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WARNING LETTER 

Mr. Dennis f% Bruns 
President and Chief Executive Officer 
Hilton Head Medical Center and Clinics 
25 Hospital Center Boulevard 
Hilton Head Island, South Carolina 29926 

Dear Mr. Bruns: 

During October 18-18, 1998, Ms. Stephanie Hubbard, an investigator with the Food and Drug 

� Administration (FDA), inspected the Hilton Head Medical Center and Clinics Institutional 
Review Board (IRE). The purpose of the inspection is to determine if the IRB’s procedures for 
the protection of human subjects comply with FDA regulations, published in Titte 21, Code of 
Federal R_e~ufations, Parts 50 and 58 [21 CFR 50 and 58]. 

A copy of the list of Inspections! Observations (FDA-483) left with Dr. Lucas at the end of the 
inspection is enclosed, The deviations noted in our inspection include, but are not limited to 
the following: 

1. Failure to prepare detailed written procedures for conducting the review of 
research, including periodic review. [21 CFR 56. f08(a), 56.1 15(a)(6)] 

The Hilton Head Hospital Institutional Review Board Guidelines (The Guidelines) are 
incomplete or inaccurate as follows: 

a. The Guidelines do not incfude a complete list of materials required to be 
submitted to the IRB for the initial review and approval of research 
proposals (i.e., investigator’s brochures, advertisements if applicable, 
etc.). 

b. The IRB is not following The Guidelines for receipt and distribution of materials 
submitted by the clinid investigators. The IRB should amend the procedures 
to reflect the current processor follow The Guidelines as written, 

o c. The Guidelines do not describe how the lREtdetermines significant versus non
significant risk for investigational devices, 
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d, The Guidelines do not require a majority of the IRB membership to be present 
for full oommittee review. The IRB currently consists of nine members. A 
majority is five members, The Guidelines often state that four members are 
required to conduct reviews 

e. The procedures for the emergency use of a test article do not inctude the steps 
for the IRB’s review of subsequent use of a test article. 

f, The Guidelims do not indkate that the IR8 has a systematic method in place 
for informing and reminding clinical investigators of their reporting 
responsibilities (i.e., anniversa~ review dates, progress ~eports due, final 
reports due, reporUng of sedous unanticipated adverse events within a defined 
time period, etc.), For example, a document that appears to be a final report to 
the IRB for the ‘ study indicates that subject experienced 
Worsening pleural effusion” requiring hospitalization. The subject was 
subsequently withdrawn from the study. This was a serious adverse event and 
should have been reported immediately to the JR8, not just in the final report, 

We suggest that such events be reported to the sponsor and IRB concurrently 
in order to track trends that may occur locally or to allow the IRB to make 
inquiries of the sponsor regarding broader trends of the study, 

The Guidelines, as written, may not require cJinicsl investigators to maintain 
their research records for an adequate period of time. The Guidelines require 
clinid Investigators to maintain their own research records for at least three 
years “after termination of the study.” Cliniud investigator regulations [see 21 
CFR Part 312,62(c)) require that records of studies be maintained for two years 
following the date a marketing application is approved. {fan application is not 
filed or not approved by Ft3A, clinical investigators are required to retain records 
until two years after the investigation is discontinued and FOA is notified. 

h. The Guidelines do not inctude appendices identified in the Table of Contents 
and referred to in the text. Dr. Lucas, the Chair of the IRB, located a copy of 
“Research Activities Which May be Reviewed Through Expedited Review 
Procedures” during the inspection and indicated that he would label the 
document for attachment to The Guidelines as Appendix 8. Appendices C and 
0, “Investigation Use of Marketed Products” and “Assurance of Compliance with 
the Cooperative Oncology Group,” were not available for inspection. Appendix 
A, “A Current Membership List,” was not attached to The Guidelines. 

i The Guidelines contain outdated references regarding the participation of 
individuals and/or organizations which are not currently involved in tRB 
activities. Examples include but are not limited to the following: 
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i. The Guidelines mention the participation of the “President of Medical 
Staff” in the receipt and distribution of research proposals. This 
individual is not involved in the submission process. 

Ii. The Guidelines mention the Initial review and expedited review activities 
by the “ExecutiveCommittee.” Dr. Lucas indicated that he 1$not aware 
of the existence of a body known as the Executive Committee of the 
IRB. 

... 
Ml. Studies exemoted from tRt3 review are subject to the review of the 

“Research Committee.” Dr. Lucas indicated that he was not aware of 
the committee, 

L The expedited review procedures state that this review Is used for those 
protocols which meet the criteria for expedited review “oF which Involve no 
more than minimal risk to the subjects. The “or” should be replaoed with “and” 
as described in the Federal Register Vol. 46, No. 17 Tuesday, January 27, 
1981,46 FF?8960. 

0 
2. Failura to determine fraquency of review for a study. [21 CFR 56.108(a)(2)] 

The IRB did not assign a periodic review frequency to the study 

3. Failure to ensure prompt reporting to the IRE of changes In research acthrity. 
[21 CFR 56.108(a)(3)] 

a. The study closure date could not be determined. A document that 
appears to be a final report submitted to the IR6 for the study was not dated. 

b. The study closure date could not be determined 
from IRB records at the ume of inspection. We note that Dr Lucas received a 
memorandum from the clinical investigator on 10/17/96 indicating that the study 
ctosed in 1994. 

c. There is no documentation of rh~ submission of progress reports to the lREl 
sinca approval of the study on 1113193. 
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4. Failure to require that Information given to wbj~cts as part of Informed corwent is 
in accordance with 50,26. [21 CFR 56.109(b)] 

The Modei informed Consent fonm approved by the lf?B for the study entitled” 

“does not ~ntam ail requtred elements of informed consent, The 
consent form does’not Identify whom to contact for answers to questions about the 
research and research subjects’ rights, and whom to contact in the event of a resoarch
related injury to the subject. 

5. Failure to conduct continuing review of research. [21 CFR 66.109(e)] 

a. There is no documentation of continuing review or approval activities in 1994, 
1995, or 1996, for the study since the 11/14/94 review of adverse 
events. 

b. The iRi3 determined that the status of a subject in the study should be 
reviewed at a convened meeting after completion of the second cycle of 
treatment. The ii?B did not convene to review the study after the seoond cycle. 
Or. Lucas reported the status of the subject to the lRi3 on 3/26/96, whiie the 
subject was in his fourth cycle of treatment, Dr. Lucas indicated that there was 
nothing to report after the second cycle, but there is no record In the iRB files to 
indicate wby the pre-determined review did not occur as scheduled. 

6. Failure to retain copies of ail research proposals and supporting documents. 
[21 CFR 56.l15(a)(l)] 

a. The IRE3files did not contain a copy of the protocol and informed consent for the 
study at the ti~meof inspection. We note that Dr. Lucas obtained copies 

of these documents and filed them after the deficiency was observed by the 
FDA investigator, 

b. The Clinical Investigator’s Brochure for the study was not maintained 
on file or submitted to and reviewed by the iRB The protocol references the 
brochure for identifying unexpected adverse events which require reporting. 

c. The written notification of approval to the chnical investigator of the 
study directed the ciinlcd investigator to submit a copy of the compteted 
informed consent which had been signed by the subject befoie keatment 
stated The consent formwas not in the IRB files at the time of the inspection 
Or Lucas obtained a copy of the signed consent form from the clinical 
investigator after the deficiency was observed by the FDA investigator 

It oII
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7. Failure to malntaln adequate documentation of IRB activities. 
[21 CFR 56.lltf(a)(3]] 

The IRB records fail to document the histortrxl progression and outcome of 
decisions made by the IRB regardingthe status of C?r,Rajko Medenka, his 
subjects, and his protocoissince iRt3minutes of September 28, 1094. 

0. FWm to prepare correspondence �nd rnahtteln copies of ail correspondence 
betwaen the IRS and the investigators. [21 CFR 56.l16(a)(4)] 

There does not appear to be adequate correspondence between the iRB and dinicai 
investigators regarding initial and continuing review, For example: 

a, There was no record of written approval to the clinical investigator for the 
study in the lRB files at the time of irwpedon. We note that Dr. Lucas wrote a 
memorandum to the clinicalinvestigatoracknowledgingapprovai of the study 
five and one-half monthsafter approvaiwhen the deficiency was noted by the 
FDA investigator. 

b. Tho iRf3 required the clinicalinvostfgatorof the study tu submit his 
progress notes for each subject visit (appmximateiy one treatmentlvisitper week 
according to the protocol). Oniy two visitreports dated 1W2W5 and 01/03/96 
are documented in the iRB fries. 

c. The IRB files contained no notifhtion of IRB receipt and actions for the 
submission of the progress notes for the study or for final repofis 
received from studies. 

9. Faiiure to maintain a current ihstingof iRB members as described in 21 CFR 
56.l15(a)(5). 

Although a list of the iRB membership was available, the iist did not include ali of the 
eiements described in the federat regulations for ail members such as earned degrees, 
representative capacity, indications of experience such as board certifications, Iiunses, 
etc., sufficient to describe each members chief antidpated cxmtdbutionsto iRB 
deliberations; and any employment or other relationshipbetween each member amt the 
institution (e.g., M-time empioyee, part-time emp:oyee, a member of governing panel 
or board, stockholder, paid or unpaid consultant). 

Informatiw regarding the background of the members was collected from each 
member in the form of a resume, memo, written paragraphs. or handwritten notes on a 
apy of the memo requesting me information. The mllacted information should be 
cofnpiied into a concise list 
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The FDA investigator notos that the IRB m~y not bo rnaintainlng records for seven years as is 
prescribed in The Guidelines. Duringthe 1S95 }r?spoctiort,reoords (tom 1981 were available 
for review Records prior to 1992 wero not available te th* f%4 Investigator for this inspcictlon. 
Please explain where rmm’ds prior to 1992 are kept, why they wens avaiiabie for the 1995 
inspection, and why they were not available for thisInspectIon. 

The Hiiton Head Medical Center and ClinicsGuidelines often refer to an assurance document 
with DHH!WPRR. The Multiple Project Assurance (MPA) documentapproved by the DHHS is 
a commitmtsnt to follow the OHi-iS regulations, but does not nec.cwariiy meet the requirement 
for wrttten procaduras In 21 CFR 56.108 -- iRB functions and oparatlorw. There are significant 
differences between the OHHS regulations (45 CFR 40) and the FDA re~uiations (21 CFR 50 
and 50) whloh apply to research involving products regulated by FDA. These differences are 
outiined on pages 123-124 of the FDA iRB information Sheets (copy enctosed), 

This letter is not intended to be an aihinctusive list of deficiencies with the IRS, The iRf3 is 
responsible to adhero to each requirement of the iaw and relevantregulations. 

Based upon the similadtiesof deficiencies noted in the 1995 and 1996 inspections such as 
deficiencies In organizational guidelines,operationalprocedures, recordkeeplng practices, and 
apparent lack of understanding of the applicabilityof the FDA regulations,we have no 
assurance that your procedures are adequately protectingthe rightsand waifare of human 
subjects of research. As desu’ibed in sectiin 58,120 of the regulations left witn Dr. Lucas at o 
the ctose of the inspection, failure to make adequate corrections may resuit in regulatory action 
being initiated by the Food and Drug Administration These actions inctude, but are not limited 
to, withfiokfing approvai of new studies, direction that no new subjects be added to ongoing 
studies, termination of ongoing studies, and notification of State and federal regulatory 
agencies. 

Piease notify this offtce in writing, within 15 worldno days of recmipt of this letter, of the specific 
steps you have takan to correct the noted violations, including an explanation of each s:ep 
taken to prevent a recurrence of simiiar violations. If you cannot respond within the 15 day 
tme frame, phmse call our office and explain the circumstances for the deiay. 

If your institution does not ha~e the resources to bring your tRB into compliance with federal 
regulations, it is wceptabie for you (Ouse another U?f3. Please notify us if you intend to 
disband the Hifton Head Medical Canter and Clinics Institutional Review Eloard 
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Your response should be sent to the Food and Drug Administration, Center for Bio!ogics 
Evaluation and Research, 1401 Rockville Pike, Rockville, Maryland 20852-1448, Attention: 
James C. Simmons, HFM-600. 

James C. Simmons 
Director 

+ Office of Compliance 
Center for Biologics Evaluation 

and Research 

Enclosures 
FDA Form 463, List of Inspectional Observations 
FDA Information Sheets (includes 21 CFR Parts 50 and 56) 
21 CFR Part 312 

cc. 

o Charles T. Lucas, M.D. 
Chairman, Hilton Head Medical Center and Clinics IRB 
25 Hospital Center Blvd. 
Hilton Head Island, South Carolina 29926 

Thomas Puglisi, Ph.D. 
National Institutes of Heaith 
Office for Protection from Research Risks 
Compliance Oversight Branch, MSC 7507 
6100 Executive Boulevard, Suite 3BOI 
Rockville, Maryland 20892-7507 


