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I.. Terry Chagpell, Al.D.. Secretary

Thank you for the warning letter of March 9,2000, which we
received on Marct: 13, 2000. We appreciate the opportunity to
bring our IRB into full compliance with FDA regulation. It is our
sincere intention to do everything possible to make our IRB as
Wikilem Faber. D.O. wood as it can be and to fully protect human subjects who elect o
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.

Barbara Faber, Atlorney-ot-Law

Russell JafTe, M.D.

Tammy Borm, D.O.
1. Failure to pre;; Jetailed written progedures for condigtin,
the review of research, including periodic review.

Gurry F. Gordon, M.D. A. There are ng Jetailed instructions as to how the
operate.

The Basic Policy for Protection of Human Research Subjects tor
the Great Lakes College of Clinical Medicine has been
completely rewritten to include all of the procedures required.
Timothy Guilford, M.D. This policy was discussed at the IRB meeting on 2/25/00 in
Atlanta. It was felt that more time was needed. Copies were
provided to all members. A conference all was arranged for

Frances Creenway

George Kindness, PA.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
Conrsd Maulfslr, 0.0, 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.

Who will receive pre-meeting matcerials to review and how it
Bob Smith will be conducted in section V1

How the review is conducted and how decisions are made in
section V1. D and Section X.

The criteria used for the basis to approve research in Section
VIL

Johe Trowheldge, M1,
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The frequency of continuing review and how it is conducted in Section V1. C
How controverted issues are decided by discussion, reference to FDA regulations and by
majority vote as discussed in Sections VI. and VII.
Records maintenance in accordance with FDA requirements in Section IX.
Conflict of mterest for projects in which an IRB member is involved in Section V.iF.
B. The procedures for condiicting periodic review are not adequate.
Continuing review operations are described in detail in Section V1. C.

This was implemented at our 2/25/00 meeting — see minutes. _
Investigators are sent guidelines to insure a concise report with the required information

_ (copy attached )
- Written Progedures shou sscribe the IRB will determine whep qur investivation
involves an investigationql prodigt subject to FDA regulation.
This has been addressed in Section VII. A 1

The polxcy was tmplemented at the 2/25/00 meetmg (see mmutes)
RE will Stigzertion

when eyt inve,

Wr{l 5 1O \Cr] v the
711 significant ri. vice.
’I‘hls has been addressed in Section V1. B 2.
) vel rocedur r {ncorporating revisiony

notifving ¢ y/ ose revisi .

‘I'he procedures needed have bcen lmplem ented, They are in Section V1. D,
Wrmen ¥ houl ¥ exten; (o which ¢ will review web sire

tise ' roved by the [R3. ..

This has been implemented in Section V11. C.

G._The written procedures should explain the roly of the IRB Chair ...
Our procedures are unusual due to the fac! that the IRB chairperson is not located at or
near the IRB office. We have divided the responsibilities of the chairperson and

secretary very carefully. This is spelled out in Section V. H. and Section VTIL.
re are no written procedures o describe how adverse reaction reports are reviewed, by

g “expedited” pr ocess or by the fill IRB gnd
ing I Propriate instit

W ), y (1)

These two items have been impiemented in the Basic Policies in Section V1. E..and 'VIII.

L The [12& pcg_gﬂlure; ;m 1ld define whether the 'RB will review proposed research (o be

ted mn countries ...
Thls has been 1mplemcnted in Bas:c PO[IC‘/, Sccuon V'Il A 12.c

proposed conyent forms ..

This information is now included in our Basic Policy Section VII. A 13.
L. The [RB should consider requiring investigators to include the [RB approval date o consent

orms...
This is on the agenda to be considered bv (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 free 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 #M019, 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 IDE.
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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 seni a least one member or staff 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.

B._The meeting minutes of March 13, 1999, documert that an IND was required for g sittely

required h . ser. approved. ..

This is in error. The IRB tabled Dr. Hauser’s project. The project was rot approved, and: this is

reflected in our minutes (copy enclosed). We ate very aware that the IRB cannot superceile the

authority of the FDA.

C. Current IRB prgctices are inadequate 19 assure thal studies “approved” pemding
modifications are not initiated before the [RB accepts the modified documeiits....

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.
., The reviewed the protocol submitted bv Dr. Page, ti ; AL Py
for the Treaument of Cancer ! during the meeting held September 20, 1997, The IRB nweting
minutes list six suggestions... were not inglucled in the letter 1o Dr. Page.
This is the only case when “suggestions” were specified and not put into the IRB letter. That
will not be done under our new Policies. Dr Page’s study is no longer active.
E. The IRB does not reyiew the proposed research to assess whether the study jnvolves clarging
1) wr investigation prodict 2 FDA jurisdiction. See item (K above.

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

6. Lailure to require that information given to subjects as part of inforned consent Is in

accordance with the provisions of 2] CER & 30 25.

A, The consent form submitied with. .. "Gene Activated Therapy., for Cavicer”” was approved on
September 20, 1997. The consent form..._is Jeficient...

C. The English version of the consent form for ihe stu
.. by cleficient. ..

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 ia detail by 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 everyone fully understands the problems with these
consent forms. Dr. Page’s project is inactive. D'r. Heimlich has been asked to speak 10 the
revisions needed and listed under this item.
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The required statement about the GLCCM IRB in the cousent form will be retgrned to
our legal council for revision to be sure that FDA guidelines that forbid waiver of hability lor
negligence are met, This will be accomplished so that a report can be presented to the IRB

meeting on May 5, 2000.

7. Failure to teview proposed research at converiet

s af which a majority of the members

meetin

of the IRB gre present, and inclide members with primary copcerny i scienlific and
nonscientific areas.

oty of fntravenous Secretin linfusion in dutistic., .
. These s v for ted 1
The types of projects that can be done by expedited 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.

B._Research was reviewed and approved. .
C. The [RB reviewed and approved...
We misunderstood and thought that 8 of 16 members constituted a quorum. This has been
corrected in Policies Section VI. A, We also clid not realize that members excusing
themselves for a conflict of interest had to be subtracted from the quorum calculations. This
is now clear in Policies Section V.F,
We thought Bob Smith qualified as a nonscientific member since he had no professional or
advanced degrees. We have two other nonscientific members and we will rely on one of
them to attend each legally constituted meeting.
8. Failure to notify investigators in writing of its decision to approve or disapproyve the
proposed research activity, or of the modifications required to secure IRB approval of ihe
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 continuing review of research.
A._Continuing review is not.conducted at convened meetings of the full IRB ..

. The IRB approved the continuation of studies even though the clinical imesti
The IRB now requires specific complete reports at designated intervals. 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. It should be noted that we were conducting our continuing reviews according to the
instructions given us by our previous FDA investigator.

10. Failure 1o properly identi {¢ s expedited review of procedurgs,
This has been clarified in the new Policies, Sectior: VIII. and has been fully implemented.
11. Failure to have procedures lo determine that risks tQ subjects are minimized,

N ..
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4. _{he [BB did not deggrming whether medica] o
risk
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
and the appropriate interval for review is spelled out in the Policies in Section Vi. B 2. with
references 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.

8. The [RB reviewed and gpproved the study titied 'Induced Malarig.. " ..

This was addressed in ltem 2.
ailure (o pre, adequate documeptation of IRB actmge,f

etation of the mamner irnr which th

condugted.
This is now in Policies. Section V1. C.
urrent listing o embers does not

institution; see item 3, above.

This has been revised with our current understanding in section V. [ of our Policies.
eeting minides do not always idemtify the tiile of the study. .. referred fo by aeromms, .
We are now assigning numbers to projects for beter identification.
D._Meeting minutes do not identify which “updaces’ have been recerved ...
This is addressed in Policies Section VI. C.
eting mimes do # 1sistent] wmernt the details of recommes han,

rol wd consent forms.

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

have a better understanding on exactly what need to be included.
inufes do ntly record that previously requiest rotocol changes

an g Ql‘ clarifications b_qm ng received by the [RB.

We have corrected this with Policies V1. D.

G Zh IRB r ggg rds dg .-th d@m}en{ the IRB 's dztermination that investigational devices gue

ificarnt ificcoit risk devi
This has been corrected as noted in Jtem 11,
pinitte t cmeetm 0 7 199 0 110t recor; the tis of the IRB review of the
titled, je21si lementation [HIICL b lation
Ihet_zz._

This study was not acted upon. There was no mot.on. 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 sludy was not resubmitted. In rewospect, 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 ‘vere deficient. The investigator orally told us

that was not acceptable to him and the project was withdrawn.

The file for the study titled ™ Induced Malaria as Therapy for HI1 [nfection ™ docs not
copiqin the documents originally submitied in the stidy proposal...
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These documents are indeed in the file, Somehow, they did not get copied for the investigator,
but they were there all along Copies are attach ad.

J_Th g B stucly "Stimulated Autologony memw Ser iy uml

A_u&l_qg_gm_mm Paccnw n tlw IF ealmem of Solid Refractory {mmory
that the [RB conducted a review of an update on May [, 1998.

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

Completion Date- all of these measures have bean implemented and the deficiencies corrected
except for the items noted that need to be taken >efore 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,

X2l .

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, checklist for Informed consent, Heinmlich's protocol

and approval letter, sample letter for revisions.



