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In the matter of:
MICHAEL C. GELFAND, M.D. R . , o
Bearing h COMMISSIONER'S DECISION

Regulatory

shounld

The purpose of this proceeding is to determine whether
M.D.,. ) be

clinical investigator Michzel C. Gel
disqualified from receiving investigational new drugs.
< 4

Pursuant to 21 CFR § 312.1(c)(1) and 21 CFR Part 16
Associate Commissioner for Health Affairs Stuart Nightingale,

M.D., presided over a regulatory hearing for Dr. Gelfand in
that Dr. Gelfandé not be

Bis recommendation is

Epril 1980.

disquelfied.
selfand receatedly faziled to comply
new crugs for

I conclude that Dr.

wlth regulations governing the exemc=tion of

I also concluée, howsver, that Dr.

investigational use.
Gelfand has provided adeguate assurance that the conditions
Therefore, Dr.

for exemption will be met in the future.
Gelfand is not disqualifieé from receiving investigational

My decision is based upon a careful review of the

new drugs.
hearing transcript (hereaf:zer cited as Transcript), the
Presiding Officer's Repor:t (hereafter cited @s Report), the

parties' comments on that Report (hereafter cited as
omments), the parties’ pre- and post-hearing statements, the
exhibits submitted by the parties, and all other relevant
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I. BACKGROUND-mf'

In January 1977 Dr. Gelfana became a principal

investlgator for a phase IT clinical Pharmacology study of

the investigational new drug . is a

powerful drug for the treatment of

4

A phase II study involves initial
trlals on a limited number of patients. As reguiregd by PFart

312 of the regulations, 21 CFR 312.1(2)(12), Dr. Gelfand
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spornsor. Tnat form provides infecrmztion adout the
investigator &nd investigation ani stztes tha: the
investigator understands his specific responsinoilitiés, as

ocutlineé in the forn.

In Rovember and Decemper 719 7¢, the Food znad Drug
Administration (FDA) audited the cata being generated by Dr
Gelfand's cliniczl investigatiocn zs Pert of its Bio-research
Monitoring Program. t the conclision of that aedit, the
Bureau of Drugs (Bureau), FD2, ccacluied that Dr. Gelfand hag
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repeatedly faziled to comply with Tegulations relating ‘zo
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the investigational use of new afugs. Consequently,’on March

30, 1979, Frances Kelsey, Ph.D.,‘H.D., Director of the

Division of Sc1en51f1c Investlgatlons, Bureau of Drugs, wrote

i

to Dr. Gelfand and offefed h1m an}bpportunlty to attend an
1nformal'conference to discuss the alleged violations oﬁmFDA
regulations. Dr. Kelsey's letter listed eight (8) specific
alleged deficiencies with Dr. Gelfand's performance as a
clincal investigator. The letter further staﬁed,that Dr.
Gelfand had the option of responding in writing if he did not

wish to attend an informal conference.

On April 2, 1979, Dr. Gelfang responded in writing to
Dr. Kelsey's letter and presented an explanation of the

alleged deficiencies. The Bureauy concluded that Dr.

o0

elfznd's letter did not satisfzc: orily respcend to the

allegations of Dr. Kelsey's letter. Consequently, on August

"9, 1979, the Associate Commissioner for Compliance issued a

_notice to Dr. Gelfand providing him with an ooportunity for a

regulatory hearing under 21 CF= § 16.24 and § 312.1(c)(1).

Dr. Nightingale pre51ded over the regulatory hearing on
April 9-10, 1980. He issued his Report on December 4, 1980.
In brief, he findé that Dr{ Gelfand has repeatedly violated
FDA regulations, but that Dr. Gelfand heas provided édequate

assurance that in the future he wiil comply with the
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Dr.

the Reporb. On Februa*y 25 1981 after con51der1ng those

comments, the Presidinc Officer decided not to revise the

Report and forwarded tke matter to me for decision.

II. DECISION
I turn now to the merits of this'proceeding. In order
to conclude that a clinical investigator is no longer

eligible to receive invasticztional new drugs, I must first
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ion to the svoonsor. Second, I must
conclude that the clinical investigator has fziled to furnish
adeguate assurance thai the corditions of exernpt

met in the future. 21 CFR § 312.1(c)(2). These icssues are

addressed separately below. i

A. Violaticn of FDA Rsgulations

The Bureau made eicht specific charges acainst Dr

Gelfand at the hearing. The crarzes were first set forth in
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Dr. Kelsey's letter dated March 30, 1979, and were
subsequently modified with respect to the names of specific”
patients whose records were used to substantiate the charges.

In my discussion of the charges below, they are set out in -

the language used by Dr. Kelsey.

The Presiding Officer concludes that Dr. Gelfand is
guilty in whole or in part of three charges and not guilty
of one charge. He further concludes that while the remaining
four charges are "substantiated,"” Dr. Gelfand is not guilty
of these charges because the Burzau failed to establish
specific violations of FDa regulaticns. Report at page 16.
As cdiscussed below, I accept some butt not all of the

Presiding Officer's findings ané conclusions.

CZARGZS 1 & 2: 1) "Dates for sozme EXGs (electrocardiograms)
in the case reports differ from dztes on EKGs found in
medical histories."

2) "Identical (superimposable) EKGs were submitted with

two different dates for L.B. and E.R."

The Bureau introduced evidence to substantiate the

charges and presented the testimony of Robert Temple, M.D.,
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thhe Bureau s evidence. His

n’tne respon bility for

with Ms. who told him that she had misunderstood the
study protocol instructions. He further testified that he

nad tazken steps to assure the problem would not occur again.
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The ?residing Officer finds r. Gelfand guilty as
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charged. Wlthout so stating, he zpparently accepts Dr.

Gelfand's explanation for ti
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1é¢ing Officer states thzt there is no esvidence of a

deliberzte violation.
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Report succests that a showing of deliberzteness is &
necessary reqguirement for disguzlification when repezted

violations are shown. I do no:t re
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the Report &s in anv wav
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suggesting that deliberateness is a necessary requifément'for
disqualification. I agree with the Bureau that either

deliberate or repeated violations can lead to disqualifi-
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CHARGE 3: "Clinical laboratory tests could not be confirmed

as actually having been performed on any subject at the time

reported.”

In support of this charge the Bureau presented the
records of one patient, for whom the dates of laboratory test
results submitted to Giffered from test dates in his
patient records. Dr. Gelfand's testimony attributed the
discrepancy to a combination of clierical error by his nurse
and her misunderstanding of the protocol. O©Cn this basis, the

Presiding Officer finds Dr. Gelfand "guilty of a2 single

~instance" of charge 3. . Report at page 16.

I do not agree with the Presiding Officer's impliciz
finding that Dr. Gelfand was not cuilty of the charge as
stated. Dr. Gurston Turnef, one of the Bureau's
investigators, testified that Dr. Gelfand did not make
records availabie for five patients, and that the patient
records for the remaining nine patients did not contain
sufficient data to verify the . submissions.

Transcript, Vol. I, pages 121-23. Therefore, the Bureau
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I do not accept the Presiding Officer's resolution of

this charge and find Dr. GelfandAgﬁilty. I agree with the

Bureau that the Report is lnterually inconsistent and that

- R ..
- - — : cew

the Pre51dlng Offlcer applles an unduly restrlctlve readlng

of the regulatlons. :

-

Form FD-1572, § 6.e, recuires that case histories be
made available for inspectioz zné copying. A clinical
investigator has. the duty to take reasonable affirmative
steps at the time of inspection, or shortly thereafter, to
make case histories available. Kothing reguires a clinical
investigator to maintain all case histories ir a single
location, but an investigator shoulé take reasonable steps
such as providing a list of =z 1en£s and the locations of

their case histories, acting as & lizison between FDA

-

inspectors and co-investigators or health care facilties, or

“physically procuring the recorés for FDA inspectors.

The Presiding Officer notes that there was a lack of
communicaztions and some misuaéerstanding between FDA
inspectors and Dr. Gelfand: for example, despite his promise
to do so, Dr. Gelfand did not try to locate some records and
then call Dr. Turner. Dr. Turner never provided Dr. Gélfand

with a list of patients whoss records were missing.

. N . . See Lt LSSl L .. R
LI B L e I
i . Y cent .o ¢ .- :
-
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'under the pressure of a regulatory hearlng dld he produce.
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portlons of case h1stor1es 17 months after the 1nspectlon.

Moreover, he never produced records that predated the
inspection. Such conduct effectively thwarts FDA's
Bio-Research Monitoring Program and ability to ensure that

investigational new drug trials are conducted in accordance

with the regulations.

CHARGE 5: "One subject was reported to have died in 1975
when in fact the records indicate that the subject received

— “test substances in 1976 (J.M.)."

The Bureau presented evidence to show that the error
- arose because Dr. Gelfand did not promptly report the
patient's death and that at a2 much leater time his'assistant

_ telephoned the wrong dezth cdate to The‘error,

according to the Bureau, constitutes the submission of false

information to the sponsor in violation of 21 CFR § 312.17(c).

The Presiding Officer finés that while this charge is
factually substantiated, it was not shown to be a "specific

violation of the relevant FDA regulations.” Report at page

s
4



16. He finds in addition that it was not shown that pr.

Gelfand was personally resp0n§ibie for the error.
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I agree wi ith the Pre51dlng Offlcer that the charge 1s'

—

For the reason stated.below,

actually sub tiated.

however, 1 dec-lne to consider this charge in deuermlnlng

whether Dr. regulations. The

Bureau points cut that, as the principal investigator, Dr.

Gelfand is ultimately

without saying that, as an abstract Proposition,

position is correct. Applving that Proposition to the

specifics of charge 5, however, I conclude that little would

be gained by basing a decision whether to disgualify Dr.

1fzand

Ce adéi

on

this charge. Nothing indicates, ané the Bure:zu

does not so contend, that

-
[

this error affected either the

'validity of the data or the safety of the patients.
Moreover, there is no pattern of repeazted errors of this

type.

CHARGE 6: "Consent forms were da

ted well after the subpjects

[ KPR
wTL O

b
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Gelfand ha

D Ged a .
obtained signed consent forms for two patients approximately



‘four'months after each had entered the study o
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Dr. Gelfand
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51de effects w1th the other before e1t
T e et s t"’““;':—:’.""‘" .,,_ ~_-:'.,...... _.___ . e

I <

received ‘ Dr. Gelfand further testlfled that the

B T - R oy

latter dlscuselon was tantamount to 1nformed consent.

The Presiding Officer states that the charge is
"substantiated in the narrow scope in which it was frameg"
out was net sthnvto be a eéecific violation of FDA
regulations. BEe notes that while Form FD-1572, ¢ 6.9, only
reguires "consent," 21 CFR § 310.102(h) does specifically
reqguire written consent. He apparentlv concludes that the
5”310.102(h) written consent recuirement is not controlling

because it is not mentioneé in Form FD-1572.

I conclude that such a restrictive reading of the
regulations is not warranted, beczuse rform FD-157§ in no way
Ports to be a complete recitation of zpplicable

regulations. On the other hand, there is a possibility for
confusion oased on the Form FD-1572 reference to ccnsent put
not to written consent. Accordingly, I conclude that while
Dr. Gelfand did violate the teguletions by failing to obtain
prior written consent, his culpability for the violation is
minimal. |

(4]
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In its Comments, the Bureaﬁdésks me to reject expressly

Dr. Gelfand's contention that a discussion about side effects
. satisfies the informed consent requirement. I agree with‘thé
pureau. Consent as defined in 54510;102(h) can only be given
after a patient has received:mucﬁ;ﬁore inforhatidn; i;é;,‘
expected duration of drug use, its purpose, method éﬁd means
of administration, hazards and benefits involved, and

alternatives, and must be in writing.

CHARGE 7: "Blood pressure &nd pulse rates were not recorded

in any regular fashion in the case reports or patient medical

histories.”

Dr. Turner, one of the DA investigztors, testified for
the Bureau that he could not corroborate in the case reports
or patient medical histories any of the blood pressures and
~pulse rates that were reported to Dr. Gelfand
responded only by introducing records for five patients that
-contained underlying corroboraztive data. These records were

all dated after the inspection.

The Presiding Officer states that Charge 7 is factually
substantiated with respect to Dr. Gelfand's practice before

and at the time of inspection. Be further states, however,
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that Dr. Gelfand is not gullty because no speclf
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Form FD-1572 ﬂ 6 c,'reculres the malntenance of

‘.\:"' .

adequate and accurate case hlstcrles de51gned to record all

observations.” The language is clear: investigators must
record all observations in the case histories. Consequently,
I reject the Presiding Officer's disposition of this charge

and conclude that Dr. Gelfand is guilty as charged.

This shortcoming in Dr. Gelfand's recordkeeping is a
most serious one, as the significance of accurate znd recgular

blood pressure and pulse rate mezsurements cznnot be

(o0

uncerestimated for this particuler study. is

[\l

powerful drug for the treatm

(1]
o}
rr

its side eZfects include a
potentially dangerous increzse in the pulse rate. Therefore,
the failure of case histories o contain blocs Pressure and
Pulse measurements goes to the very essence of the studv's
conduct. The complete lack cf ccrroborative dats Gives rise
to a possible inference that the_measurements were not
actually takcn. At the very least verification of the dats

for a lack of clerical transcription errors is not possible.



In either case both the safety of study subjécts ahd'the

integrity of the data are comprbhised.

et
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-CEARGE 8: " "Drug accountablllty was 1ﬁacequabely maintained

AL

for most subjects.

The Bureau attempted to establish this general charge
("for most subjects") by introducing evidence for only one
patient, who was dlscontlnued from the study and subsequently

reentered w1thout the use of any particular documentation.

The Presiding Officer concludes the charge is not

substantiated. He recommends that while the use of a special

"reentry” form is not reguired by either FDA regulations or
the study protocol, the reentry of a patient after a

significant lapse should be highlignted somehow.

I agree with the Presiding Officer's conclusion and

recommendation.

B. Necessity of Disqualification

I have concluded that Dr. Gelfznd repeatedly violated
the regulations. My next inguiry is whether his non-
compliance with the regulations is so significant as to

require disqualification in the absence of an adequate




absent adequate assurance, D:; Gelfand should De
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assurance of future compllance
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ﬁy aééisioﬁ'ié"SQQéa en three factors:
a) whether Dr. Gelfand's non-compliance
adversely affected the validity of the
data, or the safety or rights of
subjects;
b) the nature, scope, and extent of Dr.
Gelfand's violations;
c) whether a lesser sanction would be

adequate.

The Presiding Officer Eid not accress this issue
separately and the regulztions do not requ;e i

Former Commissioner Govan addressed this issue
separately in con51der1ng whether to disguelify cliniczal
investigator Nathan Kline, M.D., and I will do likewise
here.

4o
(53

I do not wish to suggest thet I regard any
violations of applicable reculations &as acceptable.
fDA's reculztions, like & well-desicned protocol, are
desicned to protect not only the subjects of the
investigation but also the velidity of the data
generated. Those data mey -form the basis for important,
even life-aznd-death, decision-making. Thus, any
ceviation from the apolicable regulations is a serious
matter. Not all such deviations, on the other hang,
warrant disqualification.
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I concluded above that Dr. Gelfand's violations

compromised both the ihtegrity of the data and the safety of.

'the subjects. Although Dr. Gelfand dld not dellberately

v1olate the regulatlons, the v1olat10ns were widespread and
ongoing. Some of them, such'a$ the failure to keep adeguate
patient recqrds containing crucizl blood pressure and pPulse
rate data, are inexcusable. In view of.these considerations,
a2 lesser sanction is not adequate; éisqualification is
necessary absent a showing ofvadequate assurance.

- \
C. Adeguate Assurance Concerning Future Violations

Dr. Gelfand submitted a new written policy statement of
procedures to be followed by members of his group practice
with respect to investigational new drug clinicazl studies.
Further, he testified about action ne had undertaken to
correct his recordkeeping deficienéies after the FDA

'inspection.

The Presiding Officer concludes that strict compliance
with the policy statement should prevent future violations
and that Dr. Gelfand will make good faith efforts to ensure
compliance. He states that Dr. Gelfand's testimony
concerning corrective action was credible.

I agree with thé Presiding Officer. vDrn Gelfand's

policy statement and his credible testimony concerning his




1nspectloh, ptovide edeguate assurance that future v1olatlonsf'
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of the regulatlons w111.not occur.-~'
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The Bureau.correctiy tointefout that the clinical
investigator carries the burden of establishing that his
assurance is adequate. The Burean goes on to assert that Dr.
Gelfand did not sustain his burden because his assurance is
made in the abstract ahd not in the context of a specific
investigation. (FDA approved NDA in 1979; bDr.
Gelfand is not currently involved in anv clinical
investigations.) I need not reach &ny generzl conclusion
concerning the conditions in which zn assurance made in the
abstract is adequate. It is sufiicient that, for the rezsons
discussed above, Dr. Gelfand's assureance in this case is
adequate. Should Dr. Gelfand decide to conduct additional
clinical investigations in the future, the Bureau will have
an opportunity to assess his pericrmance as an investigator

a2t that time.

D. Vagueness of FDA Requlations

Dr. Gelfand moved to dismiss the charges acainst him on
the grounds that the epplicable regulations are too vague.
In support of his motion, he relied on the preamble c¢f the

(;

proposed revised regulations concsrning the obligations of

T [P EhodPt T T .
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clinical investigators, which appeared in the Federal

Register of August 8, 1978 (43 F.R. 35210). The preamble

states in part tnat "the way [the current regulatlons] _ .

arestated may have contrlbuted £o mlsunderstandlngs

concerning the conduct Foa ekpécts of clinical

investigators." 43 F.R. at 35210.

The Presiding Officer orally denied Dr.-Gelfand's motion

to dismiss.

I agree with the Presiding Officer. while there is room

for improvement in the current reculzations, most of the

violations with which Dr. Gelfang is charged are not in the

"gray area"; they are covered by the regulations' express

terms. The only exception is Charge 6, concerning written

consent. There, I stated that I recard Dr. Gelfand's
culpability for the violation as rinimal in view of the
~possibility for confusion caused by the difference in

language between Form FD-1572 and 21 CFR § 310.102.

III. CONCLUSION
Dr. Gelfand repeatedly violated FDA regulations by

virtue of his serious recordkeeping cef1c1enc1es in

connection with the clinical study of the 1nvestlgat10nal new

drug Although the violations are sufficiently

serious so as to require disqualification absent adequate



olatlonS'wlll not occur, Dr. Gelfand

has prov1ded adequate assurance that these v1olat10ns Wlll
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Commissioner of Food &/Dr
Dated:
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