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DEPARTMENT OF HEALTH & HUMAN SERVICES Tublic Health Service

Food and Drug Administration
2098 Gaither Road
Rockville, Maryland 20850

WARNING LETTER
Via Federal Express

JUN 23 2005
Dr. Michael Khoury
25511 Little Mack Avenue
Saint Clair Shores, M1 43081

Dear Dr. Khoury: R

The purpose of this warning letter is to inform you of the objectionable conditions found
during the FDA inspection conducted at your clinical sitc from January 18-27, 2005 by
an nvestigator from the Food and Drug Administration (FDA), Detroit District Office.
This letter also discusses your February 23, 2005, written response to the noted
violations. B

The purpose of the mspectlon was to determine whether actrvutles and r_ocedures relating

clinical stud 4

: ; s . L comphed wuth
I regulatlons The product under mvcstlgauon isa devme as that terrn 1s
defined in section 201(h) of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. 321(h).
This letter also 1equeqtb that prompt corrective actions be implemented in response to the
violations cited.” -

The inspection was conducted under a program designed to ensure that data and
information containcd in requests for Investigational Device Exemptions (IDE),
Premarket Approval Applications (PMA), and Premarket Notifications [510(k)] are
scicntifically valid and accurate. Another objective of the program is to ensure that
human subjects are protected from undue hazard or risk during the course of scientific
investigations.

A description of deviations follows:

I. You failed to conduct the investigation according to the investigation plan and
conditions of approval imposed by an Institutional Review Board (IRB).
21 CFR 812.110(b)}

Pursuant to 21 CFR 812.110(h), clinical investigators are required to conduct
investigations in accordance with the investigational plan. Examples of this failure
includc, but are not limited to, the following:
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A. The pre-implantation case report form for Subject 489‘84. noted the continuing use
of medical oxygen by the subject at home, which is one of the cxclusion criteria. The
subject was implanted with the investigational device on May 16, 2000.

Your response states that the paticn( did not reveal this information to you until after the
[act. However, the Pre-Implantation evaluation for this paticnt conlains 1 handwritten
entry stating: “patient on home oxygen PRN.”

B. The study protocol required that [ive surgical control (SC) subjects be enrolled prior
to cnrollment of low risk (LR) subjects. However, 18 low risk subjects were enrolled
after only four SC subjects werc enrolled. :

C. Subjects 807-”and 808—. were refrospectively enrolled as surgical control
subjects. There is no study protocol or approved protocol amendment on file for the
RSNy S irgical Control Study to allow the retrospective enrollment of subjects.

Your response stales that your communication with the sponsor indicated that cnrollment
of study group patients could proceed while continuing to enroll patients for the control
group, as conlirmed by the memo dated 12/8/98. However the 12/8/98 communication is
a facsimile notification informing all IDE sites of the status of LR and SC enrollment to
datc and the need (o enroll more surgical control subjects. Tn addition, a letter from the
sponsor dated 11/30/98 informed you that paticnts could be enrolled retrospectively as
surgical control subjects, however, it does not describe doing so prior to obtaining the
nitial 5 SC subjects required prior to carollment of LR subjects.

). You received approval from thc ibaalaiablvemg] TR1 for Emergency L
' ch/COITlPdSSIOIldte Use (EU/CU) for Subject 4400—‘ under the YIS
) ‘pmtowl (LDE m) You lmplanted thls subj ect w1th the
RN Rt (DF @RiEel), howcevcr,

there was no approd protocol an -ndmcnl for lhc use of the *,bvwe in this study.

Your responsc does not address the fact that you implanted this subject w1th a device that
was not part of the appraved protocal.

E. You requested compassionate use approval for Subject 6002‘. The IRB approved
the enrollment of this subject in the “Emergency Use Protocol.” The subjcct was
implanted with a ‘ﬂﬂ@ﬂﬁ: on 11/14/00 and an Mdevwe on 12/28/00. The
approved EU/CU protocol only applied to the use of the “,devwc, and not the i
device in this study.

Your response states that the subject was implanted afler receiving approval from the

IRB dated 10/24/00. However, thel0/24/00 letter states that the IRB approved our

request to enroll a patlent in the Emergency Use Protocol of the Wi "
' ' %, This profocol only applies to the“ devu:e
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In addition, the investigator noted that there was a singlc prolocol that addressed both
emergency and compassionate usc. Please be advised that Emergency Use (EU) and
Compassionate Usc (CU) are not the same. EU is identified in 21 CFR 812.35(a)(2). EU
docs not require prior FDA approval but does require a report following device use.
Specific reporting is required of the investigator and is described in 21 CFR
812.150(a)(4). Please refer to Information Sheet, Guidance for Instilutional Review
Boards and Clinical Investigators, “Emergency Use of Unapproved Medical Devices”
available at the Internet web site www, fda.gov/oc/ohrt/itbs/dcvices.himl. For
compassionatc use of a device in a patient or small group of patients who do not mect the
requirements for inclusion in a clinical investigation, for whom therc is no altemative
treatment, and for whom the treating physician believes the device may provide a benelit
w treating their disease or condition, you should contact FD A bofore using the device on
a "compassionate" basis. In addition, you should note the availability of and
requirements for treatment use of a device at 21 CFR 812.36.

2. You failcd to obtain IRB approval prior to allowing any subjects to participate in
au investigation. [21 CFR 812.110(a)]

Pursuant te 21 CFR 812.110(a), clinical investigators shalf not allow any subject to
participate in an investigation before obtaining 1RB approval. For example, on
3/1/02, you implanted the YNGR Subjcct 9095-‘, under
the EU/CU protocol two years after the IRB closed (his study to enrollment due to
concerns regarding an increased risk to human subjects.

Your response states that this patient was not enrolled in the study and was treated on an
emergency usc basis. Your response also does not address your failure to provide annual
reports required by the IRB for continuing review of the study. For cxample, the 6/25/98

t

approval leller from the IRB for the {ioaliasity

was lor the period of one year as stated “The period of IRB approval is June 18, 1998
through June 17, 1999.” The letter also stated that during the ycar you were required to
report events such as significant adverse reactions, changes to the study protocol, and
termivation of the study. In addition, the TRB required, “at least, an annual review of all
studies. As the principle investigator, you are responsible for reporting on the progress of
each study.”

3. You failed to obtain proper informed cousent in accordance with the regulations
regarding the protection of human subjects.
|21 CFR 50.20, 812.100 and 812.140(a)(3)(i)]

Pursuaat to 21 CFR 812.100 and 21 CFR 50.20, an investigator is responsible for
ensuring that informed conscnt is obtained and may not involve a human being as a
subject in research covered by these regulations unless the investigator has obtained the
legally cfiective informed consent of the subjcct or the subject’s legally authorized
representative. Pursuant to 21 CFR 812.140¢a)(3)(i), clinical investi gators are required (o
maintain the accurate, complete and current records of each subjcct’s case history
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including documents evidencing informed consent. Examples of failure to obtain
adequate informed consent include, but are not {imited to, the following:

A. Anaual reports for the HR, LR and SC arms of the study were not submilled to the
IRB for continuing review 1999. Yoy failcd to use the appropriate informed consent
forms for Subjects 3446-Y, 4341‘3292-‘ 4512 1483 - 188 and 5095-4

Your responsc states that HR subject 4512 was originally consented with an
emergency/compassionate use conscnt form and subsequently enrolled in the high risk
study, but that the FIR consent form was not used by oversight. You state that the only
differences between the HR and EU/CU consent form deal with scope and duration of
the clinical investigation and that the HR consent form identified the number of patients
that will be enrolled in this clinical study. In fact, while similar to the EU/CU consent
form in the bulleted list of risks, the HR consent form contains a lengthy discussion of
scope and duration of the study, and numerous differences in follow-up treatment.

B. You failed to obtain informed consent prior-to implantation for Subjects 807—“~

s08-Niifand 48774

Y our response states that subjects 807 and 808 signed the SC consent as they were
enrolled retrospectively. Regardless of when subjects are enrolled in a study, an
investigator is responsible for ensuring that an investigation is conducted according to the
signed agreement, the investigational plan and applicable FDA regulations, and for
prolecting the rights, safety, and welfare of subjccts under the investigator’s care. Your
response regarding subjcct 4877 states that the device was placed during emcrgency
surgery and that you were following the FDA Emergency Use Guidelines. However, you
did not address the fact that there was sufficient time for you to request IRB pre-approval
for this subject, inform the sponsor and FDA/CDRH reviewers of your intent to implant
and wait for thc device to be shipped to the hospital for implantation.

C. You failed to obtain the correct informed consent for two subjccts:

1. Subject 4400-§§ksigned an EU/CU consent form on 3/20/00. The
subject was implanted with a Yl device on 3/27/00.

2. Subject 6002—' signed an EU/CU w;‘consem form on 11/22/00. The
subject was implanted with a device on 11/4/00.

Y our response states that the EU consent form was signed at the request of the IRB as
indicated in the approval letler as there was no protocol or informed consent that cxisted
for a T repair. While it is correct that the letter from the IRB required the use of the
consent form, please notc that the letter from the IRB approved your request to ewroll the
patient in thc Emergency Use Protocol of the it g
This protocol applies only to the use of the . Tlhc protoco es that the
objective of the study is to determine the safcty and effectiveness of the ,

to
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treat abdominal aortic aneurysms in high surgical risk patients. The protocol does not
mention the use of an alternate device.

4. You failed to maintain accurate, complete and current records showing dates and
reasons for cach deviation from the protocol. [21 CFR 812.140(a){(4)]

Pursuant to 21 CFR 812.14(0(a)(4), a clinical investigator shall maintain the following
accurate, complete and current records relating to the investigation: the pratocol, with
documents showing the dates of and rcasons for each deviation from the protocol.
Examples of this failure to maintain complete records showing datcs and rcasons for
deviations from the protocol include, but are not limited to, the following:

A. Subject 4898-.was enrolled and tmplanted even though the subject was receiving
oxygen therapy at home. Home use of oxygen is one of the exclusion criteria listed in the
protocol.

Your response states that the sponsor was informned of the deviation at the time it was
identificd by the sponsor monitor during record review on 6/7/04, as provided in
attachment 6B-1. We acknowledge that attachment 6B-1, dated 6/10/04, does list the
exclusion information regarding this subject. However, as stated previously, the Pre-
Implantation evaluation for this paticnt contains a handwritten entry stating: “patient on
home oxygen PRN.” This deviation from the protocal should have been identificd prior
to surgery. The subject was implanted on 5/16/00. The deviation was discovered and
reported four years later.

B. Four subjccts were implanted with one or more approved devices at the tume that the
investigational device was implanted: Subjects 3653 4§ b and 90954 were
implanted with the investigational device and with an 4 4 Subjwt 2519 ‘
was implanted with the investigational device and with a A

e Thc GEANNG QR
Your response states that a documentation error in the status rcport dated 11/04/04
regarding subject 3653 was discovered 2/14/05. Your response also states you intended
to notify both the sponsor and the IRB. However, documentation of this notification was
not included in your response. Please provide documentation that this notification has
occurred.

arc approvcd dcvxccs

Regarding subject 4877, your response states that the deviation was rcported. However,
we note that the documentation you provided was a letter to the file dated 3/18/02, two
years after the implantation, and the deviation listed is that the informed consent form
was not signed by the subject prior (o implantation. The letter to file does not address the
deviation of implanting this subject with three devices not covered by the protocol.

Reomdmg pbject 9095, your response states the subject was implanted with the device
and 2 4 Pon 3/1/02, and that in June of 2002 the subject underwent repair of
an endoleak‘ Your response states that both the sponsor and the IRB were notified post
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operatively on July 8, 2002 of the serious adverse event. You acknowledge that the
notification did not address the fact that “ devices were used. Please provide
documentation that this omission has been rectified.

Regarding subject 2519, youc responsc states that the subject was implanted with “
device and with a § o NI o2 ft on 4/22/99, and that this was reported
to the sponsor on 4/26/99 via telephom, bul omitted from the 11/4/04 status rcport
provided to the IRB. Your response states that the IRB and sponsor will be notified of
the corrections. Please provide documentation that the TRB and sponsor have been
notified.

5. You failed to prepare and submit progress reports on the investigations to the
sponsor, the monitor, and the reviewing IRB at regular intervals. Progress reports
must be submitted, at a minimum, ou a yearly basis. [21 CFR 812.150(a)(3)}

Pursuant to 21 CFR 812.150(a)(3), a clinical investigator is required to submit complete,
accurale, and timely progress reports. You received approval by the IRB in June 1998.
The 6/25/% a ’roval‘leltc from the IRB for the LPS bludy vas for the perlod of one
year: ‘U -
with the YN is June I8 1998 through Junc
17, 1999.” The etter also stat lhdt during the year you were required (o report events
such as significanl adverse reactions, changes to the study protocol, and termination of
the study. In addition, the IRB required, “at least, an annual review of all studies. As the
principle tvestigator, you are responsible for reporting on the progress if each study.”
You [ailed to submit annual progress reports o the reviewing IRB as required, even
though you were enrolling subjects and implanting investigational devices. Examples of
this fatlure include, but are not lumited to, the following:

A. The LR/HR/SC arms of the , R '

IRB in June 1998. There were 18 LR, one HR and three SC subjects enrolled and
implanted between August 1998 and March 1999, with at least 20 SAEs which included
four deaths occurring during this period of which there was no 1999 annual report for
these studies. Four additional HR subjects were enrolied and implantcd from August
1999 to February 2000. You did not prepare and submil any annual report on the status
of these arms of the clinical trial in 2001, 2002, or 2003, during which timc the study was
active for subject follow-up.

B. The LPS arm of the Wi _ - M8 was approved by the IRB in
February 1999. There is no annual report for 7000 alﬂmugh there were 12 subjects
enrolled and implanted from May 1999 to August 1999, with at least nine SAEs
occuiTing during this period. There is no annual report for 2001 although there were 11
subjccts enrolled and implanted from Maygch 2000 to September 2000, with at least 11
SAEs (two deaths) and one protocol deviation during this period. In addition, there is no
continuing annual review report for 2002 or 2003, during which time the study was active
for subject follow-up.
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C. The § : ¥ was approved by the IRB in June 1999
and requued an IRB annual contmumg review. There wcere len subjects enrolled and
unplanted from August 1999 to November 1999, with at least one SAE during this
period. There was no documentation that annual status reports were submitted for 2000
or of conlinuing review for 2001, 2002, or 2003 during which time the study was active
for subject follow-up.

D. The EU/CU study protocol was approved in July 1998. There were two subjects
mplanted under this protocol in 1998, six subjects implanted in 1999, five subjccts
implanted in 2000, and one subject implanted in 2002. Annual progress reports were not
submitted for 2001, 2002, or 2003.

Your response states you understood that all documents required by the TRB including
annual reports and adverse events were being reported in a timcly manner. Upon
lcarning (hat this was not the case, a status rcport dated 11/4/04 was compiled and sent to
the IRB and sponsor. Your response is inadequate. As stated above, tho 6/2 /98 approval
lcnu ﬁom the IRB for the LPS study was tor thc penod of one year ’
i il Wi it the

L TR A R Bhahok ough June 17,1999.” The
letter alqo stated that durmg the year you were requn ed to report cvents such as
significant adverse reactions, changeq to the study prolocol and termination of the study.
In addition, the IRB requircd, “at least, an annual review of all studies. As the principle
vestigator, you are responsible for reporting on the progress of each study.”

6. Deviations fo the investigational plan were noted, which could have affected the
scientific soundncss of the plan and the rights, safety, or welfare of human subjects.
[21 CFR 812.150(a)(4)]

Pursuant to 21 CFR 812.150(a)(4), a clinical investigator shall notify the sponsor and the
reviewing IRB of any deviation from the investigational plan to protcct the life or
physical well-being of a subject in an cmergency. Such notice shall be given as soon as
possible, but in no event later than five working days after the emcrgency occurred. You
implanted two subjects with a second investigational device during a subsequent
implantation procedurc. lmplanting subjects with an additional device deviated from the
mvcestigational plan and could have affected the rights, safety, or welfare of the human
subject. There was no sponsor or IRB prior approval or subsequent review of these
deviations. Examples of this failure to obtain approval include, but are not limited to, the
following:

A. You implanted Subjcct 3351-ff with an investigational device on August 27, 1999,
On May 22, 2001, you implanted this subject with a sccond investigational device which
was originally issued for usc in Subject 4898—‘

B. You implanied Subject l719*with an investigational device on October 26 1998.
You implanted this subject with a sccond investigational device on December 2, 1999,
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While your response provides a discussion regarding the implantation of additional
devices into subjects 3351 and 1719, it does not address why the implantations took place
in the absence of an emergency situation and without sponsor or IRB approval.

Your response also states that the IRB was notified of protocol deviations in an
-addendum to the “ Syt ANuligR* \: notc that the addendum
mcluded in Attachment 9-AB is dated 2/14/05, which was several weeks after the
mspection of your clinical site, and several years after the deviations occurred.

This letter is not intended to be an all-inclusive list of deficiencies at your sitc. It is your
responsibility to ensure that you follow FDA rcgulations.

This letter also discusses your written responsc dated February 23, 2003, to the
mspectional observations noted on the Form FDA 483. While the submission provides
an explanation of events that occurred at your site, it does not discuss how you personally
intend to address the deficicncics, nor does it provide a detailed explanation of systcimn-
wide corrective actions that will be taken to prevent these deficiencies from occurring in
the future. It is recommended, at a minimum, that staff training be provided that includcs
retraining on Good Clinical Practice (GCP) guidelincs with emphasis on safety. This will
assist you and your staff in the protection of human subjects as it relates to the informed
consent process and the federal regulations for investigational device exemption studies.
In addition, we recommend thal you establish specific Standard Operating Procedurcs
(SOPs}) for your research activities.

Within 15 working days after receiving this letter please provide written documentation
of the specific steps you have takcn or will take to correct these violations and prevent the
reeurrence of similar violations in current and future studies. Any submitied corrective
action plan must include projected completion dates for each action to be accomplished.
In addition, please provide a list of your current investigational studies and include the
name of the study sponsor and the date of IRB approval. Failure to respond to this letter
and take appropriate corrective action could result in the FDA taking regulatory action
including initiation of disqualification procedures, without further notice.

Please respond in writing to:

Food and Drug Adminis(ralion

Center for Devices and Radiological Health

Office of Compliance

Division of Biorescarch Monitoring

Special Investigations Branch (HFZ-311)

2094 Gaither Road

Rockville, Maryland 20850

Attention: Janet H. Cooper, Consumer Safety Officer

We are also sending a copy of this letter to FDA Detroit District Office, 300 River Place,
Suite 5900, Detroit, MI 48207. We request that a copy of your responsc also be sent to
that office.
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If you have any question, piease contact Doreen Kcczer by phone at (240) 276-0125.

For further information concerning the Bioresearch Monitoring program, please visit our
Internet homepage at http://www.{da.gov/cdrl/comp/bimo.html. Valuable links to
related information are included at this site.

Sincerely yours,

35 Sy .
Timo A Ulatowski
Director
Office of Compliance
Center for Devices and

Radiological Health

ce:
Mr. Mark R. Taylor
President

St. Johns Hospital
22101 Moross Road.
Detroit, MI 48236-2148

Dr. Peter Nichols
Chairman

Institutional Review Board
22101 Moross Road.
Detroit, MT 48236-2148




