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By Sedifieg Mgt - Bewyn Recapt R sted

Jack Hank, M.D , Executive Director JUL 21 200
Great Lakes College of Clinical Medicine uw
14C7-B Ncrh Weils Street

Chicago, lllincis 60810

Dear Dr. Hank:

This latter is in reply to the Great Lakes College of Clinical Medicine (GLCCM)
institutional Review Board's (IRB's) Istter dated May 26, 20C0. Tae GLCCM IRB
response letter includes revised written procedures and describes the proposed
correclive actions for some of the violations described in our warning letter datad
March 3, 20C9, ard in our loliow-up letter dated April 13, 2000.

This letter is avdressed to you Lecause you represent the parent institution that is
responsipie for the operation of the GLCCM IRB. Aithough the IRB has made sore
progress in attempting tC correct the deficiencies, many issues remain unresoived. We
believe that it is impertart that you ba directly inveolvad in the resoiuticn of these issuss,
and wa requaest that tuture correspondence in this matter originate from the GLCCOM
parent institution.

Ve have the following comments about tha |RB's lefter dated May 26, 2000.
Statements cesignated with "=s=4" incicate that we reques! & scecific response or
adcitional informatien.

1. Writien procedures.

A We have the following comments about the May §, 2000, version of the
IRB written procedure documart antitied “Basic Policy for Protection of
Muman Research Subjects”:

Section IV.H. The pghrase “the chairperson shall review ail ongoing
research annuaily and provide his findings to the secretary” is vague. The
Chairperson’s specific roie in sonducting initial and continuing review
should be specified nere anc sisewhere in the procedures.

Section IV.l. (1) This section does not describe how altemate members
are seleced or trained. (2) The IRB appears tc permit reguiar members
who do not attend the meetings of the American College for Advancement
in Mecicine (ACAM to be absent from at least two of the four
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Tembars who will 5& Jeiegatas lo gercrm the in-deptihrrevisa of a
researcn praposal. Ve ncte that 32 "RULSS" dosument for clinical !
imvastizaiors starzs ‘hat N3 initizl revievs of the research preject will he
perfermead by at 'eas! tac iIRY memoers, (2) Alter recgiang the IRB
mestirg packet fwn wesks prior t0 the next .RB meseting, will gach
meamoar aview all research sroscsals o ful? Sectior V.B.2 siates {hat
the IRB wiil review ths infermed censani for eack project. but Sectich
V.B.1 suggests that the review of the full nroject may Le delegeted 6 oniy
ore or mere mermbar(s) whe ase 3ssiyaca the in-gep’h review. (3) The
procesurs dees ~ot Cescribe now Lontrovened issues ars resoived.

Saction V.B.8. (1) The pracedures shculd clarify whather pretecol
modifications that have been escepted by the primary reviewer are further
reviewed, discussec, and volas on by the full 1IR3, if the modijications
reprasent a sigrificant revisicn ¢ the rotocol, wil the swudy te defetrec to
the next meeting? If the mocifications are minor administrative changes,
how will the full IRB te notified? Please ciarify whather membars who arg
nct the “srimary reviewer(s)” ‘il have the opperunity to discuss the
comrrents returnad to the climca! investigator in agvancs of the IRS
meetng. itis 3cssibls that IFB mampers wil ¢:isagrae with he n-dapth
reviews. and that the research gropesal will raquire additonal review.

Section V.B.7. (1) The revisec prscagures have not ciarified that the iIR8B
must documert tie dsterminaton of significantnonsignifican: sk fer
resegcch invalving investigaticnal medical devices. Cur letter dated
Agril 13, 2000, suggested that the significant risk/ron-significant risk-
davice Jeterminaton should e Jdescrised separately in the procedurss,
{2} As described 'n cur i@rter 23'ed April 13, 2C00, the procadures should
Clarity now the IRE will deterrtne the risks 2ssociaied with 2 particular
way. (3} The procadures shcuic define the Options “Cr pericdic reviaw
‘ntervals, such as quarterly, semi-annually or annuaily, anc grevide & drief
sxplanation 1 guics the IRS irembers to make censistent dezisions for
the frequency of penodic review,

Section V.B.8.¢c. (1) The purpose cf the refarence {0 “commurity
attituces™ in tha regulations is tc assure sansitivity 19 such issues in '\RB
review of proposec research, rot o datsrmine whether the "communily
atitudes, laws and mcrals are mora restriclive than Faderal
*equirgments.” Federal iaw does not nandate morals and community
ticdes. aase revise. 2) Appandix F was no: submitted as cart 9f the
May 26, 20C0 rescorse. The refersnced form was not includsd wilh the
other new ‘orms devaioped by the IR8.
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Secticr V.C. (%) P'ease axp:an how e IRE wil procass & curiinuifg
review recon that srives after the 22adlire 21¢ migsas the next meding
of the 'RB. Wi tna study be s.sperasc unlil ine rext convened meeting?
(2} As munticned in our 'ettar dated Azl 13, 2000, this secicn does:Act
descrioe whether the continuing rav:ew “epen should be sent to the IRB
Crair or tc the Sacratary. (3 The ‘orm entiled 'Contiriing Review Form”
siztes that t1e comoieted forim should e sant io the IRE Acministrator
This secticn of ihe procadures ¢oes not mention tre rcla of the :RB
Chairperson, althcugh the Chairpersor’s roiés are briefly described in
section V.M, Are copies of the pericdic reports sant te the Crairpsrgon?
(4) Who reviews the penodic ragor:s for completenass?

Section V.D. Tnis section dues not adequately describe how protocoi
revisions wiil ba procassed. 'Will the protcec! revisicn be reviewed by tha
orimary reviewer(s)?

Section V!.A.8. The purpose of this section is unclear as lc the clinital
invastigator's abligation (0 mcnitor the resaarch projects according ta
Appendix E of the writter proceduras. Aprendix € apcears o represent
an IRS pelicy that Jces not bisinng in this saction of ‘he precedures,

Section VI.A. 10 refers Ic the gmemgency use cf a test articie. As stated in
aur letter dated April 13, 200C, this secticn shouid b@ expanded to
descrice in deta:l how the IRE will procass the repors ¢f an emergency
use of a test article. We nois thai instructions *¢r clinical investigatess
regarding the emergency use cf tast ariicies ars cescribec in saction
iX.A.2.

Section VI.A.12. The refarerces tc the regu'ations regarding charging for
investigationat mecicai devices srould He cited as 21 CFR 812.7. This
matter was addressad in our etter Jated April 13, 2CC0, but the
corrections are incompiets.

Section VII.C. The tarm ‘Chisf .nvesiigator” should be defined.

Seciion VIL.D. (1) The second anc third sentences impiy that the adverse
everit is reviewsd by tra IRB Secretary, who then nctifies the Chairparson.
The procecure shouid clanfy who is responsitie fer review of adverse
evert reports. As described in our letter dated April 13, 2000, the
procedures should identifv whather tne initial expedlted review of adverse
everits will be conducted by the Secretary or by the Chairperson. (2) As
described in our lette dated April 13, 2C00, the writtsn procsdures should
define what prccess will be used when aderse avents are submitted by
the Chairman or Secretary for studies they are conducting. How will
conrflict of interest concerms ke addressed for this situation?
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(3} As Jescrived in qur i&lte- datee Aprit 13, 2608, olease clarify how the
1IR3 wid croceed if thae 2xseditad “eviuw cf the scvarse event indicates that
the stucy should be steppec. crif the study will -ecLire more fraguant
cortinuing review.

Seclion IX.A.1. {*) Severa. cf the requirements listas under the heading
“Basic elemaens of infermed consent” are formatting requirements that
should be listed separately frem a listing of the actual elaments of
informad consenl. (2 initam [} ], the qrecedurzs shouic emphasiza tha!
the costs associgtad with this study are clearly described. (3) ir item

[ k. ], a refarence tc FDA should only be incluced in informed consent
documents for studies under FDA jurisgiction. itis misieading to imply to
pctential stucy sutjects that *DA has reviewed 3 study thatis not agtually
under FDA jurisdiction.

Section [X.A.5. The refarercad documert (p. 88-80) is not a'tached t¢
the written procedures.

Wae have the follewirg commant on the IR3's decument entitied “RULES™.

Itern 8. Pisase exclain 'Fe siatement "Ary study excseding one year
without apdroval will be ‘@minated.”

We have the foltowing comments on the IRB'S decumernt entitled
“Invastigaticnal Project Guicelines”:

Introduction. (1) Page 2 states that if federal funding is obtzined, twire
will be scecific guidelines to follow. This information is misieading
becausa the clirical investigater woule be sbligated to submit the ressarch
proposal to ancther IRB that has a Multipie Projects Assurance, a Singie
Project Assurance. or a Cooparative Project Assurance granted by the
Department of Heallk ang Human Services Office ‘or Human Research
Protections. The GLCCM IRE coes not have an Assurance in place.

{2) The written procedure document should be revised to inciude the
requirement that the IRB assess potertial federal funding for a propused
rasearch project.

informed consent. Page 7. ‘1) The infarmation regarding the period of
time a clinical investigator Tust retain consent forms is incorrgct. Clinical
investigatcrs shall retain consent {orms and case histeries for a period of
tWwo years ‘sllowing e date a marksting application is approvec for the
drug or biclegic for the indicatian for which il is being investigated, or, if nc
appiicaticn is to te flled or if the application is not approved for such
incicaticr, until two years after the investigation is discontinued and FDA
is notifiec. accorcding to 21 CFR 312.82(c) ‘or investigational drugs. and to
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21 CFR 812.120(d: for medicai devices. Tis tem W as crevicusly
includad r our ienar dated April 13, 2C0C, ar2'was ot addressad in the
IRS's ressonsa ‘ever. (2) 'nilem 11, rafergaca ‘¢ SCA should crly be
incluced r irformed censent documan's ‘er stucies L-der FTA
jurigsicticr. Itis mislesding t¢ impiy 1o potentia: stucy subjecis that FDA
has reviened a siLdy that is not ectuary, under FDA [urisdiction.

Termination of a Project/Protocol. Fage & The revisions 1 this
secticn, es descrised in cur letier dated Apri 12 2000, are not acdequate.
This sec:icn addresses two Jifferent circumstences: if a chnical
investigator discontiwes a study, anc if the IRB terminates a study.

Thesa are Zistinct situations that impose differant -esponsivilities upon the
cimical investigator, and, thersfore, should be separated The written
procedures shculg descrive how the iRE will gperate in these siiuations.

Continuing Review. Page S. (1) Clinical investigalors go not submit
“cortnuing raview.” rathar, they submit a progress recort that is revidwed
by the |RB ic determine whether (he ratio of neks and benefits has
changed during the time pericd. (2) If a stucy was terminated, it is
inappropriata 10 rafer to it as a “terminaied propossl.” (3) The reguirement
to resutmit @ stuay pretocol and informed censert cocarrent for studies of
lcnger than five y9ars’ duration is not cescribed in the IRB's writlen
rocadures.

Adverse Reacticns. Page 9. This revisicn ¢ces not accurately desdribe
the IRB’s policy as cefinad in the written pracedures.

2. IRB Membership. [ 21 CFR § 56.107 }.

A

The |RB's ietter da:ed May 2€, 2000, siates that a new ncn-affiliated
member nas been recruitad for the IRB. We have reservations that a
single non-affiiated membaer will provide sufficient diverse viewpoints to
balance those of the GLCCM members. We are disappointed that the IRB
Jid not go further in addressirg this important issue.

We have concems that at least scme of the IRE mernbers do nct fully
undersiard (1) FDA'S jurisdictior: over the clinical study of investigational
drugs ang medical devices, and (2) that the regulaticn of investigational
bislogical products is not identical to the regulation of investigational drug
proquc’s. At least one IRB mamber does not understand that
investigaticnal tiolegical products are nct subject to the policies of drug
compounding by sharmacies. We do not have confidencs that al! IRB
members are able !c provide «nowledgeable reviews of studies Involving
FDA reguizted products, or to be an information resource for clinical
investigators.
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<. Saveral IRS members failed 0 respend t¢ the 'RE's latter descnbing
suspansionr of tha {REB's activitizs. Far axampie. study S081 was
terminated due to a lack of respanse fram the clinical investigator, who is
an ‘REB member. As of May 26, 2000. no reszcnsas had been proviged by
the IRB members whe submittas stugies MO 3, M029, and 5022. We
also note “hat the IRB doss not have a policy regarcing the remcval of IR8
members who 4o nct comply with [R3 policies.

infarmed consent documents. [ 21 CFR § §6.107 ].

The IRB's response datea May 26, 2000, states that the IRB reviswed the
zpproved consant forms ‘or ali approved stucies, anc that all except one were
determined ‘o be aeficiert. Our request for copies of the revised consent farms
will be found below.

We have the foilowing camments ragarding the study entitied “tnduced
Maiaria as Therapy for HIV Infection.”

Or. Meimlich resortec to FDA in @ racent uncarad letter (copy provided in the
IRB's letter dated May 26, 20C0) thit the stucy is being conducted with approval
sy the approgriate Chingse authorities. In that case, it is more accurate to state
*hat the |RB “;erminated its oversigint” of the study rather than “terminatec” the
siudy. The GLCCM IRB cees net Fave the authority to terminate a stucy in
ancther ountry,

We have the following comments about the IRB’s response to the list of
information requested in FDA’s |stter dated Aprii 13, 2000.

A, We requested :hat the IRB submit a list of each study that was active, on
hold, or pending before the restrictions were imposed cn March 9, 2000.
For each study, we requesled that the IRB clearly icentify whether the IRB
believes the stucy is sutject ‘o Parts 5C and 56 of the FDA regulations.

The IRB srovided a iist of studies. but failed to identify the studies that are
subject 1o parts 50 snd 56 of the FDA reguiations. -b=¢ Please submil this
information.

3. Wa requested thal the IRE submit tha foilowing information for those
studies which the I3 talieves are sutject t¢ Paris 30 and 56 of :re FTA
regulaticns:
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A copy of the lertar Tom the IRE -ciifying the chmicd! investigdtors
of FOA's resirictions ‘or e IS 3. ! appears thatthe (PB
mis:ntercreted cur reguest. = Sather than submil 3 copy of the
generic istter 12 2il climcal investigaers. wa rgjuest tat you Bubmit
2 copy of the persoralized letter sent to 2ach 2linical investigater.

We requestad a copy cf the ciinicai irvesiigaicr’s letter
acknowledging that enroiirent was suspanded, and the
investigalcr's plan to either (1; terminate the study, or (2) submit
the study to ancther IRB for review; in this case, we requested the
icentity of the new IRE that wil! review tha resgarch. We have the
follewing comments from our review of the list of siudies submitied
with the letter dated May 26, 2000:

a

'

Of the 26 studies that are identified in the IRB's list, only five
such leiters wers suemitted with the IRB's letter dated

May 26, 200Q. -#=» Plezse submit the remaining lelters or
explain why there 's no resgonse. Please sxpiain why there
are aritries in some of he “‘commants” bcxas for which ne
letters were submitted with the !RB's resporse.

The “comments’ box states “need siatement” for sgven
studies, is blank fer three swidies, and "...is checking” fcr one
stucy. =d=b Plgase exdliain.

Diring the inspection, IRB represertztives asked the FDA
investigater whether sgecific stucies are subject to FOA.
jurisdiction. It is not acgropriate to use an irvestigator's
oreliminary comrents in rasgonse 1o a question during an
inspection as the basis for the |RB's determination as to the
need for an IND or IDE. Such a determination cannot be
made without adequate raview of the research proposal.
The IRB should rafer guestions about the two specific
studies 'c the FDA Center for Drug Evaluation and Research
for complete evaluaticn.

The rotations in the "~ommaents” boxes cemonstrate that the
IRB does nct appear to nderstand the separate concerts cf
munimal risk and nonsignificant risk {as used to describe
studies with investigational devices).

'+ appears the IRE has accepted tha elinica! investigater's
assessment that some studies ¢o nct require an IND or IDE
sut there is no dozumentaticn that the IRB performed an
ncependent assessment, as reGuested in SA. above.
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C. ‘We requesied adnitonal axglanalions ¢ wnat actions ke IR has tekern
or will taka re;zarding the felawing aciivitias:

i How and when the IRB ciars [0 rg-review ne or¢tocals to
determine wnether (g researck should te concucted under an IND
cr IDE. The !RB response isme: states "the Secratary ra-raviawed
ail protocols and provided a list 10 the Boare as whether or ant he
felt tha protocois needed an INC or IDE." The IRB did not submil
the list 10 FDA. == Please sutmit this information.

. How arid whar: the IRB wiil irform clinical investigators that the
rasearch may not De re-initiated unlass and unti an IND or IDE has
been submitted ard is permittag (o proceed (i.9., not on clinigal
hold). The !RB's responsae states that the request for IND or IDE
informnation was sent (o investigaters in g istte’ dated Aprit 18,
2000. -»=» Plaase submit @ copy of aach personaiized ietter to
each clinical invesligator.

i, Fiow and whan the IRB plars to re-gvaluate the informed consent
cocument(s) for each siudy to assuce that they incluce all required
siemans describad in g1 CFR §0.25.

== Flegse submit the protocc! anc the revised:approved cansent form for each
stucy under DA junsdiction. Please include the IND or IDE number, or an
exclanation 3s 10 why &ach stucy is exempt from the raquirernent ic obtsin an
IND ¢r IDE.

Conciusion

Tha ac:icns taken by the iRB as of May 2€, 2000, are not adecuate to pe'mit FDA 1
remove the rastrictions upon the IRB. The IRE remains under the following restrictions
impgsed an March 9. 2000, in accordance with 21 CFR $6.120(b)(1} and (2):

@ 10 new studies that a<e subject lo Parts SC end 56 of ths FDA regulations are
to be approved by your IRB, and

® no new subjects are lv be adgmitted io ongoing studies that are subject to 21
CFR Pans 50 and 56 until you have recaived notification from this office that
adeguale corrections have been made.

These resiriciions 30 not relieve the iRB of its responsibility for receiving and reacting to
reports of unaxpected and serious reacticrs and reutine progress reports from angoing
swdies.
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Trhese restricticns will remain i gffect urtil the IRB has demonstrated that it has
correctad the extensive vioiaticns previously cited. The IRB must demonstrate that s is
avle e criticaily reviaw research croposals for the risks to the safety and welfare sf the
human subjects, to critically avaluats propasad informed consent documents, to
datermine whether proposed research is urider FDA jurisdiction, and o satisfy
membership requiramerts. The rastrictions will not be removed soiely based or
revision of (he written procedures.

We will review your respense and determina whether the aclions are adequate to perrmit
the IRB to resume unrestricted activities. The failure lo adequataly respond to this letter
rray resdlt in further administrativa actions against your IRB, as autherized by

21 CFR 56.120 and 56.721. These actions include, but are nct limitad to, the
termination of all ongeing studies approved by the IRB and the initiation of regutatory
proceedings for disquaiification of the GLCCM IRB.

Your written respcnse should be addressad to:

Ms. Patricia Holobaugh (KFM-664 !
Civision of Inspections and Surveiliarice
Food and Drug Administration

13C1 Rockville Pike

Rockville, MD 20852-1448

Telephone: (301) B27-68347

Sincerely,

-y -
;ﬁ ﬁf Masiello

Director
Office of Compliance and Biclogics Quality
Canter for Biologics Evaluation

and Resoarch

cc.  James Carter, M.D.. IRB Chair
Great Lakes College of Clinical Medicine
430 Tulane Avenue
New Orieans, Louisiana 70112

L. Terry Chappell, M.D ., Secretary

Great Lakes Ceilege of Clirical Mecicine IRB
122 Thyman Street

Post Office Box 248

Biuffton, Ohio 45817



