GREAT LAKES COLLEGE OF CLINICAL MEDICINE
Institutional Review Board
L. Terry Chappell, M.D. - Secretary ,
122 Thurman Street — Bluffton, Ohio 45817 S%\‘\{:

Phone: (419) 358-4627 Fax (419)358-1853 7‘(6 f\
Cestact person Bcuc\ Angus extension 120

- o ewe

\“20”00

W
. 0%@»

Paula Bickle. Ph.D. March 17, 2000

Ms. Patricia Holotaugh, (HFM-650)

Division of Inspections and Surveillance

Jumes Curter, M.D., Chnirman Food And Drug Administration ‘ \r‘i\
1401 Rockville Pike - Q/‘ N AN

L. Terry Chappell, ALD.. Secretas Rockville MD  2(852-1448

Thank you for the warning letter of March 9,2000, which we
Barbars Faber, Atiorney-ot-Law received on March 13, 2000. We appreciate the opportunity to
brmg our IRB intc full compliance with FDA regulation. {tis our
sincere intention to do everything possible to make our IRB as
Willam Faber. D.O. good as it can be and to fully protect human subjects who elect to
participate in research efforts. We hope that this detailed
response will be satisfactory so that we can notify the
investigators under our jurisdiction to resume enrollinent of
subjects as soon a; possible.

Russell Jafle, M.D.

Tammy Bomm, D.O.

1. Failure to pre;. etailed writle cures for comdictin
_lx.w&qm_.mm;u'! lu_l_e_w_ew

Garey F. Gordon, M.D. ! Zh!{’e are no ¢ /
[o)
The Basic Policy for Protection of Human Research Subjects for
the Great Lakes College of Clinical Medicine has been
completely rewritten to include all of the procedures required.
Thnothy Guliford, M.D. This policy was discussed at the IRB ineeting on 2/25/00 in

: Atlanta It was felt that more time was needed. Copies were

Frances Greenwey

' ~ provided to all members. A conference all was arranged for

George Kinduess, Ph.D. 3/17/00 for the purpose of further discussion. After full
discussion the procedures were approved by a vote of 11 to 0 in
favor.

The organization of the Board is described Section V.

How many members are required in Section V. A.
Theodure C. Rozema. M.D. How the members are selected and how applications are
processed in V. E.
Bob Smith Who will reccive pre-mecting materials to review and how it

will be conducted n section V1

How the review is conducted and how decisions are made in
section V1. D and Section X.
31;; criteria used for the basis to approve research in Section

Conrnd Maulfaty, D.O.

John Trowhddge, M.1.
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}T{g: l‘i:t:'m zt(‘i continuing :”CVieW and how it is conducted in Section VI. C
W C 1Ssues are decided by discussi fati
majority vogeas discussed in Sections {/1‘. and V‘l)l’." reicrence to FDA resulations nd by
CRcc;)}l:ds maintenance in accordance with FDA fequirements in Section [X,
on ict of mterest for Projects in which an IRB member is involved in Section V | F
: b s congctiy, 1odic review gre not uate o
Co_ntmumg Teview opcrations are descritied in detail in Section VILC
;I'hns Was implemented at our 2/25/00 meeting - see minutes.
nvestigators are sent guidelines to insure a concise ' ired i i
(cony i report with the required inforniation
. Written Procedures sh Xowal W/
L8 an investiggtioy 1ct subject (o FDA regulation.
This has been addressed in Section VIL A 1.
The policy was implemented at the 2/25/00 m
. Wrine edures sho. 'cri w the [REB will de

eeting (see minutes)
g, Wi When cur investigetion .

1 Signi] I i, vice.
This has been addressed in Section V1. B 2.
! \X eduer I {ncorporats
ifvin y/ OSe FeVISIONS ...

The procedures needed have been implemented. They are in Section V1. D.
E._Written procedures should describe the exten; 19 which the IRB will revigw web sire
vertise ‘ rov ' the [R3...
This has been implemented in Section VII. C.
G. Jhe written procedures should explain the roly of the IRB Chair .,
Our procedures are unusual due to the fact that the IRB chairperson is not located af or
near the IRB office. We have divided the responsibilities of the chairperson and
secretary very carefully. This is spelled ot in Section V. H. and Section VIIL
re 1o writfen procedures 1o describe how adverse reaction reports are reviewe

an_“expedited” process or by the fill IRB gred
L._There are nto written procedures for ensuring g 10 the appropriare insttugorn

wri 1) y [

These two items have been implemented in the Basic Policies in Section VI. E. and 'VIII.

D.
L Ihe [RB procedures should define whether the 'RB will review propesed research tg be
conducted only in [oreign countries ... :
ion VIL A 12. c.

This has been implemented in Basic Policv, Sect

sviely proposed rescarel amd

W

2 4

This information is now included in our Basic Policy Section V1. A 13. -

uld consider requiring investigators to itclude the IRB qpproval date o congent

This 1s on the agenda to be considered by (he IRB at the May 5, 2000 meeting in Dallas.
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2. Failure to consider community attitudes and cultural backgrounds.
The IRB required Dr. Heimlich to present his proposed research project in person. IRB
members questioned Dr. Heimlich for at least 45 minutes on the history of this procedure,
(it was used as a treatment for syphilis prior to antibiotics), the precautions to be taken,
the recruitment of subjects, the qualifications of the facility to be utilized and other
pertinent issues. The IRB was very comfortable that the potential benefit for subjects
was far greater than the risk of this therapy and that this research was acceptable for
Chinese citizens. Since his work was associated with an academic institution in China
that commonly does international research, we assumed that the community standards
and the consent translation were adequate. In the future, we will contact the foreign
institution to check this. Our IRB’s approach was no different than if the research was
conducted in the U.S. One procedure that might now be different is that we have begun
requiring a monitoring plan for projects. This was not required when the Heimlich
project was approved. The preliminary results of this study have been encouraging and
have received international scientific interest. We have added statements in our Policy in
section VII.A.12.c to better define and document what is required of a foreign-based
study. This will not come up frequently, since we are only serving members of GLCCM.

3. Failure to include at least one IRB member who is not otherwise affiliated with the institution

We did not completely understand the definition of “affiliation” with the institution. We
believed that we were adequately represented in this category by several members. Effie
Buckley, R.N. has not been employed by Dr. Guilford or any other GLCCM member for one
year. She is self-employed. She is not affiliated with GLCCM in any way other than the IRB. It
is not easy to get someone to travel to 4 different cities a year for the IRB meetings. She has
agreed to do this and we are grateful. We believe she qualifies as an unaffiliated member. Dr.
Russ Jaffe might also be considered “unaffiliated”. He is a speaker for GLCCM from time to
time and owns a laboratory, but he is not connected to any promotion or sponsorship of
GLCCM.

If the FDA requires us to get another unaffiliated member, we will ask Dr. Carter to
nominate someone at our next meeting on May 5, 2000 in Dallas. If we do not hear from you,
we will assume that Ms. Buckley and Dr. Jaffe are acceptable.

4. Failure to insure that research is reviewed firee from conflict of interest.

We have tried to be careful about this, but obviously we missed the conflicts on these
cases. It should be noted that at least in the case #MO19, Dr. Kindness’ lab was not involved
until after the IRB approval. In our new Policies, Section V.F, we have defined such conflicts
and outlined exactly how they will be dealt with in the future. Recent minutes reflect that we are
following our new procedures by having IRB members with conflicts leave the room for
discussion of the project and abstain from voting.

5. Failure to exercise authority to require modification in (to secure approval) or disapprove all
research activities covered by these regulations.
A. The IRB does not assure that studies subject to FDA regulations are ... IND IDFE.
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The IRB Policy now requires that all investigators contact the FDA and get '
documentation as to whether an IND or IDE is tequired and the numbers must be supplied to the
[RB. The [RB is gaining a great deal of knowledye about FDA requirements including when an
IND or IDE is required, but we are making sure that the FDA is contacted before a study is
approved. During our next year, we plan to send a least one member or statf to become certitied
through national meetings of the Public Responsibility in Medicine & Research (PRIM&R) and
Applied Research Ethics National Association (ARENA). We also have become familiar iwith
the FDA web site, which has been very helpful.

ing minutes arch 999, documen that an IND was reguired for g sitiely
gmured by Dr. Hauser. The [RB approved. ..

This is in error. The IRB tabled Dr. Hauser’s project. The project was niot approved, and; this is
reflected in our minutes (copy enclosed). We ate very aware that the IRB cannot superceie the

authority of the FDA.

C. Current I, ractices are inadequale to assure that studies “approved” peiding
modifications initiated before the [R3 accepts the modified documents....

This has been addressed in our revised Policy Section VI. D. We will be sure that all

modifications are in place before an approval letter is issued.
reviewed the protocol submitted by Dr. Page, titled “Gene Activated Thergpy (G,

, ¢
for the Treaument of Cancer ' during the meeting held September 20, 1997, The IRB Ilzgg‘ling
minytes list six suggestions.. were not inglycedd in the letter to Dr. Page.

This is the only case when “suggestions™ were specified and not put into the IRB Ierter That
will not be done under our new Policies. Dr. Page’s study is no longer active.

E. The [RB does not revigw the proposed research (o assess whether the study involves chwrging
‘ r investigation product » FLA jurisdiction. See item [K agbove

This has been addressed under item 1. K. above.

6. _Failure to require that information given to subjects as part of informed consent is in
accordance with the proyisions of 21 g;EKQ 30 25.
A, The consent form submitied with.. "Gene Activated Therapy.. for Cancer”” was approved on

,Sezteméer 22 [222, ZZ& consemt [Q _IS dgﬂglgng,

C The En 1glish version of the consent [Qm for i,
WA ggtlgggm

In order to insure that the [RB approves only consent forms that are in complete compliance with
federal regulations, the IRB has prepared a checklist (attached) to be completed by our
administrative secretary and reviewed in detail bty the reviewer(s) of each project. In addition the
consent form will be reviewed by the entire IRB as part of the approval process, as specified in
Section X. In the past, we have frequently required that the investigators improve the intormed
consent, and we will be more diligent in the future. All of the (RB members will be given copies
of the criticisms of the consent forms of Dr. Page and Dr. Heimlich for review at our next
meeting on May 5, 2000 to be sure that everyons tully understands the problems with these
consent forms. Dr. Page’s project is inactive. D'r. Heimlich has been asked to speak 1o the
revisions needed and listed under this item.
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The required statement about the GLCCM [RB in the cousent form will be returned to
our legal council for revision to be sure that FDA guidelines that forbid waiver of liability lor
negligence are met. This will be accomplished so that a report can be presented to the IRB !

meeting on May 5, 2000.

7. [ailure to review proposed research at conyened meetings at which a majority of the membery
the [, ¢ presel wd include members with primary concerns in scientific and

nonscientific qreas.

nfusion in dutistic ..
: for expeli dut

The types of projects that can be done by expedlted review has been clarified and put into our

Policies, Section VIII. We are not clear about the Enzyme Potentiated Desensitization project. It

has been reviewed several times by the entire IRB Board and has been thoroughly analyzed. We

understood that the FDA investigator agreed with us that the latter project was done properiy.
search was reviewed and approved. .

C. The [RB reviewed and approved...

re I 1] [enL mber present when research wes approved... Bob Smith .
We misunderstood and thought that 8 of 16 members constituted a quorum. This has been
corrected in Policies Section VI. A, We also did not realize that members excusing
themselves for a conflict of interest had to be subtracted froin the quorum calculations. This
is now clear in Policies Section V.F.
We thought Bob Smith qualified as a nonscien:ific member since he had no protessional or
advanced degrees. We have two other nonscientific members and we will rely on one of
them to attend each legally constituted meeting..

nra "I Quy Secretis

lure to notify investigators in writing of its degision to approve or disapprove the
roposed research activity, or of the modifications required to secure [RB approv: the
. h getivi

Notification of investigators in writing of all decisions regarding approval or disapproval of
research and continuing review is now specifically required in our Policies. In the past. we did

not always perform the latter.

9. Failure to conduct contimiing review of research.
: A ngmgmg review is not. gmmgcteg at m g gg{ metmgs Q[ E{ ﬁ ZIZB

approved the continuation
The IRB now requires specific complete rcpons at desxgnated mtervals The intervals are
specified by the IRB at the time of approval based on the degree of risk. The Policies call for
the discussion and review of each periodic report and then a determination of whether the
project is to continue, how much risk is involved, and for how long the project is approved.
This is described in Section V1. C. It was implemented at our last meeting on February 25,
2000. 1t should be noted that we were conducting our continuing reviews according to the
instructions given us by our previous FDA investigator.
“ailure 1o properly identi / s expedited review of procedures,
This has been clarified in the new Policies, Sectior: VIIIL. and has been fully implemented.
arhre to have procedures | termine that risks to subjects are minimizedd.
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The IRB did determine that these devices posed non-significant risk to the subjects but [t was
not specified in the motion or in the minutes. Now the procedure to specify the degree of risk
anfl the appropriate interval for review is spelled out in the Policies in Section VI. B 2.. with
reterf:nces to the FDA information sheet in Appendix B of the Policies. The latter will be
provided to IRB members for their reference during the IRB meetings,

griewe roved the study titigd Induced Malaria. "
This was addressed in ltem 2.
2. _Failnre o pre adeguate documeniatior, QL IRB activigies.

. entation of the mer i which the periadic review of rese
conducted.
This is now in Policies. Section VI C.
urrent Jisti embers 5 10!

nstitution. see item 3 _above.

This has been revised with our current understanding in section V. [ of our Policies.

eLnge minule, ot s idernify the tiile of the study... referred to by acromms, .
We are now assigning numbers to projects for beter identification.

el Inite; dentify which “updaes’ have been received
This is addressed in Policies Section VI. C.

7 consent jorns.

We will be more through in documenting recommended changes to protocols and consent forms,
Our early IRB minutes were criticized by the FD A investigator as being 100 detailed. We nowv

have a better understanding on exactly what need; to be included.

E. Meeting minutes do not consister uly record that previously requested protocol changes

r clari 7 ceived by the IRB. :
We have corrected this with Policies V1. D.
. recor not documen S dztermination that investigational devices
(gnificant rf, -significant risk devices.
This has been corrected as noted in Item 11.
H._The minutes of the meeting of May 7. 1999, de, not record the staws of the IRB review of the
Ky titled ‘" CRIATH et Supplementation gs an Adjunct ¢ elarion

Therapy'.
This study was not acted upon. There was no moton. An oral report was given to the
investigator at the meeting that the study was not eady and was not acceptable in its present
form. The study was not resubmitted. In rewospcct, perhaps we should have insisted on a
motion so that we could have followed up with a letter. In part, we did not feel it was safe to
give DHEA to subjects without determining they ‘were deficient. The investigator orallv told us

that was not acceptable to him and the project was withdrawn.
e for the study (§ a o1 Malaria as Therapy for HIV [nfection”™

L. The file for the study (itled " Induced Malaria
onigin the dociumenty originally submitrec in the stydy proposal..
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These documents are indeed in the file. Somehow, they did not get copied tor the investigator,
but they were there all along. Copies are attachzd.

S _The ‘Proj heck List' for Dr. Page's stugly “Stimulated Autologous [mmue Serumy, ]
Awiologons Tumor Vaccine in the reatmeni of Solid Refractory Tumors ™ does not i eI
hat the corlucted g review ! e on May 98.

The project checklist was just a personal note, not part of the IRB official file.

Completion Date- all of these measures have bean implemented and the deficiencies correcte
except for the items noted that need to be taken defore the entire board at our next meeting in
Dallas on May 5, 2000. When these are completed, we will forward copies of the minutés to

you.

Sincerely,

L. Terry Chappell, M.D.
Secretary

LTC/bta

Enclosures: IRB Basic Policy, IRB Guidelines for Investigators, 2/25/00 minutes, Letter sent to
all investigators 3/14/00, 3/13/99 minutes, check!ist for Informed consent, Heimlich's pratocol

and approval letter, sample letter for revisions.



