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November 30, 2009

Kevin A. Prohaska, D.O., M.P.H. ‘
Acting Human Subjects Protections Team Lead ‘
Division of Scientific tnvestigations

Office of Compliance

Center for Drug Evaluation and Rese¢arch

Food and Drug Administration

Bldg. 51, Room 5356

Dear Dr.Prohaska:

[ am Chainman of the BRI IRB and T am writing in response to the FDA’s Warning letter
of October 5, 2009, This response incorporates suggestions made in a conference call
with the FDA on November 5, 2009. I will first address some of the general deficiencies
noted and then discuss the deficiencies and obscrvations regarding the specific studies
addressed in the FDA’s Oatober 5™ communication.

We acknowledge that the minutes of some of the meetings are unclear and i some
instances do not clearly delincate the study or protocol which is the subjcet of the
discussion documented by the mintues In addition, in the past, the transcription of the
record of the voting was always clear, and sometimes did not correctly reflect that, for
example in the casc of conflict of interests, the person with the condlict did not vote.

Now that we have been made aware of these issues, we will make sure that the minutes
are cleater and more accurately reflcct what has transpired in our meetings. In addition, in
the future, the minutes will specifically note that anyone with a conflict of intcrest will
not serve as chairman of a session.

The following document addresses the specific issues raised and the corrective actions
undertaken and proposed.

I egain express my appreciation for the thorough examination of the BRI-IRB. Your
examination has provided me with clear insight as to how we may improve our policies
and alter our SOPs to align our operations in accord with the CFR.

Carlton F, Hazlewood, Ph.D.
Chairman of the BRI-IRB
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Detailed Responses

And

Corrective Actions
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Observation 1

The IRB approved research without determining that the following criteria were met: that
risks to subjects were minimized [2]1 CFR 56.111(a)(1)] and risks to subjects were
reasonable in relation to anticipated benefits, if any, to subjects, and the importance of
the knowledge that may be expected to result [21CFR 56.111(a)(2)]

You note that after the initial critical inspection of the (b) (4) application
ACHEE 1/10/2007) no discussion of this application ocurred until Feb. (2/1/2008)
of the following year.

Response; Sponsors/Investigators did not reply to notification of the shortcomings of
their application during this interval.

You uote that at this time (2/1/2008) the committce was aware of il anecdotal case

reports conductcd at some unknown location at some ecarlier time. This is true.

Indeed, the initial inspection of thellQJGH application [(JXCIW1/10/2007) indicated

that r should provide provenance of these anccdotal reports.  You assert that
treating patients with the drug at this time,

Responsge:Contrary to the apporent conclusion of the FDA inspection incorporated in
the warning letter, the BRI IRB never gav{X{) Bl approval to proceed with
the clinical trials, That simply did not happen. The Sponsor/Investigator’s application
to the BRUVIRB posed many problems which would have to be addressed before the
TRB would be ahle to assume responsibility for monitoring any proposed protocol.
We were aware that animal toxicity studies were underway and we were also aware
of the fact that the FDA. had not released the sponsor’s IND from clinical hold . Since
our IRB was not involved in{{Q)RC)] treatment of patients in his private
practice, we did not feel we had the anthority or jurisdiction to provide him with
oversight and advice with regard to these patients.

You assert that subsequent to this meeting (by letter 2/15/2008) the IRB authorized

(b) (4) to proceed with enrollment of human subjects.

Response: This letter to the investigntor addressed the animal toxicity studies and not
the approval of any buman protocels. In support we point out that:

You note that on Aug. 8, 2008 the IRB again notificd{{§NE)] by letter that the IRB
could not proceed with thc application process until[{s)J&) had obtained an
approved IND from the FDA. A similar letter was sent to{{S)NCIN on Nov
(11/02/2008) reiterating that their application was in abeyance awriting toxicity
studies and IND approval. You note that we did not cc investigator and sponsor for

both these letters.

Response: The IRB did not keep good records with regard to inquires or requests
that our IRB participate in possibic or potential studics We now recognize that
glving a potential study the same standard protocol namber which we give our actual
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studies introduces the possibility of misinterpretation. This issue will be addressed in
the corvective action section to follow,

You cite four letters from the IRB to the spomsor-investigator (1/06/2005,
3/17/2005, 3/23/2005, and 4/04/2005) asking for specific documents and
modifications to elements of this application. In particular, you note the last letter
indicated that the IRB could approve this protocol provided certain changes to the
Investigator Brochure were made. You cite the IRB’s inability to produce this
document during the audit as an indication that the IRB had approved the protocol
~without that document hence the IRB could not judge cost/benefit.

Response: The sponsor-investigator was never able to obtain an IND from FDA and
abandoned the contemplated rescarch. The IRB points out that the study was never
finally approved and did not accrae patients under the proposed clinieal study, Until
this was pointed out to us, ony TRB did not treat the historical documentation of
potential studies with the same care it applied to approved protocols ander its
purvicw. This issoc will be addressed in the corrective action section to follow.

Corrective Actions ~ Observation |

1) Establish practice of stamping all application communications with a disclaimer, e.g.
“This communication i3 not to be construed as granting JRB approval or denoting IRB
aeccptance of responsibility for.... No patients may be enrolled until an IND is in affect and
formal written TRB approval is granted”

2) Establish practice of assigning identification names and codes which distinguish
applications and formal protocols.

3) Establish practice of ensuring communication with both the Sponsor and the
Investigator.

4) In meeting agendas clearly separate formal protocol busincss from applications.

5) Incorporate the above in the IRB’s SOPs.
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Observation 2

The IRB failed to prepare, maintain, and follow written procedures for conducting its
initial and continuing review of research {21 CFR 56.108(a) and 56.115(a)(6).
Specifically, the IRB has no written procedure for conducting reviews of device studies to
determine whether they involve a significant risk device and had no evidence that it had

in fact conducted such reviews {2]1CFR 8
Vou i B st f Prouc (11O
Study”) on July 21,2005 and its name change on August 10,2005. You note that

the IRB did not document its review of thﬁm device, or the NSR status of
the device adequately. You aiso note that the IRB has no SOP for the evaluation of
non-sigonificant risk devices.

Response: In regard to the first specification, it is correct that the title of this study
was changed. The title of the original proposal was shortened to because of ap
understanding that the conditions listed originally could not be unificd in one study.
This did occur as a result of verhal conversations between members of the IRB and
the PL The shortened fitlc scemed more appropriate in that it was limited to one
disorder. We acknowledge that the change occurred without proper docamentatior,
and steps are being taken to correct this limitation.

In rcgard to the second specification, the JRB did deliberate on the safety of the
(b) (4) device, and required that a professional engineer cxamine the
(b) (4) device in question. The device was found to be safe, and the report of
the Professional Engineer was included in our first response to your warning letter.
We acknowledged then, and we acknowlcdge now, that we did not fully document the
examination. From our perspective, at the time of the audit, we considered that we
had sufficient evidence that the device did not posc a significant risk. The professional
cogineer’s findings on the specific device proposed for use in this study, along with
the myriad of{{9)NC)) ll devices used on human studies throughout the world
(mviewedintbeoriginalprotocolapp : as {aken as eyvigence that gevices

which interact with patients only through
[(DKCIA pose no significant risk (absen{{9}

werc addressed in study protocol).

Corrective Actions - Observation 2

1) The IRB will develop specific guidelines for docnmenting commaunication between the
IRB and applicants. All phone discussions with =applicant or Investigators to be
documented in a telephone log,

2) Any substantive issues discussed by phone or E-Mail will be confirmed by letter from the
IRB to the sponsor/investigator.

3) The IRB will develop specific procedurcs in our SOPs for the YRB (as well as the PIs and
the Sponsors) in evaluating a dovice/drug for safety. A subcommittee of the current IRB will
be formed for this specific purpose, The subcommittee will gencrate a written report to be
presented to the complete board for final approval.

4) The IRB will also codify in its SOPs information that must be documented in its minutes
and in the application forms available for the Principle Investigators and Sponsors.

— ———— e ————
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Observation 3

The IRB failed to ensure that informed consent would be sought from each prospective
subject or the subject’s legally authorized representative jn accordance with and to the
extent to required by 21 CFR Part 50 [2]1CRF 56.111(a)(4)] and that informed consent
would be appropriately documented in accordance with and to the extent required by 21
CFR 50.27 56.111(a)(5)]

a._For the Study,_vour _inspection revealed no discussion about the informed
consent document .

You note that in meetings and communications with respect to this application
between Febl, 2008 and Nov. 3, 2008 there was no informed consent discussion
and no informed consent document.

Response: There was no discussion of the informed consent document, because the
application was on hold waiting for the toxicity stady to be completed and IND
obtained. Until completed the animal toxicity studies the YRB did not and
would not pro¢ further consideration of the application. The BRI-IRB did
not approve the clinical investigation. Please note that in onr first response letter,
under the discussion of m the letter to[DXCY of February 15, 2008 (s
clearly referenced to “Toxicity studies[(NCININ and the text further refers to these
animal toxicity studies. Thus, every use of the word “study” was intendcd to address
the animal toxicity study (sec Exhibit 1 of our first responac letter and appended here
as Exhibit 1-A). In addition, the August 18, 2008 lctter is addressed mm

(the spansor) and carbon copied to[{JEC) (Principle Investigator).
As you pointed out in your warning letter, the TRB clearly stated that the human
study eannot be conducted without an approved IND. Furthermore, the letter begins
in reference to: {((GRC) Ml animal toxicity™.

b, For the tudy, the informed consent does not contain all the ents
required Ji .25,

i) You note the lack of a description of procedures, assessment forms, lab work and
clinical testing required by the protocol.

i) You note lack of accurate description of direct benefits

iii) You note lack of statement indicating possibility of FDA review of records

iv) You note lack of contact information for patient rights and in case of injury and
incorrect identification of clinical investigator

v) You note lack of patient discontinuance without prejudice

Respnnse: i) We accept that the informed consent document should be improved and,
since the protocol is on hold, we shall request that a new consent ferm be generated
that contains all the clements required by 21 CFR 50.25.

Respouse: ii) It was intended that the subjccts to be included in this study should be
informed of the anecdotal accounts of improvement should be included and that we
were to conduct a study that would clearly clucidate the henefits (or lack therc of).
The protocol includes a discussion of the history of the field pointing out the need for
a careful study.

[4 ) A )
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Response: iii). Criticsm Accepted
Response: iv) Criticism Accepted

Response: v) Criticlsm Accepted

PAGE 88/13

Corrective Action — Observation 3

1) All of the dcficiencics noted in FDA Form 483, and additional deficiencies will be
brought into compliance. A description of the study procedures, the Iab work and
all the clinical, neurological, and functional testing that will be required will be
included in the consent form.

2) It will be required for the Sponsor and the Principle investigator to inform the
subjects that The Food and Drug Administration may inspect the records according
to 21 CFR 50.25(a)(5) '

3) The consent form shall include an explanation of whom to contact for answers to
pertinent questions about the research, the subjects rights, and whom to contact in
the event of a research-related injary to the subject will be included in the consent
form according to 21 CFR 50.25(a)(7). Also, (DG ill be correctly
identified as the clinical investigator.

4) A statement that the subject may discontinue participation at any time without
_penalty or loss of henefits to which the subject is entitled.

Observation 4,

The IRB failed to insure that no member participated in the initial or continuing review
of a project in which the member had a conflicting interest, except to provide information
reguested by the IRB (2] CFR 56.107(e)].

a. You note fo PO Ph ) ) s
listed as_a clinical investigator on the ‘“Certification: [Financial Interests and

angements of Clinical Investigators” ... Therefore you a t

Response: It is correct that T ted the meeting as chairman, T answered questions when
asked, but I did not vote. Further, I was pald no money m, and have no stock
in the company-—thercfore; 1 had a no pecuniary potential conflict of interest,
Nevertheless I did not vote on any issue relating to this application.

You note that for th Study, Roscoe 1. Va It MD. Vic

h is listed on the protocol as g co-investigator. Mi of the Marc
17,2005 IRB meeti d not e that Ve t did not parrici in the revi

hich resulted in a letter to the § requiring changes | rotocol an sent
documents.
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Response: There is a discrepancy between the mumber of voting members in
particulay sessions and registered number of votes. In the future, the minutes will
clearly note who did vote and who did not. In the particular cases that are referred to
In the Warning Letter it is likely an ambiguity in the minates Care in the foture will
have to be taken to clarify “snanimous” (ie., s it all voting members in the room, or
voting members minus the chairman or someone leaving the room, or accidental
inclusion of an invited guest). In the fature, anyone with a known or potential confllict
of interest will not serve as chairman of a session. Our practice and procedure is for
the mmember with a potential or real conflict of interest to vacate the room until the
voting is complete. After all discussion and the voting are completed, the
administrator or another member leaves the room and asks such members to return,
Because this is our standard procedure, the minutes did not reflect who left the room
and who voted and did not votc, In the foture we will make this more clear.

As a point of clarification, (NG bad been asked to attend this particular
meeting of the IRB so he could be available when Dr. Van Zandt was absent,

Corrective Action — Observation 4
1) Our SOPs will be updated to formalize the conduct the meetings to eliminate as
much of the ambiguity as possible — as follows

2) First, the chairman of the meeting shall not be an investigator on the study. The
members present that can vote will be defined before the vote,

3) Our meeting agenda will clearly identify IRB protocols which are ongoing as
distinguished from applications which are belng developed. Those studies will be
further characterized/abeled as “FDA IND - Request pending”, “FDA IND - |-
Request submitted”, “FDA IND -~ Request denied or in discussion”, and “FDA IND
— Approved.” Such labeling will remind and reinforec to our Board members that
our role is minimal and limited to evaluating their IRB application until “FDA IND
~ Approved” status is achieved.

4) Al correspondence with applicants will clearly identify our comments as limited
strictly to elements of their application, as no human study can or should be
initiated without IND approval and final [RB approval. Fourth, if the chairman has
a potentialireal conflict, the vice chairman will preside at the entire meeting.
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Observation 5
The IRB failed to conduct continuing reviews for the Jollowing IRB appraved studies (21
CFR 56.109()]:

(b) (4)

You note that in a series of Jetters the IRB approved thelilild. study contingent
upon a series of changes in protocol and consent documents and subsequently
informed the sponsor-investigator that these changes had been approved.

Regponse: Originally we were asked (o review thlw a part of ((WXC}!
request for an IND to see if it could be “approved”,  thought that such a

potential approval would help them obtain an IND. We approved bis protocol
contingent upon his obtaining the IND. We were confident that he wonld not procecd
without the IND; and we were aware that he was in discussions with the FDA on this
very matter. (Unfortunately, there were discussions by phone; and, at the time, we did
not keep a running phone log.) It was well understood that that there could be no
subject enrollment until they received an IND.

X althoug study continuing
review was obligatory. Your further note that verbal reports are not adequate means
of conducting continuing reviews.

Response: We will correct this and continue to follow-up on inactive applications...

Corrective Action — Observation 5
1. SOPs will be updated providing explicit procedures for communicating with the
Sponsor and/or the principle investigator.

2. Oral communication will be discouraged, and members of the IRB will be
expected to reduce all communications to writing.

3. A telephone logging system will be developed to supplement the written
communication, so that a clear record of documentation will be in our files.

4. No “coutingent” approvals will be granted by the IRB under any circumstances.
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Observation 6

The IRB failed fo maintain copies of all research proposals reviewed, scientific
evaluations, if any that accompany the proposals, approved sample consent documents,
progress reports submitted by Investigators and reports of injuries to subjects, and
correspondence with investigators [2] CFR 56.115(a)(1) and 5611 S(a)(4). )

a. The absence of the(XCM Investigators Brochure

You note the absence of the Investigators Brochure in our files during the original
FDA audit

Response: This item was provided in our first response letter.

b. For the ud| ril 4, 2005 IRB letter to the sponsor-investigator refers to
h ¢ cluding co , these documents was not

aint

d

Response: These items were submitted with our first response letter.

¢ tudy...
You note (i) that although a letter from the cngineer evaluating the [T
apparatus was on file no letter requesting this evaluation was on file.

Response: It is correct that we did not write a letter to the professional eagineer
requesting the safety evaluation of the and we are unsure whether such a

request must be in writing. Please advise. I contactpd ¢ha enananr and told him that
the IRB wanted a professional engineer to cvaluate“mror overall safety—

both electrical and mechanical. The letter, reporting the findings of the professional
engineer was included in our first response letter,

You note (ii) the change in the title of the Rk protocol.

Response: As indicated previously the protocol title was shortened because of an
understanding that the conditions listed originally could not be unified in one study.
We acknowlodge that we did document this procedore properly which we will rectify.
Note: there was not another version of the protocol.

You note (iii) that although a “Tri-Fold Brochure” had been rejected by the
comuittee the IRB failed to keep a copy of the brochute and the disapproval letter.

Response: A tri-fold was disapproved, and we onderstand that we did not document
this matter properly.
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Corrective Actions — Observation 6

1. A completely new filing system is being developed. A part-time person has been
hired to help current personnel with this matter. Instituting this change has already
improved our system.

2. SOPs will be updated to have clear language to outline procedures for
documenting such matters as obtaining a professional cugineer to conduct 8 needed
evaluation for the IRB.

3. SOPs will be updated with explicit procedures for communicating with the
Sponsor and/or the principle investigator.

3. Oral communication will be documented, and members of the IRB will be
expected to reduce all communications with Sponsors, investigators, potential
sponsors, and between board members to writing.

4. As in observation 5, a telephone logging system will be helpful in supplcmenting
the written communication, so that a clear record of documentation will be in our
files

Observation 7

The IRB failed to prepare and maintain the minutes of the IRB meetings in sufficient
detail 1o show attendance at the meetings; actions taken by the IRB; the vote on these
actions including the number of members voting for , against, and abstaining ; the basis
Jor requiring changes in or disapproving research; and a written summary of the
discussion of controverted issues and their resolution [21 CFR 56.115(a)(2)].

a It appears that the IRB fape records ils meetings, which are then trapscribed into a

You note that during transcription from recorded tapes the minutcs frequently
contain gaps or poorly transeribed words making it occasjonally difficult to identify
the studies under discussion.

Response: You are correct. We have not regularly summarized these minutes into o
more readable form.

i eOruaryl, i K.
You note that although no action was recorded during this meeting a letter was sent
Response: This error on our part seerus to be a dircect result of our past minute taki
procedures. In regard to the JRB February 15, 2008 letter to
approved only that the toxicity study continue. Unfortunately we had been nsing a
general statement about “...adverse events and deaths to the sponsor and BRI.IRB", '
This will not be done in the future,

10
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Corrective Action — Observation 7

1. Siguificantly modify taking and reporting of meeting minutes. The (ape recording
of the entire meeting will continue; however, scribes will he present to summarize
important moments in the meeting, The meeting may be bricfly paused in order to
take contemporary notes—particularly during voting to insure accuracy of vote
couating by qualified voters. A summary of all actions by protecol or application
will be appended to the minutes.

2. Copies of all written communications with respect to protocols or applications
shall be presented to the committee at the meeting following the authorization of
such communications.

3. The IRB's SOPs will be re-written to incorporate these changes in the IRB’s
practices.

Observation 8

Each IRB is required to have at least Sive members, with varying backgrounds to promote
complete and adequate review of research activities commonly conducted by the
Institution [2] CFR 56.1 07(a)

You note that when a BRI IRB member has been absent or conflicted, a substitute
non JRB meraber has been allowed to participate in IRB meetings. You cite several
tnstances in which the votc totals on board actions and the number of board
members present suggest that non-board members have been allowed to vote.

Response: On occasion a member will notify the TRB that they will be unable to
attead a meeting. On this or a similar oceasion the IRB may believe it needs a certain
expertise, (in particalar medical, cthical, or lcgal). In such fnstances the IRB will
invite relevant parties to provide the Jacking perspective or expertise. ‘'However in no
case are non-members ever allowed to vote on IRB actions. Any discrepancies
between vote count and IRB members present is the result of incorreet recording of
unanimous votes. .

Corrective Action — Observation 8

1. Sigpificantly enhanee the reporting of mecting votes. A sign-in sheet will continue
to be nsed however when guests are present, every vote will be recorded in s tally
format.

2. The IRB’s SOPs will be re-written to incorporate these changes in the IRB’s
practices.

11



