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Notice of Initiation of Disqualification Proceeding
and Opportunity to Explain
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By Certified Mail — Retumn Receipt Requested

J. Michael McGee, M.D.

1145 South Utica, Suite 253
Tulsa, Oklahoma 74104

P UISG,

Dear Dr. McGee:

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, a in violation of FDA regulations
governing investigational new drugs. Between July 17 and August 4, 2000, Mr. Joel
Martinez and Mr. David Beltran, investigators from the FDA Dallas District Office, met
with representatives of the University of Oklahoma and clinical study personnel to
inspect the records relating to the use of the investigational | At your
option, you chose not to participate in the inspection. This ifspection was conducted as
part of the FDA's Bioresearch Monitoring Program, which includes inspections designed
to review the conduct of research invoiving investigationai products. The inspection
focused on the study protocaol titled, (‘:

—=rA mam amrms tiomcnsmed vimire rarmibd A A
FDA has reviewed your written response, dated January 25, 2001, to the Form FDA 483

“List of Inspectional Observations" that was presented to the representatives of the
i Jat the end of the inspection. Our comments regarding your
explanations follow below.

with an investigational[ Until August 15, 2000, you were also the
sponsor of the research. Your activities as the sponsor of the research will be
discussed in a separate letter.

We believe that you have repeatedly or deliberately violated regulations goveming the
proper conduct of clinical studies involving investigational new drugs as published under
Title 21, Code of Federal Requlations (CFR), Part 312. These regulations are available
at http://www.access.gpo.gov/nara/cfr/ index.htmi.
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This letter provides you with written notice of the matters under complaint and initiates
nistrativa prnnandmg described below, to determine whether vou should be

ardmin
an atminisra

disqualified from receiving investigational artlcles as set forth under 21 CFR § 312.70.
A listing of the violations follows. The applicable provisions of the CFR are cited for

each wolatlon

1. You failed to fulfill the general responsibilities of investigators.
[21 CFR § 312.60].

An investigator is responsible for ensuring that an investigation is conducted
according to the signed investigator statement, the investigational plan, and
applicable regulations; for protecting the rights, safety, and welfare of subjects
under the investigator's care; and for the control of drugs under investigation.

On,,f

you signed the Form FDA 1572, “Statement of

Investigator,” in which you agreed to conduct the study in accordance with the
protocol and applicable regulations. Our investigation revealed that you did not
fulfill your obligations as the clinical investigator in the use of investigational new
drugs for the following reasons:

A. You failed to adequately protect the safety and welfare of subjects.

vi.

You enrolled several subjects who were not eligible for the study;

see item 2(A), below.

You failed to conduct the appropriate tests to ensure that oniy
eligible subjects were entered into the study; see item 2(B), below.

r Institutional Rewew Board (IRB)

roper
odifications; see items 2(A) and 3, below.

You failed to perform the study procedures required by the protocol
to monitor the effects of the study drug in subjects; see item 2(C),

| 292N Py

UCIUVV.

You permitted subjects to self-administer the investigational
Awithout your supervision and without IRB approval; see

* items 3(D) and 4, below.

B. You failed to control the investigational drug; see item 4, below.
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2. You failed to ensure that an investigation is conducted according to the
investigational plan (protocol). [21 CFR § 312.60].

A.

Subjects who failed to meet the eligibility criteria were allowed to
participate in the clinical trial. The protocol included a provision that

by th . .
Institufional Review Board on a case-by-case basis.” However, for several
subjects, you failed to obtain advance IRB approval to waive the entry

criteria; see item 3(A), below.

i “selec;t’on criteria may be waived by the sponsor-investigator if approved

You submitted an “Eligibility Criteria Waiver” request form for subject”
to the IRB on 2/1 3/98, eleven months after you initiated th {
{and nine months after the subject’s death. In fact, subjectsWililh
. and” were dead by the time you submitted an “Eligibility
Criteria Waiver” request form to the IRB for these subjects.

You administered the investigational product to numerous subjects even
though they should have been excluded, as described in the following
table:

Subject Subject Entry Status Protocol Requirement

O | Age 2 75 years old

¥ | Life expectancy < 3 months

2 weeks past previous therapy
Age > 75 years old ‘
Corticosteroids within past week

Hemoglobin = 5.0 g/di
Kamofsky performance of 60%
Life expectancy < 3 months .

Interferon within last 4 weeks

Antibiotic treatment of infection

[
k.
K 3

b | Life expectancy < 3 months
K _3

-k

Corticosteroids within past week

Recent treatment with other
therapies
Recent treatment with other
therapies

1 . rm-?c»-d'—‘-st, R




Page 4 — J. Michaei McGee, M.D.

avaﬂable
Stage IIA melanoma
History of multiple myeloma

Ww | Corticosteroids within past week

History of prostate cancer with
bone metastases

Stage | melanoma

— @@ | Stage | melanoma

1
J—

athophysiology of melanoma

| requires revision based on new mformatlon or because there
a change in procedure, amendments should be submitted to the
FDA and to the IRB for review and approval. Further, your response
exnlams that you submitted “Eligibility Criteria Waiver" request forms to
the IRB when you “became aware” of the requirement to do so. We do
not accept your explanation because, as the author of the protocol, you

established these requirements.

3 <
(o]
5
2

toco!l reql
qui

B. You failed to conduct the appropriate tests to ensure that only eligibie
subjects were entered into the study.

i You did not perforrr{ . _ }'
into the study.] fuas an exclusion criterion.
ii. You did not perform screening tests forl, __‘,’The
protocol excluded subjects known to be_ positive
Your response letter indicates that the consistent procedure was to ask
patients whether they werg Jpositive and that testing for
r Jwas not required by the protocol. We reject
v J
your explanation. Your protocol specifically excluded subjects who were
because these

“conditions would place study subjects at additional risk.



Rather than conduct the laboratory tests to confirm that the subjects were
eligible for the study, you relied on patient-completed history forms
administered just before consenting. This is not appropriate because
subjects might not (1) know that they have the condition, and/or (2) be
willing to disclose the correct information because they want to participate
in the research regardless of the attendant risks.

You failed to perform the study procedures required by the protocol. For

example:
L. Youfailed to evaluate subjects’ immune response to thel_ by
A e ociied i siciion g Mg atweeks )
}' _iﬂn“n (dS lctiu:cu‘ {n OG::IU 1 UL UIC pHutvLu lllt:lTTf 10 1V
i _Fesii 10 ‘reﬁf.:v‘l 180 ai week -llor
'sub;ects%.%%‘% WS Py andg The protocol also
requires two people to evaluate e-ach.{ jresponse before it is
recorded to control bias in assessing the immune response to the
{ 1The inspection revealed that this protocol requirement

Your response letter does not dispute this observation and explains
that “Any| Tesponse was to be recorded by the Nurse
Coordinator in the patient’s record, although this did not always _
happen,” and that “two people did not always evaluate eachy ]
response.” i

There is no documentation that you performed ali iaboratory tests
and ciinicai procedures at the intervais required by the protocoi.

: e e L1l

Examples include, but are not limited to, the following:

a
<.

1 AT HINT i |g MIUL 11T IV Va, 3]
chemistry blood tests were performed for sub;ev.sg%ﬁ.
8. anagil ot week] ]
b.  There are no records documenting that subjects Wil il
anddiilinad{ ” Yerformed at
- e - >
( J

Your response letter agrees, “Some laboratory tests may not have
been conducted according to the schedule outlined in the
protocol...."”
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D. You did not follow the protocol requirement to discontinue the
investigationa or several subjects with documented progression
of disease. The protocol amendment dated 1/30/97 states, “If a patient’s

disease shouid progress as deﬁned by(

~_ priteria, future/ Jwill be halted....”
Several subjects me ']cntena of disease progression, but they were
not discontinued from the ;{ Examples include, but are not limited

to, the following:

i. Subjecﬁwas enrolled in the study on 6/16/97 with Stage lli
melanoma, and progressed to Stage [V melanoma. The medical
records document further disease progression in August 1998, yet

you continued to administer the[ in wolatlon of the protocol.
Subjectwillh received the firstf Jon 6/18/97 and
continued to receive{ Juntil 6/29/99, an additional
two years.

ii. In a letter dated 12/16/97, to the subject's physician, you
acknowledge that subjectw had a “recurrence or progression of
disease.” The olitpatient history/physical record for subjeCtymmr
documents recurrent nodules on the right pelvis and para aortic.
Subjectdwas administered four doses of[
after this date, before ending on 2/19/98.

iii. The medical records for subjectsmand“document
recurrence or progression of disease, but you continued to
administer the[

Your response letter states, “Dr. McGee informed FDA of his intention to
continue to treat two patients with disease progression on February 19,
1998, and received IRB approval for this practice on February 20, 1998."
Your representation of the interaction with FDA is incorrect. Your specific
request to FDA was to administer additional} iwith

higher dose for subje , because the subject might have been
immunosupressed due to radtotherapy and “had not shown an
immunological response.” Your request glgo included administration of
additional{ Jfor subject #JiB because the subject was
immunosupressed due to major tumor debulking surgery. Furthermore,
your request did not specify your intention to treat all subjects with disease
progression. You did not formally request FDA approval to treat subjects
with progressive or recuirrent disease untii one year iater, in a ieiter to FDA
dated January 22, 1999.
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Several subjects received concurrent radiotherapy, chemotherapy,
immunotherapy, or other treatment in violation of the protocol, which
specifically excludes such concurrent treatment. Examples include, but
are not limited to, the following:

i. SubJect‘ was administered concurrent{_ J
interferon, and chemotherapy.

i Subjeclﬂwas administered the| Foncurrently
with interferon treatment. The ummary
Sheet” dated 9/23/98 reports “...unable to determine if the side
effects related tof Jreceived double dose of Interferon the

same day (9/21/98)...."

i, Subjecwwas administered the lfrom
December 1997 until August 1999. During that period, the subject
received several courses of chemotherapy and radiotherapy.

iv.  Thef /Summary Sheet" dated 4/7/00 documents
that subject Y\ completed seven weeks of radiation therapy.
V. Study records document additional subjects as receiving concurrent
therapy.
Subject # Treatment Reason Date started
v Radiotherapy Prostate cancer 11/21/97
Radiotherapy Prostate cancer 6/25/98
: Intron/Interferon Melanoma 4/27/98
Intron/Interferon Multiple myeloma 1/15/93
| Chemotherapy Melanoma 10/15/97
Intron/interferon Melanoma 12/5/98

We note that subjects §iilit@§i##2and @il were administered
concurrent therapies for treatment of other cancers that should
have excluded these subjects from the study.

Your response does not dispute this observation. Your response letter
states, “Initially, Dr. McGee obtained Eligibility Criteria Waivers for patients
who received adjuvant therapy during times proscribed by the protoool"
and includes copies of the “Eligibility Criteria Waivers” for subjects¥
” and ho received concurrent therapy. However, the IRB

hair granted these waivers after you enrolled these subjects and
administered the lnvestlgatloﬁgl—r }o them. Waivers were to be
prospectively secured. -
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G.

You did not follow the protocol-mandated,_
subjects.

i. You administered addltlonal

]at weeks 45

chedule for several

(2{18/98), 46 (2/23/98), 47 (3/2/98) and 48 (3/10/98) for subject

P see item 3B.

if You administered extra doses of

1., ‘. - . .
Jto subjectifi¥ at weeks

26 (1/29/98), 27 (2/5/98), 28 (2/10/98), and 29 (2/19/98), see item

JB.
HH PRI [ P PRy Py mrhem Ammna ~Ff Ym oiih nl\‘“n
iii. You administered extra doses off fto subjectgmy a
47 (4/20/99), 50 (5/11/989), and 54 {6/17/99).
iv.  Subjecesiwas administered the| Btwe

<.
s
D L
L_Jj

Your response does not dispute this observation, and states, “The

( fwere given as close to the schedule in the protocol as
practlcable a|thouqh deviations occasionally occurred.” We view that the

[

addmonal

]

4

Vltal s:gns were not ob ped 30 mlnutes m_gr
.for subjects{

éndw The protocol

}‘or these subjects represent unscheduled and extra

|

“states, *Patients will be requnred to remam in the pnys:man s office for 30

mlnutes afterward. Il'\e Vllal S|gns wiil be checked agaln The pUFpOSé

......... PR T VS r:& fne mmis mmbambial Al

dbU””g uu-: bUUijl § Vll.dl Sgnis was to m

At

eacuon
N mitr pAanmmman Aoamn ma 4 A b bl [ 2 '+ “
YOUr response aoes not aispute nis observaton, and states, “..
protocol condition was not strictly enforced following !ater{

—



w

.......

ineligible subjects w mmnd
&). However, you had administered the investigationalf o each
subject during the period of 2/10/97 to 8/11/97, well before the IRB Chair
granted the protocol waivers on 2/23/98. Four of these subjects were
dead by the time you submitted the waiver requests to the iRB. T The
following tabie shows that suojects were administered the stuay{ ji

severai months fo one year before the waivers were granlea

Subject Study enrofiment | “Hate
date L 4
q 2 3 4 5
-3 2/10/97 212197 | 2119/97 | 2/26/97 | 3/5/97 | 3/12/97
'_ﬂ 2/10/97 2/12/97 | 2/19/97 | 2/26/97 | 3/5/97 | 3112/97
| 7114197 7/16/97 | 7/23/97 | 7/30/97 | 8/5/97 | 8/12/97
_w 3/3/97 3/5/97 | 3/12/97 | 3/19/97 | 3/26/97 | 41197
- 317197 3/20/97 | 3/26/97 | 4/2/97 | 4/9/97 | 4/18/97
) 6/2/97 6/4/97 | 6/11/97 | 6/18/97 | 6/25/97 | 7/2/97
. 6/9/97 6/11/97 | 6/17/97 | 6/25/97 | Deceased
_m 6/16/97 6/18/97 | 6/25/97 | 71I97 | 710197 | 7/16/97
6/23/97 6/25/97 | 7/1/97 7/9/97 | 7/16/97 | 7/23/97
- —_ 6/30/97 711197 | 7/9197 | 7116/97 | 7/23/97 | 7/30/97
[ 8/11/97 8/12/97 | 8/19/97 | 8/26/97 | 9/2/197 | 9/9/97
L VP ladt oo damm memd dicwmeiboa $lata Alhhamnmimdi;me ~emad cbadan @ —~
your response 1elel UOes 1oL Ulspute uius vuseivauull, diiu sualey, -1
Clreibilide s Neibncim WAiahinriarno $a hawvin hanm ~ramniatad Aand crchondiad 64
l:ugluuuy wiilctiia vvaivel av Wil < UCCli 1 llJlVl!'Ju atiu suglinucu w
the IRB for approval. For the first several patients, this did not occur.”
Your response further states, " a IRR annrnvod all of thace FEliaihility
1 i IGQ'.IUI VW T UITWwl Dwtavwwy, s T 1IN/ J1 Wb/ U'J'll WV WA AL W RS TWwedNw t—llslulllt,
Criteria Waivers on February 23, 1998. In all of the cases after that point,
Dr. McGee promptly informed the IRB of these exceptions...”
This statement is incorrec.t! After February 23, 19 8, you continued
enrolling ineligible subjects without obtaining prior IRB approval, as
documented in the followmg table:
Subject Study Waiver T ’date
enroiiment | submission = J
date date
o 1 2 3 4 5
‘ 3/2/98 3/19/98° 3/3/98 | 3/10/98 | 3/17/98 | 3/24/98 —
p 3/31/98 4/21/98 3/31/98 | 4/14/98 | 4/21/98 | 4/28/98 | 5/11/98
’ 10/7/98 10/23/98 | 10/20/98 | 10/27/98 | 11/3/98 | 11/10/08 | 11/17/98
3/30/99 3/31/99° 4/6/99 | 4/13/99 | 4/20/99 | 412799 | 5/4/99
| 4 | 5/24199 6/11/99° 5/26/99 | 6/1/99 | 6/8/99 | 6/15/89 | 6/22/99
*The iRB approved the waiver for suo;ectswanwon March 25, 1998, April 8
1999, and June 16, 1998, respectively.
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B. In a letter to the IRB dated 2/11/98, you requested permission to “...give
two of our , rotocol patients [subjects nd four
additional ]" However, the { isit Tracking
Log” for subjects ocuments that the subject received four (4)
additional weekly, jon 1/29/98 (week 26), 2/5/98 (week

27), 2110/98 (week 28), and '2/19/98 (week 29) without IRB approval (see
also item 2(F)(ii), above). You also administered addmonaI(
}o subjecwat weeks 45 (2/18/98), 46 (2/23/98) 47 (3/2/98),
and 48 (3/10/98) without IRB approval (see also item 2(F)(i), above).
At the time of your request, you had already administered four additional
weekl (o] subjecd’ and one addmonal[ jto subject
ou failed fo withhold the additionall  ~  Juntil the IRB had

'rewewed and approved your request. The IRB Chair approved the

additionalf Jon February 20, 1998.

C. On 2/10/97, you submitted a protocol amendment to the IRB to delete the
upper age limit o Qears You failed to wait for IRB approval before you
implemented the orotocol amendment and, on 2/12/97, you administered
the ﬂrst{ nto subjects Wand ‘(both subjects older
than;g ears). The IRB Chair approved the protocol amendment on
2/14/97, after the[ ]had occurred.

D. You permitted subjects to self-administer theg sjwithout
IRB approval. On April 9, 1999, you informed FDA of the death of subject
- @R on study, and described that the subject “was instructed on study drug
self-administration” from July 2, 1997, through Janyary 27, 1999.
In addition, the inspection revealed that subject §fif##was given two doses

(o) for self-administration in May 1997. However, on November
17, 1999, the IRB tentatively approved the self-administration of the
L }lpon requested changes.

The IRB Chair approved this protocol amenament on December 11, 1989.

Your response letter describes that you sought IRB approval to permit

subjects to self-administer the{ in November 1999. However, the
IRB approval for this protocol @ﬁ ndment was obtained two (2) years
later, after subjects! and gwstarted self-administration of the

Jand eight (8) months after subject# death.
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4. You failed to control the investigational drug. [21 CFR § 312.61]

ion documented that you supplied/shipped the investigational
tlklocated in California. The subject self-administered

thefL 4 Jwithout your supervision or the supervision of a
sub-investigator.

m
-
=2
D
=]
(N

You supplied the investigational drug to subjectdiilin Tennessee. The
Progress Notes dated 4/27/99 document that the subject’s primary care
physician will administer the{ _| FDA was informed that
the subject was allowed to store the study drug_  Jat the subject’s home
in a refrigerator.

O

5. You faiied to maintain adequaie
investigational drug. [21 CFR §

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

On the basis of the above listed violations, FDA asserts that you have repeatediy 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,
including any explanation of why you believe you should remain eligible to use
investigational drugs and not be disqualified as a clinical investigator, in a written
response or at an informai conference in my office. This procedure is provided for by
reguiation 21 CFR § 312.70(a).
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Within fifteen {15) days of receipt of this letter, write me to arrange a conference time or
to indicate your intent to respond in writing. Your written response must be forwarded
within thirty (30) days of receipt of this letter. Your reply should be sent to:

n A. Masiello, Director

Office of Compliance and Biologics Quality (HFM-600)
Center for Biologics Evaluation and Research

Food and Drug Administration '

1401 Rockuville Pike

Rockville, Maryland 20852-1448

OB
=
<

Should you request an informal conference, we ask that you provide us with a full and
complete explanation of the above listed violations. You should bring with you all
pertinent documents, and you may be accompanied by a representative. Although the
conference is informal, a transcript of the conference wiii be prepared. if you choose to
proceed in this manner, we pian to hold such a conference within 30 days of your
request.

At any time during this administrative process, you may enter intoc a consent agreement
with FDA regarding your future use of investigational products. Such an agreement
would terminate this disqualification proceeding. Enclosed you will find a proposed
agreement

The Center will carefully consider any oral or written response. [f your explanation is
accepted by the Center, the disqualification process will be terminated. If your written or
oral responses to our allegations are unsatisfactory, or we cannot come to terms on a
consent agreement, or you do not respond to this notice, you will be offered the
opportunity to request a regulatory hearing before FDA, pursuant to 21 CFR Part 16
(available at the Internet address identified on page 1 of this letter) and 21 CFR

§ 312.70. Such a hearing will determine whether or not you will remain entitled to
receive investigational products. You should be aware that neither entry into a consent
agreement nor pursuit of a hearing precludes the possibility of a corollary judicial
proceeding or administrative remedy conceming these vioiations.

Siﬁf;er‘iy,
/74

~ /Ktn\lpn A M:Qinllﬁ

‘ ‘/IUV.\I'VI 7N IVILAVIWMNW
Director
Office of Compliance and Biologics Quality
Center for Biologics Evaluation

and Research

Enclosure: Proposed consent agreement



