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DEPARTMENT OF ESALTE PND HOUMAN SERVICES i’
FOOD AND DRUG ADMINISTRATION %JLo ?ig;g$£:>,
In the matter of: -

MICHAEL C. GELFAND, M.D. , .. . L
Regulatory Hearing COMMISSIONER'S DECISION

The purpose of this proceeding is to determine whether
clinical investigator Michzel C. Gelfahg, ¥.D., should be
‘disqualified from receivinc investigational new drugs.
Pursuant to 21 CFR § 312.1(c)(1) and 21 CFR Part 16,
Associate Commissioner for dealth Affairs Stuart Nightingale,
¥M.D., presided over a reguletory hearing for Dr. Gelfand in.

Epril 1280. EHis recommendation is “hat Dr. Gelfané not bpe

disquelfied.

I conclude that Dr. Gelfand repeatedlyv

h

g¢ileé to conmply
with regulatibns governing the exemzgtion of new drugs for
investigational use. I &lso conclude, howsver, that Dr.
Gelfand has provided adeqguate assurznce that the conditions
for exemption will be met in the future. Theréfore, Dr.
Gelfand is not disqualifiecd from reéeiving investigational
new drugs. My decision is based upon a careful review of the
hearing transcript (hereaf:ter cited as Transcript), the
Presiding Officer's Report'(hereafter cited as Report), the
parties' comments on that Report (hereafter cited as
Comments), the parties’' pre- and post-hearing statements, the

exhibits submi;ted by the parties, and all éther relevant
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The.reasons for my decmslon follow
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In January 1977 Dr; Gelfana became a principal A

1nvestlgator for a phase II cliniczl pharmacology study of

the 1nvest1gat10nal new drug . is a

poweriul drug for the treatment of

A phase II study involves ini:zial
trials on a limited number of patients. 2As required by Fart
312 of the regulations, 21 CFR 312.1(&)(12), Dr. Gelfzand

submitted 2 Fform F2-15372 to the crug's

~spornsor. That form provides infcrmaztion adout the

- investigator and investigation ani stztes that the

investicator understands his specific responsisilities, zs

outlineé in the formnm.

In November and December 797&, %the Food &nd Drug

Administration (FDA) audited the ¢zfa being generzted by Dr.

-

-

Celfand's cliniczal investigaticn as part of its Bio-research

Monitoring Program. t the conclision of that zudit, the

Bureau of Drugs (Bureau), FD&, ccaclufed that Dr. Gelfansd nad

<

repeatedly failed to comply with iz ragulations re lating 't
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the investigationzl use of new dtugs. Consequently, on March
30, 1979, Frances Kelsey, Ph.D.,'H.D., Director of the

Division of Sc1en51f1c Investlgatlons, Bureau of Drugs, wrote

to Dr. Gelfand and offefed hlm an opoortunlty to attend an
informal ponference to dlscuss_the alleged violations ofﬂFDA
regulations. Dr. Kelsey's letter listed eight (8) specific
alleged deficiencies with Dr. Gelfand' s-performance as a
clincal investigator. The letter fL* ther staued .that Dr.
Gelfand had the option of responding in writing if he digd 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 Bureau conbluded that Dr.
Gelfend's letter did not satisfactorily respend to the
cdllegations of Df.‘Kelsey's letter. Consequently, on August
‘9, 1979, the Associate Commissioner fof Compliance issued a
‘notice to Dr. Gelfand providing him with an opportunity for a

regulatory nearing under 21 CFR § i16.24 and § 312.1(c)(1).

Dr. Nightingale presiéed over the regulztory 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 has provided édequate

assurance that in the future he will comply with the

tew wan T T e fmal
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Boﬁé Dr. Gelfand znd the Bureau submltted comments on -~

the Report. On Februa*y 25 1981 after con51der1ng those
comments, the Presidinc Officer dec1ded not to revise the

Report and forwarded tkte matter to me for decision.

II. DECISION

I turn now'to the amerits of this'proceeding. In order
to conclude that a clizical investigator is no longer
eligible to receive invaestigztional new drugs, I must first
Getermine thet the investigator kzs repeatedly or

deliberately violated FDA
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» Or has deliberztely

submitted false informzzion to +lLe soonsor. Second, I must

conclude that the clinizal investiocz tor has

-

[T

giled to furnish
adegquate assurance that the cordi:ions of exemztion will be
met in the future. 21 CFR § 312.1(¢)(2). These issues are

addressed separately below. ' t

A. Violaticn of ©pa Ragulations

‘The Burezu made eicht specific charges against Dr. -

Gelfand at the hearing. The crarzes were first set forth in
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Dr. Kelsey's letter dated March 30, 13979, and were
subsequently modified with respect to the names of specific

patlents 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.

R N

The Presiding Officer concludes that Dr. Gelfand is
guilty in whole or in part of three charges and not guilty
ef one charge. ﬁe further concludes that while the remaining
four' charges are "substantiated," Dr. Gelfand is not guilty
of these charges because the Bure au failed to establish
specxflc violations of FDA regulations. Report at page 16.
Ahs discussed below, I accept some but not all of the
Presiding Officer's findings and conclusions.

CEZARGEZS 1 & 2: 1) "Dates for soze EXGs (electrocardiograms)

in the case reports differ from dates on ERGs found in

medical histories."

2) "Identical (superimposable) EKGs were submitted with

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

The Bureau introduced evidence to substantiate the *

chazrges and presented the testimony of Robert Temple, M.D.,



Dr Gelfand.bld not dlspute'the Bureau s ev1dence. His

esponse was that he had glven the respon51b111ty for
performing and submitting EKGs to his nurse,

Dr. Gelfand testified that as soon aéqFDA investigétors
informed him of the discrepancies, he discussed the problem
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.

-

he Presiding Officer finds or. Gelfend guilty as

-

. charged. Without so stating, he zpparently accepts Dr.

n

Gelfand's explanation for the cause of the discrepancies

-3
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G rere 1s no evidence of a

ne Presicing Officer stetes that

t

eliberzte violation.

I acree with the Presiding Officer's resoiution of these

charges.

The Bureau in its Comments expresses concern that the
Report sucgests that a showlmj of deliberzateness is =z
necessary reguirement for alsqucli 1 ation when repeated

violations are shown. I do not rez¢ the Report as in any wav
. N
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suggesting that deliberateness is a necessary requirement for
disqgualification. 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 thnis 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 clerical error by his nurse
and her misunderstanding of‘the protocol. Ca this basis, the
Presiding Officer finds Dr. Gelfand "Suilty of a single
‘instance"” of charge 3. Report at page 16.

N

I do not agree with the Presiding Officer's implicit
finding that Df. Gelfand was not cuilty of the charge as
stated. Dr; Guréton Turneé, one of the Bureau's
investigators} testifigd that Dr. Gelfand did not make
records availabie for five patients,.and that the patiéﬁg
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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Accordlngly,

e

The Bureau s only cr1t1c1sm in its Comments is w1th the

~ VN

Presiding Offlcer s flndlng that the violations were not

deliberate. For the same reason given under charges 1 and 2,

I £ind the Bureau's criticism to be without merit.

CHARGE 4: "Some subjects' medical records could not be

located.”

For four of the five patients who were the focus of this
charge, Dr. Gelfand procduced some records at the hearing

which had not previouslyv been mace availeble to rDA. None of

these records predated the inspection.

The Presiding Officer fincés Dr. Gelfand not guilty
becégse no "specific violation" was demonstrated. Hde further '
findés that Dr. Gelfand "techrnically reifuted" the charce oy
.producing records at the hearing, even thouch the Chargé is
"substantiated" because records should have been made

-—-

available earlier. Report at paces 9, 15, 16.



I do not accept the Presiding Officer's resolution of
this charge and find Dr. Gelfand'guilty. I agree with the

Bureau that the Report is lnternally inconsistent and that"

—..—_'

the Pre51d1ng Offlcer applles an unduly restrlctlve readlng

of the regulatlons. :

-

Form FD-1572, { 6.e, recuires that case histories be
made available for inspectioz ané copying. A clinical
investigator has. the duty to take réasonable affirmative
steps at the time of inspection, or shortly thereafter, to
make case histories available. NXothing recuires a clinical
investigator to maintain all czse histories ir a single
location, but an investigator shoulé tzke reasonable steps
such as provicding a list of ;atien£s and tnhe locations of
their case nistories, acting as z liazison betwesen FDA
inspectors and co-investigators or health care facilties, or

“physiczlly procuring the recsrés for FDA inspectors.

The Presiding Officer notes that there was a lack of
communiczations and some misvaderstanding between FDA
inspectors and Dr. Gelfand; ror example, despite his promise
to o so, Dr. Gelfand did not try to locate some records and
then call Dr. Turner. Dr. Turner never provided Dr. Gelfand

with a list of patients whosz records were missing.




‘test substances in 197§ (J.M.)

most

under the pressure of a regulatory hearlng dld ‘he produce . ST
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Moreover, he never produced records that predated the
inspection. Such conduct effectively thwarts FDA's
Bio-Research Monitoring Program znd ability to ensure that

investigational new drug trials are conducted in accordence

with the regulations.

CHARGE 5: "One subject was reported to have died in 1875

when in fdct the records indicate that the subject received

Thne 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 later time his assistant

telepnhoned the wrong dezth date to The error,

according to the Bureau, constitutes the submission of false

information to the sponsor in violation of 21 CFR § 312.7(c).

The Presiding Officer finds that while this charg® is
factually substantiated, it was not shown to be a "speciiic
violation of the relevant FDA recgulations."” Report at page

<.
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16. He finds in addition that it was not shown thathr.

Gelfand was personally responéibie for the error.

I agree with the PIESldlng Offlcer that the charge 1s-

factually substantiated. For the reason stated oelow,
however} I uec;iﬁé to consider this charge in de;ermlnlng
whether Dr. e’fand repeatedly™“violated the regulations. The
Bureau points cut that, as the principal investigator, Dr.
Gelfand is ultimately responsible for the proper conduct of
the study and Zor errors made by his assistants. It goes
without saying that, as an abstract éroposition, the Bureau's
position is correct. Applving that Proposition to tne
specifics of chérge 5, however, I conclude that little would
be gained by basing a decision whether to disguelify Dr.
Celfand on this charge. Nothing indicates, &né the Bﬁreau
does not so contend, that this error affected either the
“validity of the data or the safetv of the patients./
Moreover, there is no pattern of repeated errors of this
type.

CHARGE 6: "“"Consent forms Qere dated well after the sunjects

were entered at the study (H.R., B.T.)."

The Bureau introduced evidence that Dr. Gelfand had

obtained signed consent forms for two patients approximately

gl

- 11 -



after eacﬂfhéa éﬁtered the
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1nformed consent from “one patléntwand had dlscussed?“ﬁ'
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recelved ) _ Dr. Gelfand further testlfled that the
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latter dlscu551on was tantamount to 1nformed consent.

R Y

The Presiding Officer states that the charge is
"substantiated in the narrow scope in which it was framegd"
but was not shown to be a specific violation of FDA

regulations. He notes that while Form FD-1572, ¢ 6.9, only

reguires "consent,” 21 CFR § 310.102(h) coes specifically

reguire written consent. =He apparentlyv concludes that the

§ 310.102(h) written consent recuirement is not controlling

because it is not mentioned in Form FD-1372.

I conciude that such a restrictive reading of the
regulations is not warranted, beczuse Form FD—15f2 in no way
ports to be a complete recitation of appiicable
regulations. On the other hand, there is a possibility for

confusion pased on the Form FD-1572 reference “o ccnsent put

‘not to written consent. Accordingly, I conclude that while

Dr. Gelfand did violate the reculations by fazilihg to obtain
prior written consent, his culpabdility for the violation is

minimal.



In its Comments, ;he Bureaﬁdésks me to reject éxpressly
Dr. Gelfand's contention that a discuséion about side effects
,satlsfles the informed consen: requlrement I agree with the
gureau. Consent as ceflned in 5 310 102(n) can only be given"
after a patiermnrt has received, much more 1nformat10n, &_3;,
expected duration of drug use, its purpose, methogd a;d means

of administration, hazards and benefits involved, and
alternatives, and must be in writing.

CHARGE 7: "Blood pressure zrd Pulse rates were not recorded
in any regular fashion in the case reports or patient medical

histories."

Dr. Turner, one of the rpa investigators, testi‘fiegd for
the Bureau that he could not corroborate in the case Ieports
or patient medical histories any of the blood pressures angd
Pulse rates that were reportad to Dr. Gelfand
responded only by introducing recoréds for five pat1e1ts that
-contalned underlying corroborztive 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,



Gelfand 718 hot" gullty because no spec1f1c.
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requlrement requlres the systematlc recordlng of blood» -
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pressures and pulse rates.uk“l_.

Form FD-1S72, ﬂ 6 c)'reculres the malnreuance of
adequate and accurate case hlsrerles designed to record all
observations."™ The language is clear: investigators must
record gl; 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 recordxeeping is a
most serious one, as the significance of accurate znd reculer
blood pressure and pulse rate mezsurements cznnot be

underestimated for this particular study. 1s

)

powerful crug for the treatment

Its side efifects include a
potentially dangerous increase ir the pulse rate. Therefore,
the fallure of case histories fo contain dlocd pressure and
pulse measurements goes to the‘very essence of the study's
conduct. The complete lack of ccrrcborative data Ggives rise
to a possible inference that the‘aeaSurements were not
actually taken. At the very least verification of tFé date

for a lack of clerical transcriotion errors is not possible.




In either case both the safety of study subjécts and‘the

integrity of the data are comprbmised.

e
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-CEARGE 8: " "Drug accountablllty was 1ﬁacequa ely maintained

for most suojects.

i

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

reentered wlthout 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 recguired by either FDA regulations or
the study protocol, the reentry of a patient after a

significent lapse should be nighlighted somehow.

I agree with the Presiding Officer's conclusion and

recommendation.

B. Necessity of Disgualification

I have concluded that Dr. Gelfand repeatedly violategd
the regulations. My next inquify is whether his nom=
compliance with the regulatlons 1s so significant as to

require dlsquallflcatlon in the absence of an adequate




absent adequate assurance, D’- Gelfand should oe

assurance of future compllance
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a) whether Dr. Gelfand's nqnfeompliance
adversely affected the validity of the
data, or ﬁhe safety or rights of
subjectsf
b) the nature, scope, and extent of Dr.
Gelfand's violations;
c) whether a lesser sanction would pe

adequate.

The Presiding Officer Eéid not acdcress this issue
separately and the regulztions do not require it.
Former Commissioner Govan addressed this issue
separately in considering whether to OlSOhcllfV clinical
investigator Nathan Kline, M.D., &nd I will do likewise
here.

r
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I do not wish to suggest that I regard any
violations of applicable regulations &s acceptable.
FDA's reculations, like & well-cesigned orotocol, are
designed to protect not only the subjects of the
investigation but also tnhe validity of ‘tae data
generated. Those data may -form the basis for important,
even life-znd-death, decision-making. Thus, gny
Geviation from the applicable regulations is a serious
matter. Not all such deviations, on the other hand,
warrant disqualification.




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

vlolate the regulatlons, the VlolathnS were widespread and
ongoing. Some of Ehem, such'a; the failure to keep adeguate
patient recqrds containing crucizl blood pressure and pulse
rate data, are inexcusable. In view df;these considerations,
a lesser sanction is not adequate; éisqualification is_
necessary absent-a showing of adeguate assurance.

] \
C. Adeguate Assuran;e Conéernina Future Violations

Dr. Gelfand submitted a new written policy statement of
procedures to be followed by menbers of his group practice
with respect to investigational new drug clinical studies.
Further, he testified about action ne had undertaken to
correct his recordkeeping def'cienﬁies 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.

1 agree with thé Presiding Officer. Dr. Gelfand's

policy statement and his credible testimony concerning his
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commltment to lmplement the pollc1es set out 1n that
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statement, comblned w1th correctlve actlon taken after the
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lnspectlon, prov1de adequate assurance that future v101atlons
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of the regulatlons wlll_hot o&&EEL;T

The Bureau‘correctiy tointsiout that the clinical
investigator carries the burden of estaglishing that his
assurance is adequate. The Burean goes on to assert that Dr.
Gelfand did not sustain his burden because his assurance 1is
made in the abstract aud not in the context of a specific
investigation. (FDA approved NDA in 19739; Dr.
Gelfand is not currently involved in anv clinical
investigations.) I need not reach any generzl conclusion
coneerning the conditions in which an assurance made in the

abstract is adequate. It ig su eént that, for the reasons

bt
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discussed above, Dr. Gelfand's assurance 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 ‘.

2t that time.

D. Vagueness of FDA Regulations

-

Dr. Gelfand moved to dismiss the charges acalnst him on
the grounds that the applicable regulations are too vague,
In support of his motion; he relisd on the preamble cf the

(1

proposed revisead regulatlons conczrning the odligations of




clinicai investigators, which appeared in the Federal
Register of August 8, 1978 (43 ?.R- 35210). The preamble

states in part tnat “the way [the current regulatlons]

arestated may have contrlbuted to mlsunderstandlngs
concerning the conduct FDA eipécts 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. Wwhile there is room
for improvement in the current regu ylons, most of the
violations with which Dr. Gelfand is charged are not iﬁ 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 minimal in view of the
-possibility for confusion caused by the difference in

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

ITIT. CONCLUSION

Dr. Gelfand repeatedly violated FDA regulations vy
virtue of his serious recordkeeping deficiencies in
connectiou with‘the clinical study of the.invegtigational new
drug Although the violations are sufficiently

serious so as to require-disqualification absent adequate
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artnur Bul! Hayes, Jt.,/ M.
Cormissioner of Food &/Dryis

Dated:




