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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

k.,. Food and Drug Adminiatration
Cerwr for Ehlogics Evaluation and Rew
1401 Rockville Pike
Rockville MD 20852-144S

● 0C7 71997

Certified-Return Receipt Reauested

WARNING LEITER

Frederick L. Datz, M. D.
Professor of Radiology
Department of Nuclear Medicine
Universityof Utah School of Medicine
50 North Medical Drive
Salt Lake City, Utah 84132

Dear Dr. Datz:

Duringan inspectionending on June 17, 1997, Mr. Ted M. Steinke, an investigatorwith the
Food and DrugAdministration(FDA), met with you to review your conductof a clinicalstudy
entitled, “Evaluationof the Safety and Efficacyof ~— -+

~~ Th~nitoring~
includes inspectionsdesigned to monitorthe conductof research involvinginvestigational
drugs.

Based on our review of the inspectionreportand informationsubmittedwith the report,we
identifieddeviations fromapplicable federal regulationsas publishedin Title 21, Code of
Federal Regulations, Pati 312 [21 CFR 312]. The deviations include, but are not limited to the
following:

1. Failure to ensure that the investigation is conducted according to the
investigational plan (protocol). [21 CFR 312.60]

There are several protocoldeficienciesregardingcollectionand analysis of various
specimens, eligibilitycriteriaof subjects,and changes of initialresults. For example:

a. The protocolrequired that a bone biopsy/aspirationbe obtained to evaluate the
suspected sites of~~ involvementvia histologicaltechniques and
microbiologicalcultures. The followingexamples lacked required testing:
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i.

ii.

...
Ill.

A bone biopsyand cultureswere not performedon the amputated toes of
subject#86517.

A bone biopsy/aspirationwas not analyzed for subject#86523 because the
specimenwas lost.

Bone biopsyresultswere deemed indeterminatefor subject #86543 because a
microscope;examinationwas conductedwithouta microbiologicalculture of the
amputated toe as requested by the Nuclear Medicine Department.

b. The eligibilitycriteria included requirementsthat subjectshave a life expectancy of
at least six months, the abilityto returnfor follow-upvisits,and be able to give
written informedconsent in accordancewith institutionalpolicies. The followingare
examples of deviationsfrom these requirements:

i. The Discharge Summary for subject#86506 describes the subject’s historywith
a hospitalizationin February 1993. The subjectwas sent home and bedridden.
The family understoodthe subjectwould die soon. The Medical Historyand
hospital records show the subjectentered the studyon 4/23/93 with end stage
congestive heart failure, chronicobstructivepulmonarydisease, and other
seriousmedical problems. The subjectsuffered a CVA on 5/3/93 and expired
on 5/14/93, 21 days after entering the study.

ii. Records show subject#86523 was an unemployed, homeless, drug abuser,
with a historyof alcoholism. The subjectwas unlikelyto return for follow-up
visitsbutwas enrolled in the study.

c.

iii. Records show subject#86536 with dementia, personalitychanges, and
hypomania was entered intothe studyeven thoughthe sponsor indicated in a
pre-study letter to you that no mentally impairedsubjectswere to be enrolled.

~~ subjects (80Yo)missedone or more follow-upEW&l tests.
Follow-up c~ Jtest resultswere not available for at
least _ subjects (50%) at boththe 4-6 week interval and the 3-4 month
intewal. In addition,_esuIts were not available for an additiona(~~ubjects at
the 3-4 month intewal. Recordsusuallydo not showwhy these tests were not
performed.

d. Bloodchemistryand hematologytestswere sometimesnot done at baseline, 24
hours, or 7-10 days post injectionof the test article. For at least C+ subjects
(37%) the tests were not done or resultswere missing. The records usually do not
showwhy the testswere not performed.
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i. [-case report forms (CRFS) reviewed includeexamples of missing
hematology labs as follows:

Subiect # ~ Subiect # ~

86544 Baseline 86521 24 hour and
86546 7-10 day labs

86515 24 hour labs

86530 7-10 day labs
86539

ii. Examples of missingor partial bloodchemistriesinclude the following:

Subiect # ~

86543 No bloodchemistriesat 24 hours.
BUN, bloodsugar, and creatininewere the only
chemistriesobtainedat baseline and 7-10 days.

86545 BUN, bloodsugar, and creatininewere the only
chemistriesobtainedat baseline and 24 hours.

e. The protocolrequired that ErythrocyteSedimentationRates (ESRS) be performed at
baseline, 24 hours, and 7-10 days. One or more ESRS are missingfor at least ~-
of the~q subjects (65%). The followingare missingESRS out of ~CRFS
reviewed:

Subiect # ~ Subiect # ~

86519 Baseline 86521 Baseline, 24 hour
86527 86544 and 7-10 days

--
86501 24 hour 86536 Baseline & 7-10 days
86515

86546 24 hours& 7-10 days
86504 7-10 days
86510 \
86530
86539
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f.

9.

Urinalysiswas required to be performedat baseline, 24 hours, and 7-10 days. The
followingare missingout of~CRFs reviewed:

Subiect # ~ Subiect # ~

86501 Baseline 86518 7-10 days
86530’

86504 24 hour 86539*
86515’

86536 Baseline, 24 hour, &
86512 24 hour& 7-10 days
86521’ 7-10 days .
86544
86546*

‘Indicates subjects and time periodswhen other or all lab tests for the time period
were missed.

The protocolrequires that the clinicalinvestigatorbe made aware of changes to the
CRF followingthe originalreview and sign-offof the CRF. The clinical investigator
is to document the awareness by initialingand dating the changes. The sponsor
changed the interpretationof subject#86509s outcomevia a data collectionform
more than two years after the subjectwas studied. The subjectwas administered
the test article on 5/11/93. The resultson the CRF were originallylisted as FP
(False Positive). The data correctionform changed the interpretationof results by
dividingthe site into a soft tissue site and a bonytissue site, and gave the latter an
interpretationof TN (True Negative). The Data Correctionformwas signed off by
the study coordinatoron 9/27/95, with no input,approval and signature from the-
clinical investigator.

2. Failure to obtain informed consent in
Part 50. [21 CFR Part 312.60]

The consent form lacks the followhg:

accordance with the provisions of 21 CFR

-.

a. A statement regarding the expected durationof the subject’sparticipation.

b. A desaiption of the timingof follow-uplaboratorytests required by the protocol.

3. Failure to prepare and maintain adequate case histories designed to record all
data observations pertinent to the investigation. [21 CFR 3123.62(b)].

;.

There are several discrepanciesbetween the data entries on CRFS and source
documents. Explanationsare not providedregardingmissinglab values for two
subjectsand missingHand lab values for one subject that moved out of state.
For example:
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a. The CRF for subject#86544 showsthe biopsy!aspiratewas collected on 7/19/95,
but the microbiologyan~x reportsfor the subject show the collectiondate
as 7/27/95.

b. Page 5 of the CRF for subject#86543 indicatesthat a biopsy/aspirationwas
already obtained orwas to be obtained from the left hallus/distalphalanx. No report
was found in the subject’sremrd. The toe was amputated.

c. The narratives and dates of ~~
L

and test articlex~n the
=~;=nd to time frames of injectionreported for the

Preparationand Quality Control sheets of the
CRFS for subjects#86513 and 86546. .

d. Subject #86544 had no 24 hour labs done. The 24 hour labs listed in the CRF are
really 7-10 day values, accordingto the FDA investigator. Values presented as the
7-10 day values in the CRF are 15 days posttest article administration.

e. There are no explanationswhy 24 hour lab values are missingfor subject #86515
and 7-10 day lab values are missingfor subject#86545.

f. Subject #86521 moved out of the state. There is no indicationin the CRF that
attemptswere made to obtain labs and=.

4. Failure to provide the IRB with accurate information. [21 CFR 312.66]

Records show that you submittedan Annual Request for Approval of a Continuing
Project to the IRB on 8/30/93 but did not report three subjectdeaths and two adverse
events that occurred inApriland May 1993 until4/18/94. The followingevents
occurred:

a. Subjects #86501 and #86504 experienced CVASon 4/1 1/93 and 4/22/93,
respective y.

b. Subjects #86508, 86506, and 86504 died on 5/3/93, 5/14/93, and 5/24/9;, -
respectively.

CBER recommends that all subjectdeaths be reportedto the IRB and sponsor
concurrently. The CVAS shouldhave been reportedto the IRB on the 8/30/93 report
whether related to the test articleor not.

Please explain why the resultsfrom the test article~+ the [~, and the bone
scan for subject#86544 are reportedon the same report. Please explain why the results from
the test article~~ and the~ for subject#86546 are reported on the same
report.
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It appears there is a lack of communicationbetween you, the hospitalstaff, and laboratory
staff regarding the requirementsand necessityfor obtainingIaboratotydata as required by the
protocolfor subjects in clinicaltrials. Please explain how you intend to improve data collection
in future studies you may conduct.

Deviations in the conductof this studyappear to be the resultof your lack of understanding of
the procedures and requirementsthat govern the use of investigationalnew drugs. By signing
the Statement of Investigator(Form 1572), you agreed to followFDA regulationswhile
conductinghuman clinicaltrials. The commitmentincludesensuringthat you will conduct the
study in accordance with the protoml, that the requirementsrelating to obtaining informed
consent and IRB review are met, and that adequate and accurate recordsof the study are
maintained. Inspectionresults indicate that you did not followthe protocol,th?t you did not
provide the IRB with accurate information,that elements of informedconsent were lacking, and
that you did not maintain complete and accurate records.

~~ Continued non-.mpliance
with the regulationsgoverningthe use of investigationaldrugscbuldaffect not only the
acceptabilityof the trial data but also the safety of the human subjectsof research.

Please notifythis office inwriting,within 15 workingdays of receipt of this letter, of the specific
steps you have taken to correct the noted violations,includingan explanation of each step you
plan to take to prevent a recurrence of similarviolations. [f correctiveaction cannot be
completedwithin 15 workingdays, state the reason for the delay and the time withinwhich
correctionswill be completed. Failure to achieve promptcorrectionmay result in enforcement
actionwithout further notice. These actions includeclinicalinvestigatordisqualificationwhich
determines a clinical investigatorineligibleto receive investigationaldrugs.

Should you have any questionsor commentsabout the contentsof this letter or any aspects of
clinicaltesting of investigationaldrugs, you may contact Debra Bower, Consumer Safety
Officer, Bioresearch Monitoring,Divisionof Inspectionsand Suweillance, at
(301)827-6221 .

..-
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Your response should be sent to the Food and DrugAdministration,Center for Biologics
Evaluation and Research, 1401 RockvillePike, Rockville,Maryland 20852-1448, Attention:
James C. Simmons, HFM-600.

Enclosures

James C. Simm&ns
Director
Office of Compliance
Center for Biologicsand Evaluation
and Research

FDA Form483, InspectionalObservations
21 CFR Pati312
FDA InformationSheets for InstitutionalReview Boardsand Clinical Investigators
(includes21 CFR Part 50)

cc

Jay Jacobson, M.D.
Chairman, Review of Research with Human SubjectsCommittee - Health Sciences
Universityof Utah School of Medicine
50 NorthMedical Drive
Salt Lake City, Utah 84132
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