",

AMam,

we,

p

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
V2

Food and Drug Administration

Center for Biologics Evaluation and Resae:
1401 Rockville Pike

Rockville MD 20852-1448

Noti f Initiatio isqualification Proceedin

and Opportunity to Explain

. . : NOV 30 2000
By Certified Mail - Return Receipt Requested _

James M. Wilson, M.D., Ph.D.

Institute for Human Gene Therapy
University of Pennsylvania Health System
204 Wistar Institute

3601 Spruce Street

Philadelphia Pennsylvania 19104-4268

Dear Dr. Wilson:

The Food and Drug Administration (FDA) has investigated allegations that you failed to
fulfill the responsibilities of a clinical investigator for a study utilizing an unlicensed
biological investigational new drug, an adenoviral vector, in violation of FDA regulations
governing investigational new drugs. During the period from November 30, 1999, to
January 19, 2000, Mr. Mike Rashti, an investigator from the Food and Drug
Administration (FDA) Philadelphia District Office, and Dr. Thomas Eggerman, a Medical
Officer from the FDA Center for Biologics Evaluation and Research (CBER), visited the
headquarters of the Institute for Human Gene Therapy (IHGT) to inspect the records
relating to the use of the investigational adenoviral vectors. This inspection was
conducted as part of FDA's Bioresearch Monitoring Program which includes inspections
designed to review the conduct of research involving investigational articles.

Based on our evaluation of information obtained by the Agency, we believe that you
have repeatedly or deliberately violated regulations governing the proper conduct of
clinical studies involving investigational new drugs, as published under Title 21, Code of
Federal Regulations (CFR), Parts 312, 50, and 56. These regulations are available at

hitp.//www.access.apo.gov/nara/crf/index.html.

This letter provides you with written notice of the matters under complaint and initiates
an administrative proceeding, described below, to determine whether you should be
disqualified from receiving investigational articles as set forth under 21 CFR § 312.70.

A listing of the violations follows. The applicable provisions of the CFR are cited for
each violation.
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2.

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

For the purpose of this letter, the version 4 revisions (dated July, 1998, and
November, 1998) to sections 4.1.1 and 4.3 do not apply because, in your role as
sponsor, you did not submit these protocol versions to FDA, and they were
therefore not part of the approved investigational plan.

A.

You did not follow the protocol requirement to stop the study as described
in protocol Section 4.3, which states, “If a single patient develops Grade Il
or higher toxicity, the study will . . . be halted." Protocol Section 4.1.6
further states, "Evidence of toxicity will be measured using a modified
version of the « initially developed by the
for chemotherapy trials." The table on
page 4 identifies the adverse events experienced by the subjects enrolled
in this study, classified in accordance with the
Based on protocol section 4.1.6, Grade Il or IV toxicities are categorlzed
as “significant,” and are shown in the lightly shaded portions of the table.
The unshaded portions of the table denote Grade | and |l toxicities
categorized as “mild” by protocol section 4.1.6. The darkly shaded
portions of the table indicate that no toxicities were noted.

We acknowledge that, in your role as sponsor, you discussed the Grade
lll adverse events experienced by Subjects ————  with FDA, and
after each report FDA granted you permission to enroll an additional
subject. For Subjects ——— _you provided an explanation that
could account for the toxicities based on the subjects’ medical histories.

The following Grade Il toxicities did not have an explanation, and could
be related to the dose of the investigational vector.

i. You did not stop the study after Subject — developed Grade ||
liver enzyme elevation and Grade Ill anemia.

i. You did not stop the study after Subject —developed Grade I
liver enzyme elevation. Subject — - also had Grade Ili
hypophosphatemia.

iii. You did not stop the study after Subject — developed Grade llI
fever and Grade Ill hypophosphatemia.

iv. You did not stop the study after Subject — developed Grade lil
fever and Grade lll hypophosphatemia.

V. You did not stop the study after Subject — developed Grade llI
fever.
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SUBJECTS (Grade)

cohort 1

cohort 2

cohort 3

cohort 4

cohort 6

thrombocytopenia

bilirubin

transaminases
(ALT or AST)

5' nucleotides

alkaline phosphatase or

blood ammonia

fibrinogen

prothrombin time

partial thromboplastin
time

GGT
(y-Glutamyl
transpeptidase)

Fever

Hemoglobin

Phosphate

n.d. = not done
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You enrolled Subject . — who has a hereditary liver disease.
Protocol version 1 stated that patients with a “history of hepatic or
vascular disease” would be excluded from the study. You
eliminated this exclusion criterion from the body of the revised
protocols in versions 2, 3, and 4, but you did not identify this
change on the Preface list of protocol changes forwarded to FDA
and the institutional review boards (IRBs). The result of the failure
to disclose this revision in the list of changes is that the revision
was obscured from FDA or IRB consideration, and, therefore, the
revision was not part of the approved investigational plan.

You did not perform the laboratory tests that the protocol required
on days -3 and -1 for the subjects listed below. You cannot assure
that the subjects remained eligible for the study by performing
these tests weeks before the infusion of the investigational vector
a. Subject — = You performed these tests 15 and 13 days,
respectively, before the infusion of the test article. There
were no tests performed on days -3 or -1
b Subject .— . You performed the “day -3" tests 19 days
before the infusion. There were no tests performed on
days -3 or -1
You did not nerform the followina nrotocol-reauired tests diirina the
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A Uuw’vvt S ININII W IRILAL WA IV WD uuyu W CAl I I
b Suhinni —_— Niffarantial ~rniint An dav A4
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Your letter states, “there have been no significant treatment-related
or procedure-related toxicities....” This statement is misleading and
inaccurate because you failed to disclose the Grade lil elevation in
transaminases experienced by Subject = an adverse event

which occurred two months before the date of your progress report.

Your letter states, “within 6 days of the vector infusion, 55.5% of
the study participants have had elevations in their transaminases,
less than 1.5 times the upper limit of normal.” This statement is
misleading because it implies that the only transaminase elevations
are within this range. The following table identifies the
transaminase values greater than 1.5 times the upper limit of
normal (ULN) that dispute your statement.

subject ALT - AST -
times upper limit of normal times upper limit of normal
—_ 2.0 - Grade |
——— 4 n [ o YOPpn pigy |
— = 1.0 - raue i
_ 3.7 (day 8) - Grade Il 3.4 (day 7) - Grade li
_— 1.7 - Grade | .7 - Grade |
-— 5.5 - Grade Ili 7.9 - Grade lll

two elevated transaminase values that occurred on study days
seven and eight.

In addition, this statement is misleading because you did not report
t

You submitted a table of adverse events (“as of 07/98") for
Subjects — through —— That table reports selected adverse
events for the 48 hour period after infusion of the test article. By
reporting only the adverse events that occurred during the initial 48
hour period, you did not accurately report the adverse events that
occurred after 48 hours, including the following: (1) By day 4 after
the infusion, Subject — developed Grade |ll elevated ALT, not
Grade Il as you report; (2) Subject — developed Grade | anemia,
but the table reports “to be determine”[sic] even though the subject
was discharged before this table was submitted to the IRB; and, (3)
the table does not report the other adverse events identified in
protocol Table 4 (see the table on page 4 of this letter).
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C.

You submitted misleading and inaccurate information in the annual report
and request for reapproval dated August 9, 1999, to the University of
Pennsylvania IRB. The annual report and request for reapproval reported
the safety of Subjects — through — who were administered the
investigational vector.

i. The cover letter states, “No serious adverse effects have occurred
as a result of this study. There have been no significant treatment-
related toxicities or procedure related toxicities, and all participants
have remained well.” This information is false and misleading
because you did not report the Grade Il toxicities, as defmed

section 4.1.1 in the orotocol experienced by Subjects —through

| i i T i

— since the previous report a year earlier. The annual 1
e

therefore, mlsreoresented the true nature of the toxiciti
exoenenced by these six subijects.

............ =h= = QLY)e

ii The table of adverse events attached to Appendix B to your
August 9, 1999, annual report and request for reapproval does not
accurately report the following toxicities:

Subject Parameter Grade reported to iRB Actuai Grade
— AST elevation Grade 2 Grade 3
— Plateiets -- Grade i
- Anemia -- Grade 1
- Fever Grade 2 Grade 3
— Fever Grade 2 Grade 3

You failed to notify the IRB of adverse events according to the provisions

of the protocol sections 4.3. Section 4.3 of the nrotoco! states, “If two

patients develop mild (Grade 1) toxicity, the study will be put on clinical
hold until an explanation acceptable to us, the CHOP IRB, the Penn IRB,
and the FDA is achieved. If a single patient develops Grade Il or higher
toxicity, the study will also be halted.”

In addition, vou failed to report the following toxicities to the Children’s

J - SRITw s AW i A LA NI YVl -v SWAIWILIWW LW LHTIWw WUV O

Hosnbnital of Philadelnhia IRBR and the University of Pennevivania IRR ac
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FDA acknowledges that following the inspection, most of these missing
tests results were subsequently retrieved from the laboratories where the
testing was conducted. However, you should have incorporated these
results in the subjects’ medical histories shortly after they were performed,
so that the condition of each subject could be assessed.

This letter is not intended to be an all-inclusive list of deficiencies with your clinical
studies of investigational adenoviral vector products.

On the basis of the above listed violations, FDA asserts that you have repeatedly or
deliberately failed to comply with the cited regulations, and it proposes that you be
disqualified as a clinical investigator. You may reply to the above stated issues,

“ ol ddo iy

including an explanation of why you should remain eligible to receive investigational
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