALIGKANT LYMPHOMA (Fred Appelbawum, E.D.) was up for IRE renewal of approvel at the
Fovember meeting. This protocel recently went through review but was given approval
only through ite original ezpiretion dete sv as to msintsin the #presd of the sepazale
monacl cnal anribody review processer cver seversl mooths. The Board, once aguin, fipds
that it ie being asked to autherize s study which we feel has not been thoronghly
reviewed co scieotific grounds. Although we de mot feel adequately qualified to judge
this protocol on scientific aspects, ror do we feel that that should be 2 fuanction of
tkia beerd, we 4o feel thar there are obvious problems in design that ouit be resclved.
In this protoenl., for example. the design is such that the specific agents under
iovestigatics (i.e. moboclomal antibodies) are being used in what appeazs to be a
coopletely uocostrsolled fashisn. The omly poesible favorable cutccme of this research
project, &8 far as we can see, would be the “euceereful uwee,of memsclonal antibadies
in the trestment of malignant Iywphoma, when in fect the only soccessful treateent
employed may be the autologous boor marrow tramsplant itself. There is oo comparative
dats being sought. Alterpative therspy seems dowvn pleyed in importance. Ceoncern has
been expreesed comcerning the pituation whereinm the apparent cuecessful uwse of these
agents might escablish them as “sratus qu.u" in the scientific commrunity at which point
carcful testing and comparisom of altercatives might mever be sttiecpted or allowed. Io
addition, the board is concerned sbout suthorizing protecsle in which the apparent
succesaful nee of an agent comld be potentinlly benmeficial [inamcially to mooy of Lhe
imveetigators lieted op the etudy,

Oo a larger pleme, the Board would like to exprefe some gemeral thoughrs shour
protocols in general being written and put ioto practice ot the Fred Hutchioson Cemcer
Resesrch Cenrer. Eecause of the unique position of Fred Hutchimsoo Cancexr BRescazch
Center in the research commuzity. we [eel ap evec lerger responsibility te Lry teo
protect patients from uvopecessary rieks aod treatmeots. Ino that seopse, we feel thet &
more thorcughs ucbisseds third-party scientilic reviww of all sspects of a new study
ehould be vmderrakan,
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In the current review mechenism at Fred Hutchipsom, we feel there is an abvicus
weak gpot. There does nob appear T be a0 adequate amwounl of stslistical forethoughr
incorporated into the writing of these protocols, Many of the clinical protocols being
revieved do pot clearly wcate the staristical detmils amd goale of the propored
studies: thus. the Board is uvosble tv gless = ressoneble underetanding of what the
imvestigators really are atrempting to learn from these protocols. Much copcern has
been expressed about the leck of a thorough statistical Teview pricor te submission for
our review procesd and eventusl use ©nD Che wards. We feel this i5 & major problem in
the process of protocol devel opmenr.

Tke Eoard feele that its reeponEibility and energy ghowld be centered oo pelient
advocace issues and the actual ethies of trestment a6 wiewed from & subject's poict of
view. Becapse of the compesition of the Epard. which ineludes lavpersons and padical
PETEOTOE L, we can do no more thao this, With thet funetieon ip mind. it hae bBecome
- dinereseingly difficult ve review and avthorize protocsls that have obvicus deeign

prejudices or problems. Inm review of all of thess etatements, the EFoard would like o
propose some possible solutions to those problems detailed above. In quick rerrospect,
thos#e problems are! a) the lack ¢f & long-standing. permepent mechanism of recourse
for mmbisped, seiencifie review of all original pretoassls and for those protocols which
are deemed in ored of scientific review during the snoual review; end b)) documentarion
of the actual statistical review process ic vwhich careful evelugtion of the cootrols Ee
be nsed, the end-paints to be moughr, snd the poale of the Ffinal apalveie bae been )
undertaken prior to submitting the protocol for IEB review.

The Board would like to propese the [ollowiog -ag potenbliml solotions to the

problens !

1) In the case of Staciarical Documsnracicon - Ammend sur eurrent applicstiocn and

mnoual reviev forms to provide a section and sigoatore line for the statistician ther
has reviewed the protocel for desigo validity. Thie section to be complete hefore
fubmigsior t¢ the Inetitutional EHeview Board for review.

) Ic I:I:-E cage of = Bet up & syslem similez Lo Lhe
pac wsed for 'III.'I.I.IH cript reviey whereby copies of the protecal are mailed oot re
perbaps three experts im the field throughout the country that have agreed in advance
to be reviewers im thepe matters for our imstituie.

We weuld 1ike to express our appreciation for the efforte made in the past to form
& Bcientific Beview Committee o Put we feel that it was perhaps sti1l too close to
bome to serve the kimd of purpose Lhat we hed exvisiomed. At thie time. we plan to
aurherize comtinuarion of Br. Appelbame's protoce] with a fev pipcr modificaticons and
much rescrves send with hepe of establishing the proposed procedures wicthin the next
year. We look forward to receiviog & Teply fzom you om theese proposals and comcerne ae

gpon A6 possible,

fincergly.
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Een:rg.l G. I'J]:-lln. .]}.
Ipstitutional Feview Board Chairmem

cc: File
E. Toonall Thomas. M.T.
Fred Appelbawm, M.D.
Membhers of the IHR



