1. INTRODUCTION

N.\ _:.

Pursuant to Title 21 of the Code of Federal Regulations ("C.F.R.") Parts 16 and 312, the United

States Food and Drug Administration ("FDA" or “Agency”) has reviewed the motions for

~

summary decision and. supporting memoranda and exhibits submitted b

' An investigational new drug is defined as "a new drug, . .
used in a clinical investigation." Sege 21 C.F.R. § 312.3(b). A new drug, which includes an

. or biological drug that is

approved drug that is proposed for a new use, is defined in section 201(p) of the Federal Food,

Drug, and Cosmetic Act. See also 2l CF.R. §310.3.
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and maintain adequate and accurate case histories, in violation of 21 C.F.R. § 312.62(b),

(2) submission of false information to the sponsor, in violation of 21 C.F.R. § 312.70; (3) failure
to obtain informed consent from subjects, in violation of 21 C.F.R. § 312.60; and (4) failure to
retain records for a period of two years following the date a marketing application is approved for
the drug for the indication for which it is being investigated, or, if no application is to be filed or,
if the application is not approved for such indication, failure to retain records until two years after
the investigation is discontinued and FDA is notified, in violation of 21 C.F.R. § 312.62(c).

This document constitutes my summary decision on the motions submitted in connection with the

hearing pursuant to 21 CF R 88 16 26(b) This decision will be referred to the FDA
........ g pursuant {0 21 L. K99 10.20(D). Lhus gecision v pereilerreatothe rDA
Cammiccinner far a final datarminatian an thic mattar Sea 21 CF § 16 85 and 212 70
LUMHLTLSS00CT 101 4 anas GUCHunadon on wis mawdi RES L0 LN, § iU TJ aliu Jis iy

In October 1989, Dr. Grecu,? as investigator’, began a clinical investigation under an

= Dr Crecu is currently employed as a physician at the Aoki Diabetes Research Institute,
Sacramento, California. Dr. Grecu is a graduate of the School of Medicine of the Medico-
Pharmaceutical Institute, Cluj, Romania, where he earned an M.D. (1964) and Ph.D.
(endocrinology, 1972). After arriving in the United States, Dr. Grecu did post graduate work in
internal medicine at St. Joseph Mercy Hospital (Pontiac, Michigan; 1974-1976, and in
endocrinology and metabolism at the University of California (Davis; 1976-1978). From 1978 -
1992, he was employed at the Veterans' Affairs (“VA") Outpatieat Clinic, Sacramento, California
and ended his career there as Chief of Endocrinology and Metabolism and Chief Medical Officer.
He held a part-time appointment as Associate Professor of Internal Medicine at the University of
California - Davis. Dr. Grecu is certified by the American Board of Internal Medicine and
American Board of Endocrinology and Metabolism. Memorandum from Director, Division of
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Investigational New Drug application ("IND*)* for the drug glipizide, for the sponsor’[
TJunder IND{_ 7] Center Exhibit (“CX™) § at I; see also CX 6 at 2-3. The
study was conducted in the Sacramento Veteran's Administration (“VA”) Outpatient Clinic in

Sacramento, California. By May 1990, 42 subjects had been enrolled in the study. Id.

After a site monitoring visit in May I990,E :] the contract research organization
employed b){ jto monitor the investigation, raised questions regarding potential altering of

laboratory records of fasting blood sugar values to meet protocol entry criteria. CX 6 at 3.

E :]Medical Director, Dr.[ j visited the study site in Sacramento, reviewed the

study data, and was reportedly convinced that the laboratory values had been changed. Id. [ J

subsequently terminated the study, and no new subjects were entered. CX § at 1. In May 1990,

Scientific Investigations, CDER, to Associate Commissioner for Regulatory Affairs, FDA, dated
September 14, 1994, AR A at 3; CX 2 at 3-4.

* An investigator is defined as “an individual who actually conducts a clinical
investigation (i.e., under whose immediate direction tne drug is administered or dis- ensed to the
subject). In the event an investigation is conducted by a team of individuals, the investigator is
the responsible leader of the team.” See 21 C.F.R. § 312.3(b).

* 21 C.F.R. § 312.20 requires a sponsor to "submit an IND to FDA if the sponsor intends
to conduct a clinical investigation with an investigational new drug that is subject to [21 C.FR.]
§ 312.2(a)." A clinical investigation is defined as "any experiment in which a drug is administered
or dispensed to, or used-tnvolving, one or more human subjects.” 21 CFR. § 312.3(b).

* A sponsor is “a person who takes responsibility for and initiates a clinical investigation.”
21 CFR.§312.35(b)
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L Jnotmed the VA Institutional Review Board the discrepancies in the

™~y r P |

jaboratory records. CX 6 at 3.

TR o8 ~

The VA conducted an investigation and subsequently suspended Dr. Grecu's cinical privileges to
do research. CX 5 at I. The VA review reveaied discrepancies in another study conducted by
Dr. Grecu, investigating the effects of medroxyprogesterone acetate (“MPA”) as an antagonist of
adverse glucocorticoid effects on calcium metabolism in male patients. ]d, at 2. Dr. Grecu was
sponsor-investigator’ of this study, which was conducted at the Sacramento VA Outpatient Clinic
under INDE_ jand which involved at least twenty-four patients with glucocorticoid-induced
osteoporosis. He reported the resuﬁs of this research in Calcified Tissue International (1990)
46:294-299. The VA committee review disclosed numerous discrepancies in the reporting of

information from these subjects. [d.
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Outpatient Clinic. The inspection, conducted by Mr. Merlyn L. Wurscher! and Robert Young,

M.D., Ph.D., confirmed the discrepancies reported by{_ :]and the VA review

committees. Id. at 1-2.° On July 29, 1991, Mr. Wurscher issued an FDA Form 483 (List of

Inspectional Observations) to Dr. Grecu and discussed with him the deficiencies found in the

investigation. Id. at 4.

In response to the inspectional findings, on May 15, 1992, Frances O. Kelsey, Ph.D,, M.D.,
Director of the Center’s Division of Scientific Investigations, Office of Compliance, sent

Dr. Grecu a “Notice of Adverse Findings” letter citing his specific violations of FDA regulations.
CX 1. The letter offered him an opportunity to respond to the allegations in writing or at an
informal conference, or to enter into a consent agreement that would rescind his eligibility to
receive iﬁvestigational drugs. Id. at 6. The letter concluded by stating that, in the absence of a
consent agreement or a satisfactory response, Dr. Grecu would be offered the opportunity for a

regulatory hearing on these matters under 21 C.F.R. Part 16. Id at 7.

On July 27, 1992, Dr. Grecu attended an informal conference with the Center. See CX 2. The

Center was represented by Drs. Kelsey, Young, Alan Lisook, Betty Jones, and George Prager.

¥ At the time of this inspection, Mr. Wurscher worked out of FDA’s San Jose Resident
Post/San Francisco District Office. CX S at 3.

* Dr. Young worked on the investigation from June 24-28, 1991. Mr Wurscher
conducted the remainder of the investigation alone. CX 5 at 3.
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r. Grecu was accompanied by his attorney, Mr. Gregory G
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j Id. at 1. The Center
representatives and Dr. Grecu discussed the FDA investigators’ findings detailed in Dr. Kelsey’s
May 15, 1992 letter and Dr. Grecu was given an opportunity to explain and respond to the

allegations against him. See CX 2.

3. PROCEDURAL HISTORY

The Center found Dr. Grecu's explanation offered at the informal conference to the allegations
against him to be inadequate. By letter dated October 14, 1994, Ronald G. Chesemore, FDA
or Regulatory Affairs, informed Dr. Grecu that he would be given an

latory hearing under 21 C.F.R. Part 16, to determine whether he should be

e H & LR\, . )

10
iV

Mr. Giibert i1s aiso the Administrative Director of Aoki Diabetes Research Institute.
0-11.

—
—

2 at

21 C.F.R. Part 16 provides: "FDA will give to the party requesting the hearing
reasonabie notice of the matters to be considered at the hearing, including a comprehensive
statement of the basis for the decision or action taken or proposed that is the subject of the
hearing and a general summary of the information that will be presented by FDA at the hearing in
support of the decision or action." 21 C.F.R. § 16.24(f).
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Associate Bioresearch Program Coordinator, FDA. See CX 4.  The letter also provided a

response to the charges listed in the NOOH. Id.

Starting on March 28, 1995, the Agency began attempting to schedule a hearing, but the parties
were unable to agree on a suitable date or location for the hearing. See AR E. As Presiding
Officer, I provided both the Center and Dr. Grecu with information on Part 16 hearing

as well as copies of 21 C.F.R. Parts 16 and 10 and § 312.70, in a letter dated

Ao

Sausw y X N aVali. Assv sveses Qo

potential hearing dates from a list of available dates for the hearing to be held at FDA. Id.

In response to this letter, the parties selected conflicting times for a proposed hearing and

AAAAAAA PN S G SN WAL of RS SN YA mman AmieiA .-. o nane Kitriea an abka

lnalca(cc tneir in{ent to tiile motions 107 Summary decision in the near future See AR Tabs N, P,
112 o od | oo R U JU MUY SR T T 7 i D = - TIPS i iy AU P Sy

ana Q Therefore, scheduling the hearing was held in abeyance, pending receipt and

consideration of the motions for summary decision.

The Center submitted its Moticn for Summary Decision and Memorandum in Support of CDER's
Motion for Summary Decision (“Center Motion™) on October 24, 1995. Dr. Grecu submitted a

Memorandum in Opposition of CDER’s Motion for Summary Decision and Memorandum in

Support of the Motion for Summary Decision by Investigator E. Grecu, M.D. (“Grecu Motion”),

2 In addition, Dr. Grecu requested that the hearing be held in Sacramento, California, for
the convenience of a number of his proposed witnesses. AR P.
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FDA's regulations governing the clinical evaluation of investigational new drugs are set forth in
21 C.F.R. Part 312. Regulations regarding informed consent and IRBs applicable to clinical

investigations are set forth in 21 C.F.R. Parts 50 and 56.

Section 312.70 of the regulations provides for the disqualification of clinical investigators. That

section provides, in pertinent part, as follows:

After evaluating all available information, including any explanation
presented by the investigator, if the Commissioner determines that
the investigator has repeatedly or deliberately failed to comply with
the requirements of this part, Part 50, or Part 56, or has deliberat_ely
or reneatedlv submitted false information to the sponsor in any

ui_rgd report, the Commissioner v.ill nuti,y the ';5_" TN ¢ agd

reqg ]
4 L 2
the sponsor of any investigation in which 'hf' investigator has been
named as a participant that the investigator is not entitled to receive
invectioatinnal dnige  The natification will nrovide a ctatement af
l.l'\rd\lb“llvllul A 2] ub-‘ B SN FIVLIANVARIIY VY el ylv'l\‘v W S LWwIlIWwERL W
hacic far ciich determinatinn
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MCER §1172 700k
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The standard for summary decision contained in

. if there is no genuine issue as to any material fact and [ ] the

7

56 of the Federal Rules of Civil Procedure (Fed. R. Civ. P.), which provides that summary

P

moving party is entitled to a judgment as a matter of law.” Fed. R. Civ. P. 56(c). Therefore, the

Presiding Officer may be guided by the body of law developed under Rule 56 in determining
whether summary decision is warranted in this case. See 53 Fed. Reg, 4613, 4614

judgment “shall be rendered . .

(February 17, 1988). *

N
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summary decision has the burden of showing that a rational trier of fact could find for the
nonmoving party and that there is a “genuine issue for trial.” 475 U.S. 574, 586 (1986);593 also
First National Bank of Arizona v. Cities Service Co,, 391 U.S. 253, 288-9 (1968) (where the
record taken as a whole could not lead a rational trier of fact to find for the nonmoving party,
there is no “genuine issue for trial”). To fulfill this burden, the nonmoving party “must set forth
specific facts showing that there is a genuine ,issue‘fo; trial” Fed. R. Civ. P. 56(e), Matsushita

Electrical, 475 U.S. at 586; First National Bank, 391 U.S. at 289. The mere existence of a

scintilla of evidence in support of the nonmoving party’s position will be insufficient. Andersony.

Liberty Lobby. Inc.. 477 U.S. 242, 252 (1986).

As set forth in the NOOH and again in the Center’s Motion, the Center alleges that Dr. Grecu
repeatedly or deliberately violated Federal regulations in his capacity as a clinical investigator of
the investigational drugs glipizide and MPA in at least four respects: (1) he failed to prepare and
maintain adequate and accurate case histories (21 C.F.R. § 312.62(b)); (2) he submitted false
information in required reports to the sponsor (21 C.F.R. § 312.70); (3) he failed to obtain
informed consent of subjects (21 C.F.R. § 312.60); and (4) he failed to retain records for a period
of two years following the date a marketing application is to be filed or if the application‘is not
approved for such indication, until two years after the investigation is discontinued and FDA is
notified (21 C.F.R. § 312.62(c)). Accordingly, if the evidence as currently submitted
demonstrates that no genuine and substantial issue of fact exists as to any one of these alleged

violations and shows that any of the violations occurred repeatedly or deliberately, the Presiding
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Officer may recommend to the Commiss

Charge L. Dr. Grecu violated 21 C.F.R. § 312.62(b)" by fniiiﬁé to prepare and maintain

adequate and accurate case histories.

In the NOOH, the Center charges Dr. Grecu with failing to maintain adequate and accurate case
histories in a study of the investigational drug glipizide, conducted for sponsor|_
" Junder IND[_

Jand in a study of the drug medroxyprogesterone acetate

(“MPA™) ( INDE :ﬁn which Dr Grecu acted as both sponsor and investigator. I will address

ca 1A a

o studies separately.
2i CFR. §312.62(b) provmes that '
maintain adequate and accurate case histories d€§lgncd to
pertinent to the investigation on eacn individual treated w
as a control in the lnvesugauon_
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medication phase of the study, subjects first had to complete the baseline phase. The purpose of
the baseline phase was to ensure that study subjects had a stable baseline glucose level,
documented by fasting plasma glucose values. CX S at 6. During this phase, subjects visi(ed the
clinic one morning a week for a fasting blood glucose (“BG”) test. Id. at 17. The protocol
provided that the weekly BG test was to be taken by "phlebotomy venous sample," or by drawing
blood directly from a vein. Id. at 15. In order to proceed into the medication phase of the study,
subjects had to have BG values of between 160 mg/dL and 300 mg/dL"’, within 60 mg/dL of each

other, on three consecutive visits. [d. at 17. Subjects unable to meet these criteria after five

baseline visits were excluded from the study. Id. at 18.

According to the Center, changes were made in thirty-three separate instances to the three-part
Standard Form 546 slips on which BG results were recorded. These altered values were
subsequently entered onto the subjects' case report forms. CX 5 at 11-15. Center investigators
noted these discrepancies by comparing the test results on the daily laboratory instrument log
sheet and the VA Outpatient Clinic's cumulative computer files with the results on the three parts
of the Standard Form 546 and the case report fcrms. CX 5 at 10. The alterations were made by

writing over or whiting out the initially recorded values. CX 3 at 2. No notations were made on

making a change. [d. Twenty-seven of the alterations resulted in entering test subjects into the

'S On February 2, T990. the upper end of this range was increased to 350 mg/dL by
study Amendment C. See CX 8.
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The Center points out that Dr. Grecu has never disputed the documented aiterations to the slips.

-

s November 1, 1994 response to the NOOH, Dr. Grecu attributes sixteen of the changes to

—
=

"laboratory-originated traﬁ-smc-ribtion“r errors, one to his bwn transcription error, and alleges that
the remaining sixteen discrepancies represent the results of repeat "fingerstick” BG tests' that he
ordered an hour after the initial results were obtained. CX 4 at 1-2. He argues that the
transcription errors should not be considered a violation of FDA regulations because he could not
have prevented them and would have corrected both the "laboratory-originated tfanscri_ption"
errors and his own transcription error when preparing the data report to the sponsor at the end of
the study. Id. at 2; see also CX 2 at 51-2. He argues that the repeat fingerstick BG tests do not

constitute “false data™ but rather are “equally valid” to the venous BG test, although he

acknowledges that he erred in failing to note the change in BG value, which “certainly was not
deliberate™ CX 4 at 2 (emphasis in original)
Dr. Grecu's explanation fails to raise any genuine issue of fact for consideration. Although he

s terminaied prematu rely,

iever had the opportunity to prepare a final report because his study w

he still was required by regulation and the study protocol to prepare and maintain accurate

hfgrsin

1t HIL N cacte amalioa .
® "Fmgc:suck“ BG tests analyze blood taken from the capmanes
1 X 2 at20.

of t
rawn directly from a vein. C

O.
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Thé Center accurately notes, and Dr. Grecu admits, that the sixteen discrepancies that Dr. Grecu
attributes to a repeat of the BG test were not authorized by the protocol. See CX 8; see aiso
CX 2 at 27. The protocol makes no provisions for repeat BG tests until the medication phase of
the study. CX 8 at 19. Nor does it permit the use of fingerstick BG tests, instead requiring

venous samples of blood to be drawn and analyzed in the laboratory. Id. at 15.

Dr. Grecu justifies these departures, however, based on his “clinical judgment" and on the basis

that the protocol did not explicitly prohibit them. He explains that

[t]he idea of the study, as designed, was to enroll "stable" type 2
diabetic patients. [ have been treating these patients for years,
knew them well, and I was in the bﬂf position to judge their
diahetec "ctahilitvy * much mare <o than ust relvine on the BG range
QIAULICS Stavuiity, alauavit Ui v SU i@ juds sheyiiy Vit S J S
~rhacan in tha etiidu nratacal When Aan a few nccasions a
CIHIVIGIT 1L UL oltuu PIULUVUI . VYV IV, Vil @ sV VY UvVhAoivieg, &
Eocting R Aid nnt it tha tact acitaria allagad ta ectahlich "etahility”
LaSUIE DU UiU UL UL UIC 1031 Liditiia alityvu LU votaviisn stauviiiy
L. alin atesdes mermtmmmal 1o m svartinlaer Aiahatin mnatiant wall Lanwn tna
Oy tn bluuy ProwoCal, in a partiCuidi diautuv paucil woi avwii wo
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will have the same BG when tested an hour later the same morning.
I, and every other physician, would therefore anucnpa e a different

,,,,,,, ML PP Mapy

Specifically, the protocol provided: “The investigator or sub-i T
for assuring that study data is completeiy and accurately recorded on the case report for
supplied by the sponsor.” CX 8 at 30.
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number, which might fit the test criteria required by the protocol.
The patients I had enrolled already fulfilled all the criteria required
by the protocol and were stable diabetics in my clinical judgment; if

tha ranaat R wanld fit the comewhat arhitrary range criteria nF th
lllG lbpcal AN VWWUUIU AL VUi SVl TV LAY Hlvltlul) 3" WEILWI A Wa s

protocol, the patient could continue in the study. If not, I would
drop him from the study . . . Uniformly I have been assured that
using the ﬁngerstick BG was a valid practice given the skilled

L ad

persﬁﬁ aamtmsrenng the test .

Grecu Motion at 20.'*

Dr. Grecu contends that the protocol permitted repeat BG tests in the medication phase of the
study. As the Center accurately notes, however, this provision permitting repeat BG tests (on the
next day, notably-- not one hour later) in the medication phase is entirely irrelevant to the

question of whether such tests were permitted in the baseline entry phase of the study.

Dr. Grecu's argument simply misses the point. In agreeing to participate in the study, Dr. Grecu

nogread ta abkida Lo,
agreea to aoige o

relevant provisions:

'*  During the informal conference with the Center in 1952, Dr. Grecu attempted to

justify his departure from the protocol by presenting testimony from his witness Dr} _
who explained that, in his opinion, the protocol design was inadequate in using only a few

fasting blood sugar results as criteria for gaining access to the study instead of a hemoglobin A1C
test, which measures glucose control over longer periods of time. CX 2 at 35-36, 53-58.
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1. Modifications in Protocol. Neither the investigator nor

C ]will modify this protocol without first obtaining the
concurrence of the other. The party initiating a modification will
confirm it in writing and appropriate IRB approval shall be
obtained, if necessary, PRIOR to implementation of the change.
2. Departures from Protocol for an Individual Patient. A departure
from protocol shall only be allowed for an individual patient if there
is an emergency or accident where the patient's safety is at risk. In

the event of this occurrence, the investigator shall inform
_)Such contact shall be made as soon as possible to

permit a decision as to whether or not the patient involved should
continue in the study.

CX 8 at 26 (emphasis in onginal).

Dr. Grecu acknowledges that he never attempted to modify the protocol pursuant to the above
provisions, stating that, despite his belief that the protocol was insufficient to take into account
fluctuating blood glucose values, he "did not have the chance to raise it with the sponsor."

CX 2 at 18. He noted later that because the protocol previously had been formally modified in
ways suggesting greater discretion for the investigator, he felt "absolutely comfortable" repeating

the BG test without seeking a formal modification to the protocol. [d. at 40.

Dr. Grecu's explanation for altering the laboratory tests to delete valid BG results and instead
reflect the results of "repeat” fingerstick tests is unacceptable. Accuracy of the BG tests was
critical to determining both the effectiveness of the investigational drug and subject selection
criteria. While batient risk was low, a subject inappropriately assigned to the treatment group by

altered baseline data was placed at increased risk for hypoglycemia. CX 6 at 5. As the Center
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noted, twenty-seven of the thirty-three subjects whose laboratory slips reflected such alterations
would have been ineligible for the study absent the "transcription errors" and other alterations,

and thus may have been placed at'risk. Id. at 9

The evidence submitted on this charge clearly estz;l;lisges thai Dr. Grecu deliberately and
repeatedly altered the values on laboratory slips."” In fact, D.r.vGrecu himself admits that his
actions in altering the BG véiues on sixteen of thirt);-thrée forms were bc;th deliberate and in
contradiction to the protocol, which permitted neither fingerstick tests nor repeat tests for the
baseline/entry phase of the study.?® CX 2 at 27. The values entered onto the forms were thus

inaccurate in that they did not reflect the subject's BG values obtained in accordance with the

clear specifications of the protocol.

For the reasons stated above, Dr. Grecu has failed to raise any genuine and substantial issue of

' Moreover, there is some evidence to suggest that Dr. Grecu attempted to alter the BG
values in the VA computer to match those on the altered laboratory slips. See CX 9. According
to Laboratory Supervisor[ j Dr. Grecu requested that[f) Talter the

computer's BG values of 8-15 patients. CX 9 at 3. Dr. Grecu's request ofC ____?took place
on May 25, 1970, three days after]_ jrci'iew of the records that called Dr. Grecu's

practices into question, and only four days prior to the visit ott - Medical Director, Dr.

C lu

%% Dr. Grecu stated that he only performed a fingerstick BG test when the patient could
not return the following day for a venous BG test, although no documentation was presented to
establish this. CX 2 at 28-29, 122. Dr. Grecu stated that his patients were “very eager” to
participate in the study, so he was reluctant to drop a patient when he did not make the entry
criteria as stated in the protocol. [d, At 122-3. Instead, Dr. Grecu stated that he could offer his
patients an opportunity for a re-test within half an hour or on the following day. Id.
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fact that precludes summary decision as a matter of law on whether Dr. Grecu failed to prepare
and maintain adequate and accurate case histories. Thus, for the glipizide study, the Center has

demonstrated that Dr. Grecu repeatedly and deliberately violated 21 C.F.R. § 312.62(b).
B. MPA Study

The Center also charges that Dr. Grecu failed to prepare and maintain adequate and accurate case

tedmaine £ sbha sboeder Anndd
IIDLOUTICS 101 LT DLUUY HT U J

(¢}

21 CF.R. § 312.62(b).

In the MPA study (IND[ Jconducted at the VA Medical Center in Sacramento, Califorﬁia,
Dr. Grecu sought to prove his hypothesis that MPA is an effective therapy for glucocorticoid-
induced osteoporosis. CX 5 at 18. Toward that end, he treated a group of patients suffering
from glucocorticoid-induced osteoporosis with MPA and recorded their trabecular bone density
(“TBD")¥ values over the span of a year to assess the effect of the MPA  Id. at 18-19;

Grecu Exhibit ("GX") C at 1. Study subjects were to undergo computerized tomography (“CT")
scans immediately prior to'treatment with MPA (the baseline or 0O-month time period) as well as

at 2 6.maonth and 12-maonth-interval to acgrcs whether their TRD valuies wera increacino
at a2 &-month and 1Z-monthinterval to assess whether thewr 18D values were increasing in

i &

accordance with Dr. Grecu's theory. CX 5 at 18-19.

21 TBD determinations were conducted at the VA Medical Center in Martinez, California
("VA Martinez.")
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The Center reported that FDA investigators attempted to obtain the case histories for the subjects
of the MPA study, both during FDA investigations in June and July 1991, and during Dr. Grecu’s
informal conference with Center staff in Rockville, Maryland, on July 27, 1992, CX3 at’s.
Dr. Grecu stated on all of these occasions that he no longer had these case histories in his
possession. He stated in his response to the NOOH dated November 1, 1994:

As I explained during the informal conference with CDER on

July 27, 1992, in order to facilitate the collection and safe-keeping

of the data generated during that length study (5 years), I chose to

concentrate it all in a master data book. This master data book was

lost in 1989, shortly after data was statistically analyzed and

prepared for publication. When in 1991 this study was reviewed by

the FDA investigators, I was able to provide them only with the

analyzed and tabled data I used for publication two years earlier,

but not with the raw data contained in the lost master data book.

Id. at 2-3; see also CX 2 at 67. The results of the MPA study were set forth in a paper entitled
“Effective Therapy of Glucocorticoid Induced Osteoporosis with Medroxyprogesterone Acetate”
publi'shed in Calcified Tissue International (1990) 46:294-299. Dr. Grecu submitted this article to
FDA in partial fulfillment of his resbonsibility‘ as sponsor of IND[_ ]to submit an annual
progress report (21 C.F.R. § 312.33).% The Center compared the published data with the
pertinent VA hospital records in an attempt to reconstruct the case histories for these study

subjects.

22 Dr. Grecu stated that he submitted this article for publication in April 1989.
CX 2 at 66.
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In the NOOH, the Center outlined a number of discrepancies that became apparent upon

comparison of these two sets of records, including:

l. Individual subjects’ computerized tomography trabecular

- bone density (“TBD") determinations were reported as if they were
determinations from several subjects;

2. Subjects were included in the control group while they were
receiving MPA;
3. Computerized tomography TBD deterﬁ‘\'inations were

reported as being taken at defined times, e.g., day 0, but VA
records did not confirm that the TBD determinations had been
taken on or near the defined time reported; and

4. Intervals between computerized tomography TBD
determinations were incorrectly reported.

CX 3 at 5-10.

Dr. Grecu admits that the only case histories he kept were in the master data book.”. CX 4 at 2.
The only data that Dr. Grecu can present as evidence of the case histories lost with the master
data book is the published article, which, as Dr. Grecu himself points out, is rife with errors.

Dr. Grecu freely admits that eleven of the twenty-th(ce study subjects included in his article were

misidentified. CX 4 &t 3. He blames the misidentification on a number of factors, including the

#* Although the data book disappeared before Dr. Grecu could verify the data he planned

to use in the article, he apparently did not hesitate to present the unverified data for publication.



! .
X

In the Matter of Eugen O. Grecu, M.D., Ph.D. - Page 21

values.® CX 2 at 68-70; CX 4 at 3. Dr. Grecu's inability to positively identify nearly one-half of

his study subjects is striking evidence of his failure to prepare and maintain adequate and accurate

case histories.

Dr. Grecu also admits that two of the correctly identified subjects served as a control for one year

and then were treated the subsequent year ( 19{ :(and 9{: Ja!so 14{: Jand s :J CX4at

collection a

collection an urposes. Hence , the Center accuratel
. . . :

these individual subjects' computerized TBD determinations as if they were determinations from

several subjects, and in so doing, failed to keep adequate and accurate case histories for these two

PO RPN

subjects

— ~ 1 1 AP | s L N4 s [ N '- —‘ 1 e A ) - . 3 .
Dr. Grecu also admits'that one subject, 15{  _jwas erroneously included in the control group
even though he was treated with over 20 mg prednisone daily.”* CX 4 at 3. Although Dr. Grecu

claims that this was an unintentional error caused by the loss of the master data book and the

2% Dr. Grecu acknowledges that he "adjusted” TBD values in certain situations. CX 2 at
70; CX 4 at 3. If, for example, a TBD measurement failed to include measurements of all 4
lumbar vertebrae, as it was supposed to, he would eliminate the inconsistently measured
vertebrae. Id. Or, if a TBD measurement was so "discordant” with other measurements that it,
in his opinion, suggested technical error, he would eliminate that value. [d.

> Dr. Grecu intended to include in the publication only those patients on less than 20 mg
prednisone a day. CX 4 at 3; CX 2 at 81.
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subsequent difficulty in checking the data prior to publication without the data book, he included
this information in his article. Hence, the Center is correct in its charge that this subject's case

history incorrectly reflected that he was a member of the control group when in fact he should not

have been included in that group.

The Center further alleges that Dr. Grecu réported test results as having.bé.en taken at 0, 6, and
12 month intervals even though the dates of the actual tests reveal that the tests were not
performed at those intervals, or on the dates listed. CX 3 at 7-10. Dr. Grecu maintains that,
although he tried to take the TBD's on dates as close as possible to the required intervals, it was
often impossible, due to scheduling difficulties, the patients' serious health problems, and CT

scanner failures. CX 4 at4. Thus, he argues, he based his conclusions solely on the baseline (0)

and 12 month values. ]d, o

Regardless of whether Dr. Grecu based his conclusions on data from all three intervals or only
two, he kept inaccurate case histories for the subjects whose test dates and intervals were falsely
reported in the published article. In submitting the study for publication, Dr. Grecu represented
that the dates and intervals listed for each study subject were accurate, when in fact he was aware

" “that the reported dates and intervals may have been off by several months.*

2¢ For example, Dr. Grecu reported the baseline (0) TBD examination (date of first
administration of MPA) for one subject (9{ Jas taking place on December 23, 1987, when
hospital records indicate that the examination took place on September 17, 1987. CX 3 at 8. The
6-month examination, reported as taking place on June 23, 1988, in fact took place on
August 26, 1988 (almost 12 months after the baseline examination) according to hospital records.
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study discrepancies were deliberate, especially with regard to the case histories for w'nich_fr}e
intentionally altered and manipulated the dates and intervals. The Ad Hoc Committee Review of
the VA Medical Center at Martinez also concluded that numerous instances of data
manjpulation?’ existed in Dr. Grecu's study, all of which supported Dr. Grecu's hypothesis that
MPA had a therapeutic effect on glucocorticoid:induced osteoporosis, and that this type of

osteoporosis would be progressive if left untreated. CX 7 at 9.

The overwhelming amount of evidence demonstrates the absence of any genuine and substantial

— issue of fact regarding the charge that Dr. Grecu deliberately and repeatedly altered the case
histories of subjects he included in the study he submitted for publication, and thus deliberately

ailed to prepare and maintain adequate and accurate case histonies for these

: b oY

Id. The i12-month examination, reported as taking piace on December 23, 1588, actually took
piace on February 7, 1989. Id,
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TBD data in 8 cases; the misassignment of cases to the wrong group (tré

suppression of information (cvmence of decreased bone density) inconsistent with Dr. Grecu's
hypothesis; and the suppression of information inconsistent with the assertion that cases were
randomly assigned to the two groups (certain individuals were first used as controls and then
treated, without notation or identification.) CX 7 at 9. The committee reaffirmed these findings
5 after considering Dr. Grecu's response to the initial review. [d, at 21.
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ChargeII.: Dr. Grecu violated 21 C.F.R. § 312.70(a)* by submitting false information to

the sponsor in required reports.”

In its motion for summary decision, the Center has restricted consideration of this issue to the

glipizide study. Center Motion at 14-15. The Center alleges that false information was submitted
in required reports to the sponsor of the glipizide study, because the case report forms contained
at least thirty-three separate instances of altered and inaccurate BG values and these forms were

periodically reviewed by{_ :]the sponsor, and by[ :]the firm employed by[ J

to monitor the investigation. See CX 2 at 59-60.

28 Section 312.70(a) provides the following:

If FDA has information indicating that an investigator has
repeatedly or deliberately failed to comply with the requirements of
this part, Part 50, or part 56, or has submitted to the sponsor false
information in any required report, the Center for Drug Evaluation
and Research or the Center for Biologics Evaluation and Research
will furnish the investigator written notice of the matter complained
of and offer the investigator an opportunity to explain the matter in
writing, or, at the option of the investigator, in an informal
conference. If an explanation is offercd bi.: fut ac~~p* -k "he
Center for Drug Evaluation and Research or the Center tor

- ———DBiologics-Evaluation and Research, the investigator will be given an
opportunity for a regulatory hearing under part 16 on the question
of whether the inveéstigator is entitled to receive investigational new

drugs.

2% If the Commissioner determines that the investigator has “deliberately or repeatedly
submitted false information to the sponsor in any required report,” the Commissioner will
disqualify the investigator from being entitled to receive investigational drugs.

21 CF.R §312.70 (b). ’
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The Center references the protocol’s provision for inspection of the case report forms, which

states: -

The investigator or sub-investigatof is responsible for assuring that
study data is completely and accurately recorded on.the case report

forms supplied by the sponsor. The last page of the case report

form must be.signed by the principal or sub-investigatoras .
verification that the data has been reviewed and is complete and
accurate. The investigator must have independent records of each

patient’s data at all times.

Investigators are expected to have each patient’s case report form
completed promptly and satisfactorily for retrieval by ;_n__au_thorized
representative of ['_ Jmonitoring team.

CX 8 at 30.

The protocol also provides the following instructions:

E. Monitoring

At periodic, pre-scheduled visits, each investigator will permit an
authorized representative of[ _ jmonitoring team, the
FDA. and/or sponsoring client to inspect all case report forms and
study related adjunctive data. Case report forms will be compared
to supporting data, such as office and/or hospital records containing
laboratory, consultation reports, complete history and physical
examinations, progress notes, etc. - o

The investigator will obtain, iii the informed consent, permission

from the patient for an authorized representative of

E_ ' ___]FDA and/or sponsoring client to have access to

such source documents for this purpose. These reviews are

required by Federal Regulations. to insure both adherence to the
T "mmmmmﬁmdmgmdmmm

CX 8 at 31 (emphasis added).
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Dr. Grecu disputes that he submitted false information to the sponsor on a number of grounds.

First, he argues, he did not "submit" information to the sponsor, noting that the study was

concluded before any final reports were compiled or sent to the sponsor. CX 4 at 1-2;

Gr.ecu Motion at S' .S'e"cond hé ‘c—c;ﬁtends that no reports were submitted to “the sponsor, f j
ently contendmz that it was merelv ar ]representative“ who reviewed the data, and not

the sponsor itself. Grecu Motion at 5-6. Finally, he asserts that the relevant regulation only

documents reviewed by !he{: TJand_ TJrepresentatives were instead "reports of a
lace r\rmn‘ natnirp " TA ';r‘

1WOO LV IIAL Hldltul . AN GL V.

TVae M enmeiln tmb ettt nom ~ A tnema oot " . . N «

Dr. Grecu's interpretation of the term "submit" is, as the Center points out, unreasonably narrow

Dr. Grecu apparently contends that because he sent nothing directly to the sponsor, he submitted

nothing. This interpretation of the term 1s contrary to common sense, as well as the dictionary
ry

0
3

definition of “submit.” According to Webster's Dictionary (Webster's II New Riverside University
Dictionary 1154 (Houghton Mifflin 1988)), "submit" is defined as “[t]Jo commit (something) to the
consideration or judgment of another." Center Reply at 5. Dr. Grecu clearly committed his data
forms and case reports "to the consideration or judgment” oftheE jrepresentative and the

C “{representative, as he was required to do under the protocol. CX 8 at 30-31.

Hence, he "submitted” the information within the meaning of the term.
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His contention that he submitted nothing to "the sponsor” but only to an agent of the sponsor is

similarly far-fetched. Once again, the protocol required that the investigator have reports..

available for inspection by representatives oft :(as well as[ jthe firm with which

{-_ jcontracted_ to monitor the progress of the study. CX 8 at 30-31. Documents reviewed by

representatives of either firm were thus reviewed by "the sponsor,” contrary to Dr. Grecu's

assertion otherwise.

Dr. Grecu's assertion that the pertinent regulgtion addresses only "final" or "formal" required
reports is at odds with the pro(dcol itself. The prc;tocol‘..speciﬁcally requires that the investigator
prepare accurate case report forms for inspection and retrieval by{_ Jrepresentatives
or[ Jrepresentatives. CX 8 at 30-31. As stated in the protocol, “[t]hese reviews are required
by Federal Regulations, to insure both adhgrence to the protocol, and the completeness and
exactness of the data being entered." Id. at31. To hold tﬂat tﬁese reports were not required
would thus contradict the stated intent and purpose of this protocol provision, as well as the

purpose of the regulation itself *"

*® The preamble to 21 C.F.R. § 312.70 also sheds light ou tiie intended purpose of the
requirement:

A clinical investigator who falsified or destroyed original records of
a drug study, and who then submitted false records to a sponsor,
would clearly cause the sponsor to maintain false record and to

~—- --- make false reports to FDA. Moreover, were an investigator not
required to maintain his or her own records (as distinct from those
maintained by the sponsor), FDA would in those cases frequently
‘be precluded from evendiscovering the falseness of the reports and
would then review and perhaps approve drug products on the basis
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Finally, it is clear that the information contained in the reports reviewed byC j and
[ Jwasin fact"’false." The case report forms reviewed by[_ ]and C ]
representatives were held out by Dr. Grecu as accurate representations of the preclinicalﬁ:st
results of the study subjects, when in fact they contained false information. Whether the
alterations were the result of “transcription errors” or of unauthorized repeat fingerstick testing,
the original, accurate results of the requnred venous testmg were absent from the case report

ST NN

forms when the sponsor’s representatives reviewed them Hence Dr. Grecu submitted false

information to the sponsor in the required case reports.

Furthermore, Dr. Grecu submitted the false information repeatedly, in several patients' case

reports. With regard to at least those case reports that were altered as a result of the repeat

testing, the submissions were deliberate.

For the reasons stated above, it is apparent that Dr. Grecu has failed to raise any genuine and
substantial issue of fact that precludes summary decision as a matter of law on this issue. The
Center has demonstrated that Dr. Grecu submitted false information to the sponsor in required

reports in violation of 21 C.F.R. § 312.70.

of false data.

52 Eed. Reg, 8798, 8827 (March 19, 1987). As the Center points out, to restrict the
interpretation of "required reports" to only the final reports submitted by investigators would lead
to a truly undesirable result, in that it would permit an investigator to-escape sanction for
falsification of data unless his conduct was discovered after he complled the final report of the
investigation. Center Reply at 5.
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Charge [II: Dr. Grecu violated 21 C.F.R. § 312.60°' by failing to obtain informed consent

of subjects.

In the NOOH, the Center charges that Dr. Grecu had been unable to demonstrate that he obtained
the informed consent of two test subjects in the MPA study. NOOH at 10. The Center’s Motion
states that informed consent forms for subjects #18 and #22 were not found in the subjects’

medical records maintained at the VA hospital, and that Dr. Grecu had admitted that he could not

locate the written informed consent for these subjects. Center Motion at 15.

M Section 312.60 provides in relevant part that *...[a]n investigator shall, in accordance
ovisions of part 50, obtain the informed consent nfeach human sublect to whom the

VadeuUs Ll ea

epre
is administered, except as provided in § 50.23.”
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Section 50.23 provides circumstances when obtaining informed consent is not feasible, because
the subject is confronted with a life-threatening situation necessitating use of the test article
immediately, there is no suitable alternative therapy, informed consent cannot be obtained because
of an inability to comrhunicate with the subject, and due to insufficient time, or in certain military
operations, as determined by the Commissioner.

Regarding documentation of informed consent, section 50.27(a) provides that “[e]xcept as
provided in § 56.109(c), informed consent shall be documented by the use of a written consent
form approved by the IRB and signed and dated by tae subject or the subject’s legally authorized
representative at the time of consent. A copy shall be given to the person signing the form.”

Section 56.109(c) provides that “[a]n IRB shall require documentatxon of informed consent in
accordance with § 50.27 of this chapter, except as follows:

(1) The IRB may, for some or all subjects, waive the requirement that the subject, or the
subject’s legally authorized representative, sign a written consent form if it finds that the research
presents no more than minimal risk of harm to subjects and involves no procedures for which
written consent is normally required outside the research context; or

(2) The IRB may, for some or all subjects, find that the requirements in § 50 24 of this

informed consent for emergency research are met’
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attributes to the loss of them ;
CX 4 at 4: Grecu Motion at 13-14, 25-26. He alleges that the consent form for subject #22,
however, is not missing, instead arguing that subject #22 was misidentified. Thus, according to
Dr. Grecu, the consent form sought by investigators was for a patient not enrolled in the study,
and informed consent was nonexistent®?. Id. Dr. Grecu further asserts that the fact that one

he file d e to obtain informed consent, because,

consent form was not in the fiie goes not evidence a failu

_________

according to him, a failure to obtain informed consent may only be shown when the subject states
that he did not sign an informed consent form. Grecu Motion at 13-14. Finally, Dr. Grecu

asserts that failure to demonstrate the existence of one informed consent form does not meet the

definition of a “repeated” violation of part 312 for purposes of 21 C.F.R. § 312.70 (b).

Id. at 13-14, 25-26.

Regardless of whether Dr. Grecu was able to limit this charge to only one study subject® without

an informed consent form in his medical records, the Center has not presented proof, other than

the missing consent forms, to demonstrate that informed consent was not obtained for these two

vu.-v-..’ L3 QL 1316 aLiaal Lttt

constitute a violation performed “repeated|
It is not necessary for C._DER alleﬂe mullmle vmlanons ofthe mformed consent requirement in
order to prevail on this gharg_; a single vxo!anon 1s sufficient. See § 312.60. The Center is
required, however, to demonstrate re neaged g_[ dghbcragg violations of the relevant requirements
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the first instance. It is also possible that the Center could present further evidence sufficient to

consent forms to be lost rather than that Dr. Grecu failed to obtain written informed consent in

establish that informed consent was never obtained for these two subjects. In the absence of

~

further evidence or testimony at this time, however, I cannot resolve this charge on summary

Dr. Grecu violated 21 C.F.R. 312.62(c)* by failing to retain records for a

Charge IV

decision.
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The Center charges that Dr. Grecu failed to retain records of the MPA study (INDI:_ _:]for a
period of two years following the discontinuation of the investigation and notification to FDA, as

required by the regulation. After reviewing the evidence presented by the parties, I find that

Dr. Grecu failed to raise any genuine and substantial issue of fact as to the allegation that

Dr. Grecu failed to retain the records of the MPA study for two years after completion of the

Tha Coantoar ctatec that Nr (Grociy admittad ta lacing hic Yemactar dAata han~l-"35 Cor eha RADA ctr: A4
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did not notify FDA that he intended to destroy his records two years after the investigation was
discontinued, as required by § 312.62(c). Center Reply at 8-9. Fxnally the Center emphasized

that it was the investigator's responsibility, not that of the VA, to retain records related to the

study. Id. at 8.

Dr. Grecu maintains in his motion for summary decision that the master data book contained

accurate case history forms for all subjects and that he should not be held accountable for not

** This master data book. according to Dr. Grecu, contained all relevant data obtained
during the study. CX 4 at 2.
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having the records on hand because they were “lost." Grecu Motion at 12, 14; see also
CX 2 at 75, 77-79. He further alleges that the data book "had to be taken by someone . . .
who . . . was interested in hurting [him]." Grecu Motion at 26. He goes on to argue, that the
records were in the VA's possession, and he cannot be ﬂeld accountable for failing to retain them.
Grecu Motion at 30. Finally, Dr. Grecu argues that he did not violaté this regulation because the

two years to retain records ran from the date of comp!etion of the study, and the medical records

were kept until that time by the VA but that Dr. Grecu was denied access to the VA records. Id,

tested in the study,

In this case, because no marketing application was filed for the indication
Dr. Grecu, as the investigator, was obligated to retain the drug disposition information and case

histories containing pertinent data for a period of two years following discontinuation of the study

and notification to FDA that the study was discontinued. 2! CFR.
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because it purpo ortedly lost the records of the study patients, it was Dr. Grecu's
r to retain his own copy of the records. The whereabouts of the VA's
copy of the records is thus irrelevant to this inquiry, and the only issue is Dr. Grecu's retention of

records.

Yo «wrnoxr
* “Effective Therapy or Glucocorticoid Induced Osteoporosxs with

Medroxyprogesterone Acetate.” Calcified Tissue International (1990) 46:294-299.



\)

In the Matter of Eugen O. Grecu, M.D., Ph.D. - Page 34

I B B S PN I < . SN SU S BN IRy DI o uiupy IR B
n oraer 1o aertermine wnener pr. Urecu mainitained tne 1cCuidd 101 e proper peitoa o

e

three dates must be considered and compared: the date the study conciuded, the date that

Dr. Grecu notified the agency that the study had conciuded, and the date the master data book

was jost.

According to Dr. Grecu; the MPA study began in 1984 and concluded in “early” 1989.

CX 2 at 68; CX 4 at 2; Grecu Motion at 30. At a minimum, then, if Dr. Grecu had immediately
notified the FDA, the records should have been maintained until 1991 (two years following
conclusion of the study and immediate notification of FDA). Dr. Grecu offers conflicting dates
regarding when the master ;iata book disappeared, but all of the dates asserted by Dr. Grecu

would be less than two years following conclusion of the study.”” CX 2 at 67,87;CX 4 at 2, 3;

CX 5 at 32.

A7 . .

During the 1992 meeting with the Center, Dr. Grecu asserted that he "lost the book in
the first part of 1980 " CX 2 at 87 In his Naovember 1094 recnance ta tha NONOH De Grann
SIEV AR Or &t Ve 2 SV, i m @ WY W ASS 888U A VUV LEIIVNVE A s /Y lvut}vllg\v LA LA N B A M TN g I S L R L
reiterates that "this master data book was lost in 1989 shortly after the data was etatistically
PNIVL WlLD Liidt SIAED HHIGIILE VOG VUUR VYR IVOL 1 1 U7, SVl y dattd L uala vwad S.awtuvail
analvzed and prepared for publication.® CX 4 at 2 When guestioned by FDA investigatare in
QLA LLU Qitu prLpaivy sVt puvaivaiivi. v Y oal & YV RILIL YULoliVLILG VY s /Ny lllVC)tlsdlUIQ 11ty
June and Julv of 1991 regarding his missine book the investioators naoted: “he IDr Gracu) ctated
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1e subm
t 67,87, CX 4 at 3. Thus, the weight of Dr. Grecu's testimony
n early 1989-- the same year the study concluded.
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study, required by the regulation, before the records could be destroyed. Instead, the Center
alleges in its Reply Memorandum that Dr. Grecu "never informed CDER of his intent to dispose
of the records of this investigation." Center ﬁeply at 9. Dr. Grecu has, notably, never contended
that he notified the Center of the conclusion of the investigation or of his intent to dispose of the
records. Whether Dr. Grecu failed to notify FDA that the study had been concluded remains an

unresolved issue of fact. Accordingly, I must address whether regardless of notification,

Dr. Grecu nevertheless violated the regulation.

Even assuming that Dr. Grecu notified FDA that the MPA study had been discontinued,

Dr. Grecu has consistently admitted that he failed to retain the records for two years after the
MPA study had been discontinued. Dr. Grecu’s assertion that the VA retained a similar or
duplicate copy of these records for the required time period is insufficient to remove his obligation
as a clinical investigator to retain his own copy of the records. I cannot determine at this point
whether Dr. Grecu notiﬂ-ed FDA that the MPA study had been discontinued. However, I do not
need to réach a decision on this aspect of'the charge because at a minimum, Dr. Grgcu was
required to retain the records for two years following completion of the study and notification of
FDA, and Dr. Grecu has admitted that he personally failed to retain the medical records for the
MPA study for two years after the MPA study had been discontinued. Therefore, I find that the
Center has demonstrated that Dr. Grecu failed to raise any genuine and substantial issue of fact as
to whether he retained the records of the MPA study for two years following completion of the

study and notification to the agency, in violation of 21 C.F.R. § 312.62(c).
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Finally, regarding all of the charges, Dr. Grecu has alleged that a physician at the Sacramento VA
has had a "vendetta® against him because Dr. Grecu aitempted to remove from the VA a personal
friend of the physician's for substandard performance. Grecu Motion at 33-34. While I have
taken note of Dr. Grecu's allegations regarding the vendetta which, according to him, prompted
the initial inspections of Dr. Grecu's studies, [ am still bound by the uncontested facts above to

reach the conclusions that I have stated in this summary decision.

After reviewing the charges and the evidence presented by both parties, I find that Dr. Grecu
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21 CF.R. §312.62(c). Dr. Grecu has raised no genuine and substantial issue of fact with regard
to these three charges.  Based on the evidence thus far presented, I am unable to resolve on
summary decision the third charge, involving the alleged failure to obtain informed consent in

violation of 21 CF.R. § 312.60.
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7. RECOMMENDATION

Based on my findings as set forth above, I recommend that the Commissioner disqualify Eugen O.

~ Grecu, M.D., Ph.D. from being eligible to receive investigational new drugs.

7\ . .__\‘ . / '
Peter Rheinstein, MD. JD. g | g s

Presiding Officer



