
●j-”%
r-4 DEPARTMENT OFHEALTH &HUW SERVICES Public Health Service

(vl?wlul\

%4 CBER-00-022 Food and CtrugAdrnh-dstration
CenterforBiOlo9iosEvaluationand

Research
1401RockvillePike
Rodwiiie MD 20852-1448

APR2820W

&ERTi FIED MAIL
“RETURN RECEIPT REQUESTED

Jeffrey M. lsner, M.D
Chief, Vasouiar Medidne
St. Eikabeth’s Medical Center
736 Cambridge Street
Boston, Massachusetts

Dear Dr. Isner:

During an inspectionending on March 22,2000, Ms. Paraluman Leonin, an investigatorwith the
Food and Drug Administration(FDA), met with you to revieyvyour ~~duct of several dinica[
studies us[ngVascular EndothelialGrowth Factor Plasmid (VEGF- — and VEGF-2) in human
subjectswith cadiac or periphend artefy disease. Dr. Dwaine Rieves and Mr. Jose Javier
Tavarez fmrn FDA’s Center for BiologicsEvaluationand F!eseamh (CBER) participated in the
lnspe@on of your clinkai site. Wscuiar Genetics Incorporated,St. Elizabeth’s Medical Center,
and Dr. Jeffrey lsner sponsor the Mnkal studies. The Inspectionwas conducted under FDA’s
Bioresearch Monitoring Program that includesInspeti”onsdesigned to monitorthe conductof
clinical research invoivinginvesdgationaidrugs.

Based on informationobtained duringthe inspeti”on,we have determined that you have
violated regulationsgoverning the properconductof ciiniczdstudies involvinginvestigational
new drugsand the proteti-on of human subjects,aspubiishedinTitle21, Code of Federai
~e~uiations, Paris 312 [21 CFR 342] and 50 [21 CFR 50], respectively, The outcome of the
FDA audtiinspection mised conoems about the qualityof your ciinical research, This ietter
addresses your duties as principal investigator. Your activitiesas a sponsor of research with an
investigationalvector w’11be discussed in a separate letter.

in accmdance with 21 CFR 312.60 and Part 50, an investigatoris responsiblefor ensuring that
an investigationis conducted accordingto the signed investigationalstatement the
inve~-gational plan (protocoi),and applicable regulations;for protectingthe rights,safety, and
welfare of subjects under the investigator’scare; and for the controlof drugs under
investigation. Our irtvestigationrevealed that you did not fuifIllyour obligationsas a clinical
investigatorin the use of investigationalnevvdrugs for thereasons listed below. The applicable
provisionsof the CFR are cited for each vioiation..,
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1. Failure to ensure that the investigation is conducted according to the
hwestigational plan (Protocol) and failure to protect the welfare of subjects under

,.. t.tw investigator’s care. [21 CFR 312.60]
.— .

a. Subject ~ was enrolled into studyVEGF2-CAD-CL-001 (cardiac
afierial disease study);however, the subjectmet the protocolexclusion criteria.
The protocolexcludes those subjectswith any evidence of cancer. Tlls patient
had a prominentlung mass detected on at least two chest radiogmphs priorto
administrationof the studydrug. Followingenrollmentand treatment in the
study, this subjectwas ultimatelydiagnosed by the local private physicianas
having nonresectable cancer. The followingchronologyindicates a serious lack
of studyoversightand supervisionof personnel[nvohmdin this study.

‘—’--- had a histo~ of smoking and had been noted as having a c ‘i cmSubject: —
left upper lobe lung nodu!e by his private physician. Reporta of chest CT soans
(computerizedtomography scan) performed by the”patient’spnWatephysicianon
January 14, 1999 and July 8, 1999, were suixn-tiedto you. The January, 1999 scan
report indkates the presence of a c 1 cm lung noduie. The July, 1999 scan report does
not Identifythis nodule. The nursektudy coordinatornoted that Dr. Douglas Losordo (a
sub-investigator)saw the CT scan report. However, there is no documentationin the
sub]ect’srecordsto indicate that the outsidechest CT fiimswere reviewed by clinicians
at St Eiizabeth’s Medicai Center. The subjeotunderwenta screening chest radiograph
at St. Elizabeth’son August 26, 1999, requested by Dr. Losordo,and interpreted on
August 26, 1999 by Dr.-~—’. Dr:–=: noted in her radiographreport

.
‘IThere is an illdefined density in the ieft upper iobe, The margins are subtie but
measure roughiy2 by 2 cm. The patient shouidhave a CT’scan of the ohest uniess
there is an outsideold chest x-ray showing a similar unchangedfinding. Dr. Losordo’s
nurse has been toid of the need for furtherfoilow-upon this patientas Dr. bsordo is in a
procedure.”

There is no documentationthat the August 26, 1999 chest radiographfindingwas
evaluated by the principalinvestigatoror sub-investigatorspriorto administrationof the
study drug, nor evidence of a 2 cm iung lesion priorto August26, 1999. These findings
documentthat the subject had a marked increase in size of the iung nodule priorto
study enrollment, compared to the CT Scan evaluationsfrom January and Juiy, 1999.

The subject’s ExclusionCriteria Fonmwas completedon September 17, 1999. In
response to the question, “doesthe patient have any evidence (clinical, laboratoryor
imaging) of cancet?” the “no”box was checked.

The subjectwas admitted to St, Eiizabeth’s Medicxd Center on September 20, 1899, and
received an intracardiac injectionof the VEGF-2 plasmidon September 21, 1999.
During the FDA inspection,Dr. Dwaine Rieves examined a chest radiographfrom
September 20, 1999. The radiographshows a prominentleft upper iobe lung lesion.

. . . The sub]ect’sciinicairecords did not containthe radiologist’sreport of this radiograph.
Chest radiographswere also obtained on September 22, 1999 and September 24, 1999,
followingadministrationof the study drug. The chest radiographrepoti of September 22
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describes a 2.8 cm left upper lobe lung mass, while the other n?pottdescribes the mass
as unchanged since August 26, 1999. The subjectunderwent a chest CT scan on
September 24, 1999 and the radiologistreported“There is a 2.5 cm s!zed mass in the
left upper lobe..-”

The September 27, 1999 dischargesummary (dictatedby Dr. ~--”) reports
that the subject was referred for considerationof “gene therapy surge@’ and aocepted
into the “gene therapy program”and mentionsne-tier a iung lesion nor the need for
evaluation of a iung lesion. The summary states the subjectwas dischargedto home
with foiiow-up accordingto the Gene Therapy team of Dr. Jeffrey isner.
No documentationof communicationto the subjectorprivate physicianof the deted-on
of a iung mass was present in the subjeot’sclinicalrecmds, hospitalchain or case repott
form.

The subject’sclinical records containa dischargesummary from a hospitalin his home
state that indicates the subjectwas hospitalizedfrom November 26-30, 1999 because of.

. chest pain. A ieft king mass was detected and it was noted the mass needed
evaluation.

The subjectwas readmitted to St. Elizabeth’son December 10, 1999 for protocoi-
specifkd follow-up coronary atieriography. A chest radiographfrom December flO,1999
reports, “There is a 6 cm sized mass in the ietl upper lobe posteriorly. in comparison
with the previous chest films on September 24, 1999, it has become larger in size. Dr.
Douglas Losordo has been called with the findings.” On December 10, 1999, Dr.
Losordosent a ietter to one of the subject%private physiciansand stated that the
subject“has had a significantreduotionof his symptomssinoegene therapy.” Dr.
Losordoprovides no informationregardingthe 5 cm ieft lungmass.

The Adverse Events Log Form (undated) for subject---- for the period of
“treatmentphase through post-treatmentphase,* recordsthat the subjecthas a ‘left lobe
lung mass increased in size.w The “niedical intensity”of the adverse event was initiaily
marked as “severe,” but was changed to ‘mild by an individualwith the initials‘LMG.m
The rapid growth of this mass while on studyraises substantialconcernsthat it is a
malignancy and that it has progressedand is nonresectable. A reasonable possibility
exists that circulatingVEGF-2 contributedto the tumor growth;the lack of a VEGF-2
assay limitsthe abilityto assess this possibility. Additionally,the form confirmsthat no
actionwas taken followingthe reportof increase in s“~eof the lung mass. This adverse
event was not reported in a timely manner to the InstitutionalReview Board.

The findings described above concerning subject — ‘ indicate the fol/owing:

(i)
.—

Subjec~ — was enrolled in violationof protocoleligibilitycriteria, as
there was evidence suggestingthe presence of lung cancer, Souroe documents
show the first identificationof a !ungmass in this subjectwas the screening chest
radiograph of August 26, 1999, Despite the evidence of possiblecancer, the
subjeotwas enrolled, The subject’shistoryof no nodule beingevident in July
1999, and a prominent mass in August and September 1999 radiographs,
indicates that the lung iesionshould have been evaluated priorto administration
of the study drug, Duringthe inspection,you confirmedthat you had not
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examined the subject’schest radiog~phs. NOdocumentationindi=tes that you
reviewed the subject’s Inclusionand ExclusionCriteria Form or screening
assessments to confirmthe subject’seligibilityfor studyparticipation.

(ii) The sub-investigatorappears to have inadequately evaluated the subject during
conduotof the study, includingthe screening assessments.

.-,

(iii) Your site appears to have failed to provide adequate medicai care for this.—
subject. Review of the Adverse Events Log Form for subject —

..—. —

confirmsthat no actionswere taken foliowingthe reported increase in size of the
lung mass. Review of the tinicai records, hospitaichart and case repott form
indioateno documentationof communicationto the subject or private physician
of the detectionof a iungmass.

b. Subject= was enroiied into studyVEGF2-PAD-CL-005 (peripheral arteriai
disease study), but did not meet protocoiinclusioncriteria. The subject had a
restingankie-brachiai index (ABI) in the affected limb of more than 1.0, whiie the
protocoirequires an ABi In the affeoted iimbof iess than 0.6.

The enrollment of ineligiblesubjectscan be a serious protocoldeviation. Treatment of
subjects outsidethe approved protocolmay have exposed them to an unreasonable and
significantrisk of iilnessor injury,as weii as affectingthe final results of the study,

c. Protocoie~ciusioncriteriaappear not to be assessed for two subjects (—--
– “— ) enrolied intostudyVEGF2-PAD-CL-007. Review of a source “and—

document reveaied that none of the items under exclusioncriteriawere “check
marked”to indicatethat the sub]eotdid not meet the exclusioncriteria. SubJects

. . . were to be exciuded If they were iactating, pregnantand/or had cancer.

d. The absolute ankie and toe pressures, and the ABi and GTi assessments were.——
not done for subjeots— and — during the post-treatmentphase (week
10 and 12) and treatment phase, respectively, (VEGF2-PAD-CL-005 study)

e. Many subjeotsdid not have physicai examinations or compiete physicai
examinations duringthe treatment phase and/or post-treatmentfoiiow-up
(VEGF2-PAD-CL-005 study). The foiiowing is a tabie for physicaiexaminations
that were either not done (ND) or incampiete (i):

Subject Treatment Post-treatment Phase
No. Phase (weeks after treatment)

1 2 3 4. 5 6 10 12-
ND ND NO ND I

-,
— ND ND ‘ I I

ND ND ND—
— I !

I I I
— I ND I
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f.

9.

h.

i.

1.

k.

The edema score and Rutherfordclinicalseverity score assessments were not—.. -
done for subject — duringthe screening/baseline phase of studyVEGF2-
PAD-CL-005.

.— . . ___ ..

The weight and height were not determined for subjects — and—. .
.~ duringthe screenlnglbaselinephase of VEGF2-PAD-C~-005 study.

The injectionsite evaluationwas not done for subject
.—

— ,duringthe post-
treatment phase (week 1) of VEGF2-PAD-CL-O05 study.

The GTI and osteomyelitisassessmentswere not performed duringscreening—.—
phase for subjects — and= enrol[edinto studyVEGF2-PAD-CL-001.

1

Vital sign assessments, includingtemperature, blood pressure, pulse and
respiratory rate were not done for severai subjects enroiled into studyVEGF2-
PAD-CL-005. The foliowingis a table for vital sign assessments that were either
not done (ND) or Incomplete (i):

Subjeot Sc03ening/ Treatment Post-treatmentPhase
No. Baseline Phase (weeks after treatment)

Phase
1 10 12

----- ND ND ND

ND I
— ND ND

— ND
ND

-—

Severai subjects enrolled intostudyVEGF2-PAD-CL-005 did not have comriete
laboratorytests performedas per protocol..These laboratoryresults are an”
lmpofiant part of the overali safety assessment of the study drug. The following
is a table for hematology, chemistry,urinalysis,or hemoccultstooltests that were
not done (ND) or were oniy partiaiiydone (P):

Subject No. Screening/Baseline Phase
Chemistv Hematology I-lemoccult Urinalysis

stool
— -. P P ND ND

Treatment Phase
.— ND ] ND [ ND ] ND

Post-treatmentPhase (week 1)

—. NO I ND I ND I ND

The principalinvestigator is to ensure that all tests and evaluations are conductedas
indicated in the protocol. Missingtests, tests performed outside of protocol-specified
timeframes, missed follow-up visits,and other missingclinical procedurescan adverseiy
affect patient safety, as weli as safety and efficacy analyses of data.
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.

1, Accordingto the protocol,bloodsamples for determinationof VEGF-2 plasma
levels were to be drawn several times duringthe study. Blood samples were not
collected for several subjects. For example:

i. Subject — duringthe post-treatmentphase week 1 of study
VEGF2-PAD-CL-O05.

..—
ii. Subjeot — duringthe treatment period day 1 and post-treatment

period (24 hours after dosing)of studyVEGF2-CAD-CL-005.
——...

Ill. Subjeot — during post-treatmentperiodweek 2 of studyVEGF2-
CAD-CL-005.

iv. There is no documentationon the source documentsto indicatethat
blood samples for determinatio~of plasma VEGF-2 levels were colleoted
for subjects –- and — .(studyVEGF2-CAD-CL-005).

m. Blood sam~es @r determinationof serum VEGF-2 antibodieswere not collected
for subject — duringthe treatment periodday 1 and post-treatmentperiod
week 12 of studyVEGF2-CAD-CL-005.

2. FaiIure to obtain informed consent in accordance with the provisions of
21 CFR Parts 50 and 56, [21 CFR 312.60]

The consent form requires the signatureof a witness and the principalinves@~r or
representative who is present duringthe entire consent interview. Subjects I- and—. .-—
— signed the consent form on May 11, fi999; however, the witness signedthe
c&sent form on August 2, 1999, three monthsiater. (ProtoooiVEGF2-PAD-CL-O05)

. 3. Failure to prepare and maintain adequate and accurate case histories designed to
record all observations and other data pertinent to the investigation. [21 CFR
312,62(b)]

ProtocolVEGF2-PAD-CL-O05

a. A source document dated July 27, 1999, signed by Dr. isner, repotis that the
great-toe index was not measurable for subject — A documentfrom St.
Eiizabeth’s Vascuiar Lab dated 3/1/99 reportst~at the-GTi was not measured,
but did not give a reason.

b, The Diarv Data ExtractionForm for the post-treatment phase (week 2 and 3) for
subject — was not compieted to documentwhether any adverse
events/medications were recorded in the subject’s diary. Concdvabiy, adverse
events/medications were not transcribed to the case reportform.
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c. Failure to document the causamfor a subject’stermination. The
Termination Record for subject ..— indicatesthat the subject was prematurely
discontinuedfrom studyWGF2-PAD-CL-005 and does not document the
reasons for early termination. The Termination Record only documents that the
subjectwas enroiied in the VEGF2-PAD-CL-007 study.

d. Utilizationof wrrection fluid/white-outfor correctiouf &a entries on several
source documents (e.g., PVR Fiowsheet for subject —“:).

e. Data entries on severai source documentsor case report forms were done using
a penoli. For exampie, data entries made on.8/30/99 and 3&&OO0 regarding
neurologicalexamination of the affected limbfof subject — .‘-

4. Failure to notify the Institutional Review Board (lRB) of all unanticipated problems
involving risk to human subjects or others. [21 CFR 312.6q

a. You submittedan annual reportto the IRB for the.period September 3, 199~_
throughJanuary 15, 1999. Concerningsubject -., enrolied in studyVEGF-—,
the annuai repott to the IRB states “one patient required a two month hospitai
stay secondary to her inabilityto wean offthe ventilator.” However, the subject’s
death which had ocourredon October 23,1998, three months priorto the iRi3
repoti, was not mentioned in the report. You ~ied to submitan accurate and
compiete annuai report to the iRB.

The inspectionrevealed that you performedand reportedthe cardiac portionof
an autopsyfor subject= and were well aware of the death.

--- .-
b. Subject--- :, enrolled in studyVEGF~-CAD-CL-001, had an adverse

event that was not reported to the IRB in a promptand timely manner. The
subject had a chest X-rayon December 10, 1999, showing evidence of
substantial iung mass growth;however, no adv~rse event was submittedto the
IRB until February 17,2000.

It is the investigator’sresponsibil~tyto repofl ali adverse experiences of a serious
or unexpected nature to the responsible iRB and the sponsor, These adverse
experiences should aiso be reportedon the case repott form.

Subjeti ~ received a direct cardiac injectionof the VEGF-–-~’ producton June 9, 1998,
suffered cardiac arrest in the perioperative period, leadingto multi-systemorgan faiiure,
proiongedhospitalstay, and died October 23, 1998, The chief pathologistharvested the heart
and turned it over to you. There was no histopathologicaiheart examination by a pathologist.
The chief pathologistconfirmedto FDA that you performedail anatomic and histopathologic
examination of the heart. He and Mr. Jeffrey Allard (Medical Administration,Department of
Medicine) mnfirmed that you had no hospitalprivilegesfor the performance of autopsies, Your
curriculumvitae does not denote that you are board certifiedin pathology
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Deviations in these studiesappear to be the resultof a seriouslack of knowledge of your
msponsibiiitiesas prinoipalInvestigatorlndudingsupewision of personnei. Staff who were
deiegated the authority to perform certain functionswere not adequately trained and monitored.
Althoughauthoritymay be delegated, the principalinvestigatoris ultimately responsiblefor
studyconduct. Piease provide us with assurance that all studypersonne!, includingthe study
coordinatorand sub-investigators,are trained in good clinicaipractice.

You deviated from an authoriz- studypian, investigatorstatement or other =mditions imposed
on the study by the sponsor, IRB, or FDA. Your signatureon Form FDA 1572, Statement of
Investigator, indicates your agreement to complywith ali requirements regarding the obligations
of clinical invest.igatomconductinghuman clinicaltrials and aii other pertinent requirements in
21 CFR Part 312.

This letter is not intended tu be an ail-ipdusive listof dafidendqs with YOUrclini=l studiesof the
immstigationaidrugs VEGF-~ and VEGF-2. it is your responsibilityto ensure adherence to
each requirement of the law and”.applicableregulations. We request that you informus, in
writing,within~een (15) business days after receiptof this letter, of the sbps you have taken
orw”lltake to cmeot these viol~”ons and pnmnt the recurrenceof similar violationsin cummt
and futura studies. lf amaotive action cannotbe completedwifiin 15 business days, state the
reason for the delay and the time withinwhichthe correctionswiil be completed.

Fa!lure to achieve prompt correctionmay resuitin enforcement{action withoutfurther notice,
These actions could include initiationof clinicalinvestigatordisquaiifioationproceedings,which
may render a clinical investigator ineligibleto receive investigationalnew drugs or terminationof
an invest@ationa!new drug applidon (iND).

Please send your written response to:

Jose Javier Tava~ M.S.
FDA/Center for BiologicsEvaluationand Research
Office of Compliance and BiologicsQuaiity
Bioresearch MonitoringBranch (HFW50)
1401 Rockviile Pike
Rockville, Maryland 20852-1448

PIease send a cQpyof your response to FDA’s New England DistrictOffice, Director,
Compliance Branch, One MontValeAve., 4mFloor, Stoneham, Massachusetts 02180. if you
have questionsconcerning this matter, please contact Mr. Tavarez at (Tel.) 301-827-6221.

J?w-
Si iy,

t n A. asielio
Di&tor
Office of Compliance and BioiogicsQuaI”@
Center for BiologicsEvaluation

and Research



Page 9- Dr. Jeffrey M. Isner

cc Michael Collins, M.D.
President
St. Elizabeth’s Medical Center
736 Cambridge Street
Boston, Massachusetts 02135

Alan Ashare, M.D., Chairman
Research - Human Subjects Committee
St. Elizabeth’s Medical Center
736 Cambridge Street
Boston, Massachusetts 02135

Ms. Lynda Sutton
Senior Vice Prasldent, Regulato~ Affairs
Vascular Genetics Incorporated
200 Westpark Corpomte Center
4364 South AlstonAvenue
Durham, North Carolina 27713
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