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DEPARTMENT OF HEALTH & HIJbZAN SERVICES Public Health Service 

Food arid Drug Adininistuation 
Center (or Devices and 

Radiological Health 
9200 Corrporate 13Ivd 
Rocicvilte . MD 20850 

IWARNING LETTERJUN Z 3 2005 
Via Federal Express 

Mark K- Taylor 
President 
St . John Hospital and Medical Center 
22 [01 Nloross Road 
Detroit, Nil 48236-2148 

Re : St . Jolm Hospital FRB 

Dear ~,1r . Taylor: 

The purpose ofthis letter is to inform you of objectionable conditions revealed during a 
Food and Drug Administration (FDA) in.spectiotz ol'the St . John Hospital lii,stittuional 
Rcvicw Board (lRB), arnd to r-eqttest your protnpt replv. During the period of January 10 
through 13, 2005, Alanna L. Mussawwir-Bias, an investilgator from FDA's Detroit 
District Office inspected your site . The purpose ofthe inspection was to determine 
~vLether your M's activities arid procedures relating to investigalional studics of FDA-
1:eR;,lated products complied with applicable FDA regulations . The products used in the 

Trial (Studies 
'or Treatment of 

Stady ~~), "1'rial to 

Study 

(00w), ' Study 
(~~), ~Study (~,and ~Study ' ), are 
devices as the term is defined in Section 201(h) ofthe Federal Food, Drug, and Cosmetic 
Act (the Act), 21 U.S . C. 321(h) . 

We have completed our reviexv of the inspection reporl preparcd by the Dctrolt District 
Office which described and documented deviations frorn the requirements of Title 2 1, 

Code of Federal R~.,gulations (21 CFR), Part 50 - Protectioli of Hulnan Sifl)Jects, Part 56 
- Institutional Re-Oew Boards, and Part 812 Investigational Device Exemptions . These 
de'Viations were listed on the Form FDA 453, "inspectiouaf Observations," that was 
presented to and discussed NVitii you and the following other St . Jolttipersonnel at the 

cofichision of the Inspection : 
Julie rorczyca, R.N_, Direc_tor of Clinical Salc;ty & Risk Managelnent, 
Peter A. Nickles. M.D . . IRB Chainnan. 
Nncl t_awson, t\1 .D_, `'ice President for Medical Affairs, 
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Ronald F . 1,aPensee, Executive Vice President/Chief Operating Officer, 
Ruth Moore, P1i.D ., Director of Biomedical Investigation & Research 

Medical Education, 
Mary Bernl3art, IRB Coordinator, and 
.lanice 1'inchak, R.Ph.,M .S ., IItB Coordinator 

The inspection was conducted under a program designed, in part, to ensure that data and 
information. contained in applications for investigational Device Exemptions (IDEs) arc 
scientifically valid and accurate . Another objective ofthis . prograzu is to ensure that 
human subjccts are protected ftoni undue hazard or risk during the course of scientific 
investigations . 

A description of deviations from FDA regulations follows : 

1 . Failure to follow written procedures for ensuring prompt reporting to the LRB 
and the FDA. (21 CFR 56.i0s(h)c2» 

Pursuant to FDA Rcbulations at 21 ('FR 56.1 OR(h)(2) . an IRB must follow written 
procedures for ensuring prompt reportirig to the IRB, appropriate uistitutional officials, 
and the FDA ofany instance of serious or continuing noncompliance vvith FDA 
regulations or the requirements or determinations of the IRB . Materials reviewed by the 
FDA investigator during the Inspection indicate that, durin the� eriod of 2001 through 
?0()4, the clinical investigator and sponsor of the Trial 
Wrote to the IRI3 nianager various times concerning the approval status of the study . 
Some of these letters reveal that the clinical investigator continued to enroll patients in 
the study and implant them with the study device during periods in which IRB approval 
had expired . Other correspondence sent It.) the IRB manager indicates that. the clinical 
invcsti-ator implanted the study device in a patient (subject 9095-*) on 3/1/02 despite 
the fact that the enrollment of additional subjects was suspended in December 2000 
lolloti;ring review of information from the sponsor and FDA suggesting that the device 
posed a more significant risk to human subjects than previously documented. As a result 
of your IRB's failure to establish and follow written procedures to ensure prompt 
reporting of serious or continuing noncompliances with FDA regulations or 1R13 
requirements or determinations, these instances of serious and continuing noncompliance 
by the clinical investigator were not promptly reported to the full IRB and to FDA as 
mandated in the IRB procedures and operating guidelines . 

Failure to follow written procedures for conducting continuing review of 
research . (21 CFR56.1t}8(a)(1)) 

Pursuant to 21 CFR 56 .108(a)(1), the MB shall follow written procedures for conducting 
its continuing review of research and for reporting its findings and actions to the 
in~re .;tigator and the institution. The SL John Hospital alid Medical Center ITtB . 
Procedures and Operations, Guidelines state that the IRB will establish the continuing 
retiiew intervals appropriate to the degree ofri slc, but not less than every 12 months . For 
continuing review, the guideline states that thc ". . .iuvcstigato~s will he asked to submit a 
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N:rrittell azuiu«1 report on studies one month prior to the actual annual date of the initial or 
previous approval of the study. . .e-_~ . For studies with in.itial approval in April, the 
continuing review report would he submitted in time for the March agenda." Your IRB 
failed to follow these guidelines as writtcn . Examples of this failure include, but arc not 
limited to, the following : 

A . The IRB approved a11 six arnns of the. Trial 
a* by 1999 . There is no documentation ofa full board review of any continuing 
(annual) review report or follow-up report submitted concerning the study since 
December 2000, at which titnc cnrolliYient of additional patients was suspended . 

B . The I.IZB initially reviewed and-approved the 
,,Study ( ~) on 6/18/01, with 

aiunial review and re-approval on 7!18/02 . As stated above, the St . Jol-U) Hospital and 
Medical Center IRB Procedures and Operations Guidelines state for continuing review, 
investigators will be asked to submit a written annual report oil studies one month prior to 
the actual annual date of the initial or previous approval of the study. There is no record 
in That the IItB sent a reminder to Dr . 010requesting a report on progress on the study 
in 2(}03 ; nor is there documentation in the 2003 meeting minutes. of IRB continuing 
review for this study. 

__Affiak
C: . Thi ; [12B isutialIy reviewed and approved the RMWN(~~Oil 
6%.)0l02 . Although the June 2004, IRB meeting minutes include a review of adverse 
eveut reports received from the clinical investigator for this study, there is no 
documentation in the meeting minutes of annual review in 2003 or 2004 as mandated by 
the 1RB Procedures and Operations Guidelines governing continuing review ofresearch . 

3 . Failure to follow written procedures for determining which projects require 
review more often than annually . [21 CFR 56108(a)(2)J 

Pursuant to 21 ChR 56.108(a)(2) an IRB shall follow written procedures for determining 
,vificll projects require review more often than aiuiually. The St . John Hospital and 

Medical Center Institutional Review Board Procedures and Operations Guidelines state, 

that your LR_13 will determine which projects require reviezv more frequently than once 
every 12 months, and will establish the continuing review at intervals appropriate to the 
degree of risk, but not less than once per year. The guidelines further state that the 
frequency of review will be indicated in tile IRB meeting niinutes . During the inspection, 
the FDA investigator examined your IRB's meetingminutes for the period of2002 
tlmough 2004 . Tile ininutes do not docuillent any discussion by the M13 concerning the 

risk to human subjects or the frequency of continuing review of any clinical or non­
clirnical study involving FDA-regulated products . 
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-¬ . Failure to prepare and maintain adequate documentation of iRB activities . 
121 CFR 56.1151 

Pursuant to 21 CFR 56.115(a)(2), an IRB shall prepare and maintain adequate 
documentation of IRB activities, including the following: minutes of IRB meetings 
which shall be in sufficient dctail to show attendance at all meetings; actions taken by the 
1RB; the vote of these actions ; the basis for requiring changes in or disapproving 
research ; and a written summary of the discussion and the resolution . The inspection 
revealed several instances in which your TRB failed to prepare and maintain adequate 
documentation of its activities, including the following : 

A . The rial (StlidiesIlIPPIWand 411FOW was 
closed to enrollment by the St . John Hospital TRB in December 2000 following review of 
c(_)iTespondence fi'otn the sponsor that stated FDA had suspended the JWME study 
enrollment due to Serious Adverse Events (SAEs) and increased risk of the device on 
human subjects . The 11Z8 nianap-cr received numerous letters from the clinical 
investigator and study sponsor regarding approval status during the period of 200 ( 
throu~~.}~ ZOf_>4 . Some. ofthis correspondence showed that the clinicalinvestigator 
implanted the study device in a patient (Subject 9095-loon 3!1/02 under the Emergency 
Use/Compassionate Use protocol two years after the study cnrolLueut was suspended duc 
to concerns regarding an increased risk- to human subjects . There is no documentation in 
the 1R8 meeting minutes regardiTig any actiorz taken by the lh}3 as a result of this 
noncompliance . 

f3 . The clinical inves iguator for the _ -Trial (Studies 
and sent a letter to the IRB dated 4/17/03 vvith a list of Significant 

Adverse Events (SAEs) covering the period from 1998 to 2001 that had not been 
previously reported . FDA regulations require investigators to report unanticipated 
adverse events as soon as possible but in no event later than 10 working days after the 
invest]ga.tor learns ofthe event. 21 CFR 812.1 50(a)(1) . fn addttton, the protocols for 
these studies state that "Any unanticipated device related AE must be reported by 
telephone or FAX to the sponsor within 24 hours ofdetection or reporting by the subject. 
Any serious adverse event, regardless of whether it is related to the device or procedure, 
or whether it is unanticipated, must be reported by telephone or FAX to the sponsor 

within 5 days of occurrence." There is no documentation in the IRB meeting minutes 
regarding any discussion of these adverse events or any action taken by the LKJf3 in 
response to the clinical investigator's failure to timely report the SAEs. 

Revie~.v of the investisator's 4/17/03) letter to the MB concerninsz the 
(Studies IQMqppww and "WO) also revealed that 15 

subjects were implanted during the period in which MB approval had expired for the 
High Risk (j-IR) and Low Profile System (LPS) arms of the study. There is no 
documentation in meeting tninutcs or elsewhere that the IRB reviewed this 
correspondence or took any action regarding the implantation of investigational devices 
during this period . 
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D. On 11 11104, the sponsor sent informatiorn to the TRB regarduig possible implacatatiorn 
of investi'atianal devices during the period in which IRB approval had expired, including 
information from the clinical investiginvestigator regarding the subjects enrolled and dates of 
device implantation. There is no documentation in meeting minutes or elsewhere that 
this inforniation was reviewed by the TRB or that any action was taken by the TR13 in 
response to (lie sponsor's letter . 

;, Failure to prepare and maintain adequate documentation of written procedures 
for the IRB as required by 21 CFR 56.108(a) and (b) . [2l CFR 56.115(a)(6)] 

Irusilant to 21 CFR 56.115(a)(6), an HM must prepare and maintain adequate 
documentation of written procedures for the TRB as required by 56.10S(a) and (b) . 

Section 56 .108(a) and (b) requires an IRB to have and follow written procedures for 
conducting its activities, including its initial and continuing review activities . You failed 

to have wntten procedures for approving Emergency Use of an investigational device, 

nlalCn9g significant versus non-slallltlCant risk device determinations, and for approving 

and conducting continuing review of the use of a Humanitarian Use Device (IiUD) under 

an approved Humanitarian Device Exeinlztion (HDE). Forexample, the iRB Procedures 
and Operating Guidelines state that your IRB will determine the appropriate frequency of 
IRB review ofprojects based on the degree of risk . In addition, clinical studies that are 
proposed by the sponsor as involving a non-significant risk device but which actually 

involve a significant risk device must receive FDA approval of an application for an 
investigational device exemption (1DE) before the study can go forward. (21 CFR 
$~ 812.2(b)(.i) and 812.20) . Your IRB lacks written procedures for determining which 
projects involve significant risk (SR) devices and wlucli involve non-significaiit risk 
(NSR) devices . The IRB has approved a number of device studies, including :. 

.. . . ~~ _~ ~y~Y . . . ._~kY . .. - . .~ _. 
. . .L) 

and ( *W). The 1RB 
meeting minutes for these studies do not document any determination of SRII~rSR, nor of 
the required h'equency of review for any of these device studies based on risk . 

The deviations discus54d above arc not inicrnded to be an all-iuclusivu list of dc:ficiencius 
at your site . As an 1T.'_B, it is your responsibility to ensure that investigations that you 
participate: in arc conducted in accordance vvith applicable FDA regulations . 

FDA acknowledges your written response of January 26, 2005. In your response you 
state that new and revised policies lnri ll be drafted, reviewed, and implemented, including 
policies covering the folluwing topics : Noncompliance, Continuing Review, Assessment 
ofRisk, Emergency Use, Humanitarian Use Devices, Expedited Review, and 
Significant/Non-significant Risk Device Detenninations. According to your response, 
the new and revised policies were scheduled to be presented to the MB for review and 
approval in a special meeting held on February 3, 2005 . You also agreed to forward 
copies of these policies, once approved by your IRB, to FDA. Please be advised that we 
have not yet received this ifforrnation . 
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Within .l5 working days, you must respond to this lcttcr in wTiting. You should he 
aware that FDA considers your actions to be serious violations of the law which nxay 

.result in FDA taking regulatory action without further notice to you 

You should direct your response to the Food and Drug Administration, Center for 
Devices and Radiological Health, Office of Compliance, Division ofBioresearch 
Monitoring, Special Investigations Branch, HFZ-311, 2094 Gaither Road, Rockville, 
Maryland ?f18.50 . Attention: Janet Cooper, Consumer Safety Officer . 

A copy of this letter has been sent to the FDA's Detroit District Office ., 300 River Place, 
StIite 5900, Detroit, NII 48207. We request that a copy of your response also he sent to 
the Detroit District Office . 

.Please direct all questions concerning this matter to Janet Cooper at (240) 276- 0125 

Sincerely yours, 

Timothy A. Ulatotiaski 
Director 
Office of Compliance 
Center for Devices and 

Radiological Health 

cc : 
Peter A . Nickles, M.D . 
LIZB Chairman 
St . Johrn Hoshital 
22 101 Moross Road 
Detroit, MI 48236-2148 

Kxistina C. Borror, Ph.D . 
Director, Division ofCompliance Oversight 
Deparimeut of Health and Human Services 
Office of Human Research Protections 
The Tower Building 
1101 Wootton Park-way, Suite 200 
Rockville, MD 20852 


