
ISOu~LIFIcAT TON PYoLm~~NGZ AND

‘TION ‘F D TO ~(AJN LXm

Eduardo Caro Acevedo, M.D.
Cane Marginal 51 #57
Urbanization Santa Rosa
Bayamon~ Puerto Rico 00959

Dear Dr. Care:

Bet’Neen 7 Xay

-~ Dr~Jg A*inistratiOn
1997 and 22 July 1997, Food a..=

.

(FDA) investigators
conducted an inspection of the followlng

clinical studies
for which you are the investigator

of record:

1.

2.

Protocol~
~f,AMu~ticent~~~ ‘ando~~~e~~ficac~

Evaluator-Blind Study to compare th: Saf:~Y
Ofloxacin Otic Solution with that or CorLlsporin@ :tlc

Solution in the Treatment of Acute Otlt~s
Externa in

Adults,” sponsored by Daiichi Pharmaceutical Corporation

of

.

protOCol~ J.~~A Multicenter~ Randomized,

Evaluator-Blind Study
o Compare the Safety and Efficacy

Ofloxacin Otic

Otic
solution with that Of C~:tisporin@ ,

Solution in the Treatment of Acute ‘t+’~s ‘Xterna ‘n,

Pediatric Patients,” sponsored by Da~~cnl
Pharmaceut~cal

of

Corporation.

This inspection is part of the FDA’s Bioresearch Monitoring

Program which includes inspections
designed to validate clinical

based and to assure that
studies on wh”ich drug approval may be ,
the rights and welfare of the human sub]ects

of those studies are

protected.
, our persomel discussed the

At the COIIClusion ‘f ‘he ‘nspect~~~ issued to you a Form FDA 483

inspectional findings with you,

on 22 July 1997.
we have received and reviewed your written

responses to the items listed on the Form FDA 483, which you sent
,

to the FDA San Jua District Office
in an envelope post-marked 11

m

October 1997.
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Based on ou~ evaluation
of information obtained by the agency

believe that you have repeatedly or
deliberately violated

of clinical studies
regulations gove~ning the proper conduct ,
involving investigational products as publlshed

under Title 2

Code of Federal Regulations (CF~), Part 312, (COPY
enclosed) a

repeatedly or deliberately subm~tted false mfomation.

, we

1,
nd

This letter provides you
written notice of the matters under

complaint and initiates an atinistrative proceeding,
described

below, to detedne 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 CFR are cited for each vlolatlon.
Please note that

~
subjects with identif cation numbers

1501-1540 were enrolled in

protocol~
(adult study) and subjects with

identification numbers 7201-7240 were

I(pediatxic study).

enrolled in protocol ~

A

In summarY:
t;nn.

I.
The Center has received

subW=QQof ~fo-
affidavits that indicate you submitted false informat~on

to

the sponsor in a rewired report [21 CFR 312.70].

A. You report that
pediatric study
but the subject’
not have an ear
the study=

subject #7206 was enrolled +n the
and completed all four required visits,

s mother states that this subject did

infection, and did not participate in

B. You report that subject #7223 was enrolled +n the
study and completed all four reWlr~d

visits~
pediatric
but the subject ‘s mother states that this sub]ect did

not have an ear infection,
and did not participate in

the- study.
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II.
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C.

D.

E.

Eduardo Caro Acevedo, M.D.
“.

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~

h? +ian~ vjsits
comDlete~

#1506 Three
#1511 One (possibly two)
#1536 One
Mother of #7207 Two
Mother of #7209 Two
Mother of #7222 One
Mother of #7237 One

Both protocols (section VII.C.) required that the
subjects or their guardians record their dosing

compliance and self assessments of symptoms and relief
of symptoms in a diary. Although you 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
#7237 indicate that they did not provide the
information recorded in their respective diaries.

The following individuals have provided affidavits
stating that the signatures on consent forms that are
supposed to be theirs are in fact not their signatures:
subject #1519, the mother of subject #7216, the mother
of S’dbjects $7222 a~d +7222, and the father cf subject
#7214.

You failed to maintain adequate and accu
obsemations and other data pertinent to
on each individual administered the inve
employed as a control in the investigate

under 21 CFR Part 312.62(b) . For exampl

A.

B.

rate records of all
the investigation

stigational drug or
on, as required
e:

You
doc
tra
and

did
umen
nscr
/or

not retain th
ts (for all st
ibed”data to s
case report fo

eP
udy
ub j
rms

hysician’s recor
~ subjects) from
ects’ study flow

(CRFS ) .

ds/sourc
which yo
‘ sheets

e
u
(SFS)

Medical
inspecti

L
enrolled

records were not
on for 13 of 40 s

~(adult s~dy
in protocol

avail
ubj ec
) and

able
ts en

35 0
J

during the FDA
rolled in protoc
f 40 subjects
pediatric study)

:01

.
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-A. ---- .“ ?-L7 4=.. -, .-

D.

E.

QUUJCLL= LLL=U~~d* L~LULUS dVd J. AdUA= LUL L u= AkLapec LLon
did not contain study related information. For
example, there was no reference that subjects #1506,
#1512, #1514, #1524, and #1528 had otitis externa
and/

Info
not
For

1.

2.

3.

or atten ded scheduled St udy visits .

rmation reported
reported on the
example:

s
on
ub

available medic
jects’ respectiv

Subject 1518’s medical records
1993, 2 December 1994, and 16 J
that this subject had a history
diabetes mellitus. The SES and
visit 1 on 31 August 1994 did n
subject’s history of diabetes.

Sub
Sep
rep
tha
and
nex
pha

ject 1521’s medical record i
tember 1994 Dr.~ ](Y our
orted that this subject had
t he prescribed ampicillin 5

CRF for study visit 1 on 9
t day) did not report this s
ryngitis anti/or treatment wi

of
“une

of
CR

Ot

nd
Su
ph
00
Se
ub
th

al records was
‘e SFS and CRF.

30 December
1997 indicate
type II

F for study
report the

,icates that on 8
binvestigator)
axyngitis and

mg q6h. The SES
ptember 1994 (the
ject’s

ampicillin.

Subject 1528’s medical record indicates that on
December 1993, 10 March 1994, and 28 July 1994 y
reported this subject had type I diabetes mellit’
and you prescribed Humulin. This subject had
study visit 1 on 20 Septabez 1994 and the SFS a
CRF do not report a history of diabetes and/or
treatment with Humulin.

There were discrepancies between information reported.- ..- . . .

15
Ou
us

nd

on available medical records and intormat~on reporte
on ‘the subject’s respective SFS and CRF. For exampl

1. Subject 1506

The medical record indicates that on 28 Februar
1995 this subject had right ear discomfort,
headaches, dizziness, bilatexal external ear ca
hyperemia with severe eden=, and erythe~a and Y
prescribed ofloxacin otic. This subject was
enrolled in the adult study on 22 August 1994 a
reportedly completed the study on 7 Septetier
1994. The entire adult study was completed by
end of October 1994. During February of 1995 t

a
e:

‘Y

,na
‘Ou

,nd

th
the
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pediatric study was ongoing and this adult subject

was not eligible to receive ofloxacln
otic (an

investigational drug) .
Your response states that

ofloxacin otic was replaced by Ocuflox (ofloxacin

ophtha~c) to be used in the ear, but the records

do not support your statement.

2. Subject 1508

3.

4.

The medical record indicates that,on
20 August

1994 you detemined that this sub]ect
IS head~

eyes ~ ears, nosef 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.

Subject 1510

The medical record for this subject on 23 August

1994 does not include any indication that thzs

subject had otitis externa.
However, you enrolled

this subject for the otitis externa
study on the

same day=

Subject 1517

The medical record indicates,that on
10 Septetier

1994 you determined this subject had otitis

externa and YOU planned to “orient”
the subject

for enrollment in the ofloxacin vs.
Cortisporin

study . The SFS and CRF for this subject indicate

this subject was enrolled in the study on 30

August 1994 (visit 1), had visit
2 on 1 Septetier

1994, had visit 3 on 9 Septetier 1994, and had

visit 4 on 15 Septetier 1994.
Furthermore, the

resolution of
CRF for visit 3 reports’ “Completeof erythema

otitis externa with the exception

(score 1) may be present”, and visit 4 reports
sustained clinical cure.

5. Subjec& 1524

The medical record indicates that on,
15 Septetier

1994 you reported this sub~ect had d~zziness,

nausea, palpitation, and upper respiratory tract

infection (URTI) . Note there was no assessment of

otitis externa. This subject was enrolled in the
and the

study on 16 Septetier 1994 (the next day)
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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 Septetier
1994 you reported this subject had
secretions/edema/tendeness/erythema in external
ear canal (CAE) . The SFS and CRF for this subject

indicate this subject was enrolled in the study on
19 Septetier 1994 (visit 1), and had visit 2 on 21

September 1994, had visit 3 on 29 Septetier 1994,

and visit 4 on 5 Octobez 1994. The CRF for visit

3 on 29 Septe*er 1994 states “No samples
collected for culture since there was no presence

of secretion/exudate.” The CRF for visit 4 on S

October 1994 reports, “sustained cure’’,implylng
,

the sub]ect had a clinical cuze at vlslt 3 on 29
Septetier 1994.

7. Subject 1532

The medical record indicates that on 21 s~pt~~der
1994 you reported this subjecc had asthen~a
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 Septetier 1994 (visit 1) , and that the
subject had severe tenderness, severe erythe.ma,

modexate edema, ana modezate sacretion/ex*Ldat= f
...
with a duration of 7 days.

8. Subject 1538

The medical record indicates that on 1 October
1994 you reported this subject had anemza, otltis
externat and high blood pressure, and you
prescribed Cortisporin 3 drops qid., Pravachol 20
mg HS, Verelan 240 mg daily, Persantine SO mg tld,
and Hematin 2 cc. The SFS and CRF indicate th~s

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 CRFS 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 CRFS
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
#7201, which was initially dated 28 Septetier
1994, had the date changed to 19 Septeber 1994
without documenting who changed the date or when
or why it was changed.

2. There was no documentation explaining why the
above s~ecimen~ which was reportedly collected on
~g-Sept&ber 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)(l) (vi)(e) and
312.64(~)] ●

sub iect

#1508

#1512

#1518

#1520

#1524

Ad verse Event

ir.somnia
headache

dysuria/UTI

otitis externa
pe~ipheral neuropathy
arthralgia/myalgia
palpitations

dysuria/UTI
leucocytosis
right epigastric pain
frequent bowel movements
fatty food intolerance

recurrent headaches
persistent headache

headache

8
8
8
8

2
2
9
9
9

September
September
September
September

SeptembeK
September
September
September
September

16 Septetier
27 Septetier

17 Septetier

1994
1994

1994

1994
1994
1994
1994

1994
1994 ‘
1994
1994
1994

1994
1994

1994
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#1538 “

#7218

fever

vomiting
gastritis

6 October 1994

16 November 1994
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
E 1

(section V.B. and VII.A.1O), and
protocol (section V.B. and VII.A.9),
required the evaluator to remain blinded to the
subjects’ treatment assignments, and that the drugs be

B.

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, af~idavits
by subjects #1510, #1529, #1536, and the mother of
#7237, indicate that you personally dispensed
medications and thereby deviated from the protocols.

The following subjects did not meet the
exclusion/inclusion criteria in Protocol ~
(adult study):

subject #

#1509

#1525

#1532

#1538

Exclusion C~iteriOq

topical or systemic
antibiotics within 14 days
prior to enrollment in the
study; seborrheic dermatitis

3

topical or systemic
antibiotic during
participation in the study

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

topical or systemic
antibiotics within 14 days
prior to enrollment in the
study; prescription or otic
medication 7 days prior to
enrollment in the study

‘8.
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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 infomed consent of the subject or the subject’s
legally authorized representative [21 CFR 50.20] .

A. Signatures on consent forms for subjects #1519, #7214,

#7216, #7222, #7223, and #7229 are reported not to be

B.

c.

.
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.~ ](Y our study coordinator) has

provided an affidavit which includes the following:

1. On 12/29/94, although Ms.C- ,1 signed

a witness on the consent form
she did not observe Mr. ~ ‘or ‘UK: ::2::~
space provided for the signature of

f

arent/gUardian ●

Instead Ms.~

1 +-

observed Ms
sign the name of Mr.

Ms.C ~was the spouse of Mr.~
-3

2.

.

On 1/17/95, although Ms.~ ~signed as

a witness on the consent form for subject #7229,
she did not observe Mr. E 1 sign

in the space provided_for th+signature of
parent/guardian. Ms.
signature of Mr.~
be in Ms.~

l handwriting.

3.- On l/18/95,~s.c

L-
.

~felt that the
3 a

r

eared

1( a nurse at

Iobserved her
_?siq; the name of Mr.

to

sister, Ms. ~

c -1
‘in the spice-provided for the

signature of parent/guardian on the consent form
for subject #7231. Ms.~ J was the

spouse- of Mr.C 1

The signature on the
study subject #1532)
signature reportedly
for her daughter, ~

4

consent form for subject~ ~(adult
appears different from the

5

laced by~ ~on the consent form
(pediatric study subject #7202).
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D.

VI. You
$he
L-

VII.

The signature of Mr.C 3(
parent/guardian) on the consent form for su~~ect #7228
appears different from the signature of Mr.~

J on the consent form for subject #7229.

failed to obtain

[. -f

pproval for conducting your studies at
Hospital, which is also known as the

7
from an IRB in compliance with Part 56 [21 CFR

“Al

312.53 (c)(l) (vii) & 21 CFR 56.lWdl. To be in compliance
with Part 56, an IRB must be sensitive to community
attitudes and the acceptability of the proposed research [21
CFR 56.107(a)].

3

Based on the statement of Dr.c
Medical Director of the Department of

Health of the Municipality of~- 3 and statements made
to FDA inspectors by the Assistant Medical Director, and the
City Health Administrator, theze has not been any
authorization for inv

.3

tigational studies to be performed in
the ~_ ospital.

You failed to prepare and maintain adequate records
disposition of drug, including dates, quantity, and
subjects [21 CFR 312.62(a)] ● For example:

A. For both study protocols, you did not maintain
of the quantity of the clinical test supplies
(including study drug) received from c

3

B. For the adult study protocol~
a discrepancy between~ IT “ ransfer
Supplies” documents, which indi=ate that a

of the
use by

a record

~ there was
of Clinical
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 1994.

c. Subjects enrolled in the adult study ~
were administered study medication labeled for
pediatric study ~

3
For example:

the
1

1. All 3 Cortisporin bottles for subject #1523.
2. Three Ofloxacin bottles for subject #1524.
3. One Cortisporin bottle for subject #1527.
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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 responsibility 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 state d issues, including an explanation of why you should
remain eligible to receive investigational products and not be
disqualified as a clinical investigator, in a written response or
at an informal conference in my office. This procedure is
provided for by regulation 21 CFR 312.70.

Within fifteen (15) days of receipt of this letter, write or call
me at (301) 594-0020 to arrange a COnfer~nCe time or to indicate
your inrent to respond in writing. Your wriccen response must 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 choose to proceed in
this manner, we plan to hold such a conference within 30 days of
your request.
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At any time-during this administrative process,
into a consent agreement with the FDA regarding
of investigational products. Such
this disqualification proceeding.
proposed agreement between you and

The Center will carefully consider
If your explanation is accepted by

an agreement
Enclosed you
the FDA.

you may enter
your future use
would terminate
will find a

any oral or written response.
the Center, the

dis~ualification 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 proposed, and a general
summary of the information that will be presented by FDA in
support of the decision or action. A presiding officer free from
bias or prejudice and who has not participated in this matter
will conduct the hearing. Such a hearing will determine whether
or not you will remain entitled to receive investigational
products. Ybu 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.

David A. Lepa~, M.D., Ph.D.
Director
Division of Scientific

Investigations
Office of Compliance
Center for Drug Evaluation

Research
and


