L””m

" DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Heaith Servics

Food ar.d Drug Administration
Rockvils MD 20857

AG 28 1998

NOTICE OF INITIATION OF DESOUALIEFCATION PROCEEDINGS AND

RETURN RECEIPT R
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Eduardo Caro Acevedo, M.D.

calle Marginal 5
Urbanization San
Bayamon, Puerto
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Based on our evaluation of information obtained by the agency, we
pelieve that you have repeatedly or deliberately violated
regulations governing the proper conduct of clinical studies
involving investigaticnal products as published under Title 21,
Code of Federal Regulations (CFR), Part 312 (copy enclosed) and
repeatedly or deliberately submitted false information. '

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

A listing of the violations follows. The applicable provisions

of the CER are cited for each violation. Please note that

subjects with identification numbers 1501-1540 were enrolled in

protocol j(adult study) and subjects with

identification numbers 7201-7240 were enrolled in protocol{;
_](pediatric study) -

In summary:

I. submission of false information. The Center has received
affidavits that indicate you submitted false information to

the sponsor 1in & required report (21 CFR 312.70].

A. You report that subject #7206 was enrolled in the
pediatric study and completed all four required visits,
put the subject's mother states that this subject did
not have an ear infection, and did not participate in
the study.

B. You report that subject #7223 was enrolled in the
pediatric study and completed all four required visits,
but the subject's mother states that this subject did

not have an ear infection, and did not participate in
the study.
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C. The CRFs for the subjects listed below report that they
completed all four (4) required study visits.
Affidavits by the following subjects or their guardians
indicate that they did not. For example,

.F' ii = o v! .
Affiant £—9£‘§:&§QL"L51%§L,.
#1506 Three

#1511 One (possibly two)
#1536 Cne

Mother of #7207 Two

Mother of #7209 Two

Mother of #7222 One

Mother of #7237 One

rotocols (section VII.C.) required that the
1 s their guardians record their dosing

o} nce and self assessments of symptoms and relief
f symptoms in a diary. Although yocu reported that the
subjects' diaries reflect information provided by each
subject, affidavits from subject #1511, the mother of
subjects #7222 and #7223, and the mother of subject
47237 indicate that they did not provide the

information recorded in their respective diaries.
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You failed to maintain adequate and accurate records of all

observatlons and other data pertlnent to the lnvestlgatlon

employed as a control in the lnvestlgatlon, as required
under 21 CFR Part 312.62(b). For example:
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S jects ,nrolled in protocol
:yadult study) and 35 of 40 subjects
nrolled in protocol L Jipediatric study) .
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c. Subjects' medical records available for FDA inspection
did not contain study related information. For
example, there was no reference that subjects #1306
#1512, #1514, #1524, and #1528 had otitis externa
and/or attended scheduled study visits.

’

D. Information reported on available medical records was
not reported on the subjects' respective SFS and CRF.

For example:

- e Tl S50 =t l-dl L Sl

1993, 2 December 1994, and 16 June 1997 indicate
that this subject had a history of type II
diabetes mellitus. The SFS and CRF for study
visit 1 on 31 August 1994 did not report the
subject's history of diabetes.

[

Subject 1518's medical records of 30 December

2. Subject 1521's medical record indicates that on 8
September 1994 Dr.[‘ :kyour subinvestigator)
reported that this subject had pharyngitis and
that he prescribed ampicillin S00 mg q6h. The SES
and CRF for study visit 1 on 9 September 1994 (the
next day) did not report this subject's
pharyngitis and/or treatment with ampicillin.

3. Subject 1528's medical record indicates that on 13
December 1993, 10 March 1994, and 28 July 1994 you
reported this subject had type I diabetes mellitus
and you prescribed Humulin. This subject had
study visit 1 on 20 Septemper 1994 and the SES and
CRF do not report a history of diabetes and/or

treatment with Humulin.

E. There were discrepancies between information reported
on available medical records and information reported
on the subject's respective SFS and CRF. For example:

1. Subject 1506

The medical record indicates that on 28 February
1995 this subject had right ear discomfort,
headaches, dizziness, bilateral external ear canal
hyperemia with severe edema, and erythema and you
prescribed ofloxacin otic. This subject was
enrolled in the adult study on 22 August 1994 and
reportedly completed the study on 7 September
1994. The entire adult study was completed by the
end of October 1994. During February of 1995 the
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pediatric study was ongoing and this adult subject
was not eligible to receive ofloxacin otic (an
investiqational drug) . Your response states that
ofloxacin otic was replaced by ocuflox (ofloxacin
ophthalmic) to be used in the ear, but the records
do not support your statement.

2. Subject 1508

The medical record indicates that on 20 August
1994 you determined that this subject's head,
eyes, ears, nose, and throat (HEENT) were normal.
The SFS and CRF for visit 1 on 22 August 1994 (two
days later) report that the duration of this

subject's otitis externa is 7 days.
3. Subject 1510

The medical record for this subject on 23 August
1994 does not include any indication that this
subject had otitis externa. However, you enrolled
this subject for the otitis externa study on the
same day.

4. Subject 1517

The medical record indicates that on 10 September
1994 you determined this subject had otitis
externa and you planned to "orient” the subject
for enrollment in the ofloxacin Vs. Cortisporin
study. The SES and CRF for this subject indicate
this subject was enrolled in the study on 30
August 1994 (visit 1), had visit 2 on 1 September
1994, had visit 3 on 9 September 1994, and had
visit 4 on 15 September 1994 . Furthermore, the
CRF for visit 3 reports, "complete resolution of
otitis externa with the exception of erythema
(score 1) may pe present”, and visit 4 reports
sustained clinical cure.

5. Subject 1524

The medical record indicates that on 15 September
1994 you reported this subject had dizziness,
nausea, palpitation, and upper respiratory tract
infection (URTI). Note there was no assessment of
otitis externa. This subject was enrolled in the
study on 16 September 1994 (the next day) and the
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CRF reports that the subject's duration of current
otitis externa was 7 days.

6. Subject 1525

The medical record indicates that on 29 September
1994 you reported this subject had
secretions/edema/tenderness/erythema in external
ear canal (CAE). The SFS and CRF for this subject
indicate this subject was enrolled in the study on
19 September 1994 (visit 1y, and had visit 2 on 21
September 1994, had visit 3 on 29 September 13994,
and visit 4 on 5 October 1994. The CRF for visit
3 on 29 September 1994 states "No samples
collected for culture since there was no presence
of secretion/exudate." The CRF for visit 4 on 5
October 1994 reports, "sustained cure" implying
the subject had a clinical cure at visit 3 on 29
September 1994.

7. Subject 1532

The medical record indicates that on 21 September
1994 you reported this subject had asthenia and
epilepsy and you prescribed Luminal. There was no
indication that the subject had otitis externa.
The CRF indicates this subject was enrolled in the
study on 21 September 1994 (visit 1), and that the
subject had severe tenderness, severe erythema,
moderate edema, and moderats? sacretion/exudats,
with a duration of 7 days.

8. Subject 1538

The medical record indicates that on 1 October
1994 you reported this subject had anemia, otitis
externa, and high blood pressure, and you
prescribed Cortisporin 3 drops gid., Pravachol 20
mg HS, Verelan 240 mg daily, Persantine 50 mg tid,
and Hematin 2 cc. The SES and CRF indicate this
subject was enrolled in the study on 3 October
1994 (visit 1), and that the subject did not
receive any local antibiotic within 14 days prior
to study enrollment. The SFS also reports that
the subject has not used any prescription otic
medication 7 days prior to study enrollment. The
medical history section of the CRF does not report
any abnormalities except allergy to iodine.
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F. Information on CREs was inconsistent. For example, on
page 17 of the CRFs for subjects #1538 and #1539, you
report their final study visits (visits 4) were on 19
October 1994, but on page 22 of their respective CREs
you report their visits 4 were on 22 October 1994.

G. Changes to study related data were not initialed, dated
and explained. For example,

1. The visit 1 laboratory requisition for subject
47201, which was initially dated 28 September
1994, had the date changed to 19 September 1994
without documenting who changed the date or when
or why it was changed.

2. There was no documentation explaining why the
above specimen, which was reportedly collected on
19 September 1994, was received by the laboratory
on 29 September 1994.

III. You did not report on the CRFs the following adverse events
in study subjects (21 CFR 312.53(c) (1) (vi) (e) and

312.64(b)].
Sublect Adverse Event Date of event on
Medical Record
#15C2 insomnia 19 Adugust 19¢94
headache 1 September 1994
#1508 dysuria/UTI 27 August 1994
#1512 otitis externa 8 September 1994
peripheral neuropathy 8 September 1994
arthralgia/myalgia 8 September 1994
palpitations 8 September 1994
#1518 dysuria/UTI 2 September 1994
leucocytosis 2 September 1994
right epigastric pain 9 September 1994
frequent bowel movements 9 September 1994
fatty food intolerance 9 September 1994
#1520 ‘recurrent headaches 16 September 1994

persistent headache 27 September 1994

#1524 headache 17 September 1994
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#1538 fever 6 October 1994

#7218 vomiting 16 November 1994
gastritis 16 November 1994

IV. You failed to conduct clinical studies in accordance with

the approved protocols [21 CFR 312.53(c) (1) (vi) (a) and
312.60] For example:

A. Protocol{j j](section V.B. and VII.A.10), and
protocol | J(section V.B. and VII.A.9),
required the evaluator to remain blinded to the
subjects' treatment assignments, and that the drugs be
dispensed by an unblinded dispenser, who is not
involved with the subjects' evaluation during the
study. Although you stated to the FDA inspectors that
you never dispensed the study medications, afiidavits
by subjects #1510, #1529, #1536, and the mother of
#7237, indicate that you personally dispensed
medications and thereby deviated from the protocols.

B. The following subjects did not meet the
exclusion/inclusion criteria in Protocol ;]

(adult study):

Subiect % X ion cri

#1509 topical or systemic
antibiotics within 14 days
prior to enrollment in the
study; setorrheic dermatitis

#1525 topical or systemic
antibiotic during
participation in the study

#1532 topical or systemic
antibiotics within 14 days
prior to enrollment in the
study

#1538 topical or systemic
antibiotics within 14 days
prior to enrollment in the

study; prescription or otic
medication 7 days DY‘"LOT_‘ to

MG W de Wwld o da W

enrollment in the study
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v.

Federal regulations state that no investigator may involve a
human being as a subject in research, which is covered by
FDA regulations, unless the investigator has obtained, prior
to the subject's participation in the study, the legally
effective informed consent of the subject or the subject's
legally authorized representative [21 CFR 50.20].

A.

Signatures on consent forms for subjects #1519, #7214,
47216, #7222, #7223, and #7229 are reported not to be
authentic by the subjects or the subjects’ mother or
father. Please refer to section I. Submission of false
information - E., regarding the authenticity of
signatures on consent forms.

Ms. [_ J(your study coordinator) has
provided an affidavit which includes the following:

1. On 12/29/94, although Ms.(;_ _jsigned as
a witness on the consent form for subject #7227,
she did not observe Mr.[l sign in the
space provided for the signature of

arent/guardian. Instead Ms.Y; :%?bserved Ms.
Yﬁ ]sign the name of Mr.

Ms. {was the spouse of Mr. [ :1

2. on 1/17/95, although Ms.{_ _ signed as
a witness on the consent form for subject #7229,
she did not observe Mr. [ sign
in the space provided for the signature of
parent/guardian. Ms.t;, felt that the
signature of Mr. :]a eared to
be in Ms. -](a nurse at%ﬁ\

:lhandwriting.

3. On 1/18/95, Ms. [ ]observed her
sister, Ms. sign the name of Mr.
7lin the space provided for the
signature of parent/guardian on the consent form
for subject #7231. Ms. [ Jwas the
spouse. of Mr. E ]

The signature on the consent form for subject(a ](adult
study subject #1532) appears different from the
signature reportedly placed by(; ]on the consent form
for her daughter, [T (pediatric study subject #7202).
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The signature of Mr. [ _Ras
parent/guardian) on the consent form for sub]ect #7228
appears different from the signature of Mr.[{_

_Jon the consent form for subject #7229.

@)
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You failed to prepare and maintain adequate records of the
disposition of drug, including dates, quantity, and use by

subjects [21 CFR 312.62(a)]. For example:

A. For both study protoccols, you did not maintain a record
of the quantlty of the clinical tastl§uplees
(including study drug) received from {_ -~

~

B. For the adult study protocol{: :Zt“ere was
a discrepancy between(; :}"Transfer of Clinical
Supplies" documents, which indicate that a total of 49
bottles of Cortisporin were shipped to your site prior
to 18 October 1994, and your dispensing records, which
indicate that 51 bottles of Cortisporin were dispensed
prior to 18 October 199%4.

C. Subjects enrolled in the adult study [_ [
were administered study medication labeled for the™
pediatric study {_ | For example:

i P
1. All 3 Cortisporin bottles for subject #1523.
2. Three Ofloxacin bottles for subject #1524.

TN el X ]

3. One Cortisporin bottle for subject #1327.
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VIII. You did not report to the IRB all changes in the
research activity [21 CFR 312.53(c) (1) (vii) and
312.60] . For example, during the inspection you
informed FDA inspectors that you used your own Spanish
translation of the IRB approved (6 July 1994)
advertisement to recruit study subjects. This
translated advertisement was not IRB approved and you
did not retain a copy of this Spanish advertisement.
This letter is not intended to be an all-inclusive list of
deficiencies with your clinical studies of investigational drugs.
It is your respo Slbllltv to ensure adherence to each requirement
of the law and relevant regulations.

On the basis of the above listed violations, the Center asserts
that you have repeatedly or deliberately failed to comply with
the cited regulations and repeatedly or deliberately submitted
false information, and the Center proposes that you be
disqualified as a clinical investigator. You may reply to the
above stated issues, including an explanation of why you should
remain eligible to receive investigational products and not be

disqualified as a CLlnlCaL investigator, in a written —esponse or
at an informal conference in my office. This procedure is
provided for by réqulation 21 CFR 312.70.
Within fifteen (15) days of receipt of this letter, write or call
me at (301) 594-0020 tc arrange a conference time or to indicate
your intent to respend in writing. Your written response musc be
forwarded within thirty (30) days of receipt of this letter. Your
reply should be sent to:

David A. Lepay, M.D., Ph.D.

Director ’

Division of Scientific Investigations

Office of Compliance

Center for Drug Evaluation and Research

7520 Standish Place, Room #103

Rockville, Maryland 20855
Should you request an informal conference, we ask that you
provide us with a full and complete explanation of the above
listed violations. You should bring with you all pertinent
documents, and you may be accompanied by a representative of your
choosing. Although the conference is informal, a transcript of
the conference will be prepared. If you chocse to proceed in
this manner, we plan to hold such a conference within 30 days of
..... 1ack

_yuux. J.C\iu.csi. .
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into a consent agreement with the FDA regarding your future use
of investigational products. Such an agreement would terminate
this disqualification proceeding. Enclosed you will find a
proposed agreement between you and the FDA.

The Center will carefully consider any oral or written response.
If your explanation is accepted by the Center, the
disqualification process will be terminated. If your written or
oral responses to our allegations are unsatisfactory, or we
cannot come to terms on a consent agreement, or you do not
respond to this notice, you will be offered a regulatory hearing
before FDA, pursuant to 21 CFR 16 (enclosed) and 21 CFR 312.70.
Before such a hearing, FDA will provide you notice of the matters
to be considered, including a comprehensive statement of the

basis for the decision or action taken or preoposed, and a general
summary of the information that will be presented by FDA in
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or not you will remain entitled to receive investigational
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products. You should be aware that neither entry into a consent
agreement nor pursuit of a hearing precludes the possibility of a
corollary judicial proceeding or administrative remedy concerning
these violations.

Sincerely yours, N a .

N\ e / {0 ) ﬂ A/Aérx,

Az . Weo~A~ /A

David A. Lepay, M.D., Ph.D.

Director

Division of Scientific

Investigations

Office of Compliance
Center for Drug Evaluation and

Research



