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NDA 18-998/5-013 : i | A -3 1988

~Herck Sharp & Dohme Research Laboratories
Attention: Arthur Ellfott

Sumneytown Pike

Hast Point, PA 19485

Pear Dr. El110tt:

Please refer to your June 17, 1988 supplemental new drug application suhmiited
under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for '
Vasotec (Emalapril Maleate, MSD) Tablets. :

The supp?eméntal application provides for packaging Tablets VASOTEC by Merck
Sharp & Dohme Caguas, a Divisfon of Merck Sharp & Dohme Quimica de Puerto
Rico, Inc., at a site Yeased from the

We understand from your telaphone‘conversation of July 18, 1988 with
Dr, Stuart Zimmerman that you mistakenly included final printed labeling with
this submission, and you plan to continue to use the current labeling.

He have completed the review of this supplemental application and it 1s
approved. - :

He remind you that you must comply with the requirements for an approvié NDA'
sat forth under 21 CFR 314.80 and 314,81,

Stncaraly yours,

g%/gia s 7

Robert J. Wolters, Ph.D.

CCe=? : Supervisory Chemist

“6%%3%56! NDA> Diviston of Cardio-Renal Orug Products
HFD-110 - 0ffice of Drug Evaluation I
HFD-110/CSO Canter for Orug Evaluation and Research
HFD-80/DDIR : _
HFD-100

" HFD-232 (with labeling)
HFD-730
HFD-110/SZimmerman/7 /27 /887 /28/88
c1b/7/27 /887 /28/88/0899C
R/D init: RWolters/7/27/88

S \

APPROVAL
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T CHEMTST™S REVIEA T ORGANTZATION
HFD-110

[2. NDA NUMBER
18-998

1

| |
3“Nﬁﬂ"ﬁ'ﬁ"ﬁﬁﬁﬁf§§‘ﬁ'7TTVTCANT {City and State)

I
| West Point, PA

15, SUPPLEMENT(S T
ﬁﬂﬂﬁﬁﬂi(ET”ﬁ;;gEIT

4. AF NUMBER

T6. NAME OF DRUG
|  VASOTEC : ]

}7. NONPROPRIETARY NAME

Enalapri] Maleate

} 5-013 16/17/88

. i
8. SUPPLEﬁENTSISI PROVIDES FOR:

Packaging Tablets VASOTEC by Merck. Sharp & Dohme
Caguas, at a site leased from the

|
I
I
I
|
I

_ |
9. AMENDMENTS AND

|  OTHER DATES
|

I
I
I
|
1
1
|
I
|
|
|
|
I
I

TTﬁ““FﬁKEﬁKEﬁtﬁETEIl“EIT'EU'? T1. HOW DISPENSED Y2. RELATED IND/

[ Antihypertensive _ | NDA/DMF(s)

| IX"] Rx 17| 0TC New relevant
TT3. DOSAGE FORM{S) TT%. PO'ENEYTTE§7* DMFs include

} Tablets l 5, 10, 20 mg/tab | #7286 ande——
TI5. CHEMICAL NAME AND STRUCTURE 16 RECORDS/REPORTS|
| CURRENT

| 11 | YES | | NO

| [REVIEWED |
| | | | YES || NO
TT7. COMMENTS

S~

e
7o

Inc.

. residence at the

The corporate arm of MSD Caguas is a division of MSD Quimica de Puerto Rico,

This part plans to conduct packaging at the sfte leased from the

— Employees of MSD Caguas, in
- will supervise all packaging.

[T8." CONCLUSIONS AND RECOMMENDATIONS

etter will be written with Chemist's Review #2.

Recommend an approval action pending the results of a GMP check.
1

Action

e . o i e e e e et S e e s e e e S M, e, e S e i e i e

19, REVIEWER

DATE COMPLETED[

TNAME s ATURE |
Stuart Zimmerman mrﬁ_{%
DISTRIBUTION |~ oﬁTGTNK[ DIVISION FILE
R/D Tnit:” RWolters/77/8/88 cTb/7/8/8870836C



ASG - 3 1988 .

T CHENIST'S REVIEW

Caguas, at a site leased from the

I .
: Packaging Tablets VASOTEC by Merck, Sharp & Dohme
I

I
l____ __ o o
TT0. PHARMACOLOGICAL CATEGORY ~ |17, HOW DISPENSED
| Antihypertensive |

| IX] Rx

|77 0TC

1. ORGANIZATION [2. NDA NUMBER |
L | HFD-110 ~18-998 |
|3. NAME AND ADDRESS OF APPLICANT (City and State) 4. AF NUMBER N
MSD et
| - West Point, PA 15, SUPPLEMENT(S) [
_ TNUMBER{STTDATE(S)
6. NAME OF DRUG - {7. NONPROPRIETARY NAME
| - | | S-013 |6/17/88 |
|  VASOTEC , = Enalapril Maleate | | I
| : o | I
T8, SUPPLEMENTS(S) PROVIDES FOR: | i
' L | |
9, AMENDMENTS AND |

I OTHER DATES |
|

| |
|

T2, RELATED IND/ |

| NDA/DMF (s )
New relevant

13. DOSAGE FORM(SY)" T14, POTENCY (1ES)
Tablets | 5, 10, 20 mg/tab

|
I
DMFs include |
| #7286 and |

l__ _ 1
[15. CHEMICAL NAME AND STRUCTURE

116 RECORDS/REPORTS
[CORRENT

| 1 YES | | NO
REVIEWED
L1 1 YES | | NO

7. COMMENTS

Inc.

residence at the

7/22/88 from HFN-320.

Note : |abeling was mitstakenly mneloded. in

________;_______q____

The corporate arm of MSD Caguas is a division of MSD Quimica de Puerto Rico,
This part plans to conduct packaging at the site leased from the
- - Employees of MSD Caguas, in
-will supervise all packaging. This review
represents Chemist's Review #2 for this S5-013 and serves to report that the
results of the GMP check were acceptable as noted in the memorandum dated

bot twas Undemi?ndlbﬁlﬂ not +o be qiven 9011?!;{({0‘&’['15% as
hoted vis +he Record of ‘ﬁe(ephoua meeting —
7/18/8¢ be+ween Dr. Berger and Dr. Zimmerman.

g
k)
|
I
!
I
I
I .
|
I
+M9&*M69%¢
olat= }
|
|

STS =72

[78. CONCLUSIONS AND RECOMMENDATIONS

Recommend an approval action.

.

19, REVIEWER

[DATE COMPLETED[

clb/7/27/88/0900C

NAME | SIGYATUR . 7 '
1 _Stuart Zimmerman - |« \// 1 1/21/88 N
DISTRIBUTION [<¥ ORTGINAL JACKET @ REVIEWER DIVISION FILE [ | CSO



Page 2 - NDA 18-998

Comments {continued):

The same controls described in the approved NDA for Tablets VASOTEC wiill be
used at this alternate packaging site. Tablets will be manufactured and
released in full compliance with their NDA commitment and will be supplied to
the contractor by MSD. The packaging operation will be performed using the
same package components as approved in the NDA. Employees of MSD Caguas, in
residence at the — will supervise all packaging activities
performed in the - Samples of marketed packages from each lot
will be forwarded to MSD's Quality Control Laboratory for performance and an
identity test.

The DMFs and 7286 were checked for content on 7/5/88 and they appeared to
provide the required instructions, commitments and procedures involved in GMP
regulat1ons.

A request for a GMP update as made on 7/5/88 (See STS Inspection File #13 for
‘details).

Authorizations: .

Letters from ' , dated 12/30/87 —————— and
from MSD Caguas (DMF 7286) of 12/18/87 are provided.
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_ Appendix I
DMF_7286 (MSD):

From DMF 7286 it is indicated that there is covered a description of MSD's
facilities in Caguas, PR 00626. MSD, Caguas will lease portions of the —
for the exclusive
production of Merck pharmaceutical products.. MSD Caguas employees at this
facility will supervise the manufacturing process as well as the laboratory
testing performed by contracted to MSD Caguas.

DMF 7286 refers to a drug establishment registration number of

which
is noted to be the same number used by

(see page 9 under section A of

DHE ———

Concerning manufacturing facilities there are two solid dosage facilities.

One facility has been leased to Merck Sharp and Dohme and is operated by ——

this is for the exclusive production of Merck's pharmaceutical
products. MS&D, Caguas has filed a separate DMF 7283 covering this part.

The product Identificatidn Number (NDC Number) is designed to identify a
definite The first five numbers consist of a five (5) digit
number which is ———NDC Labeler Code, 55370.

3159C



1Ay - Sem-at g
Séo[ 7—-2.—““q°
OATE

RECORD OF TELEPHONE CONYERSATION/MEETING

8/21/30

NDA NUMBER

Concerning the need to designate the site of manufacture, it
is Important to have defined the following: (1) Dwnership of
the facility, (2) Nature of the leaging agreement between
Merck Sharp and Dohme — —________ In this case, it is
indicated that Merck indicates rnat tha facilitu in Caguas,
PR is their site leased from
D From this, it {s not quite clear to what
extent FDA can make accurate assignments concerning the
profile class code for this site. The basic question ts to
determine which corporate identity is best suited to be
designated as the responsible firm which will manufacture
the tablets, (3) There is the question of just what the
designation, "MPMD*, refers to in terms of corporate '
identity.

: COY‘Cern-mﬁ +he letter of auf‘hori_;?:h&n. i
dated December 30, 1987 fA'H.?ckmenff' JIE) :
Frowm '

|t e

noted that there is only provisicn for )
Pracea!ures_ am{_ Controls dc,a(r’nd with packagmg
operations. This ﬁchnics[{«:j
Thanu’Faé'turﬁwd operations are not covered For .
This wmatter needs resdtrh%n,,_ It

is alse noted that this letver s
avtdated ond meeds 4o be upols{'wl.

means +hat

There s the question of which EFN
Numher sheold he wvsed for +his |§)8pcc+wﬁ
Ncbue,stsﬁis fumber is on the 43 fom,

Concerning the exact designation of the site in terms of the |
Central File Number (CFN) it was determined that thars ix |
only one nunber spacifisd for this site which s

I't is important to be sure that this number be reiatea o an |
exact corporate dentity. -

“There i glso the ques-tion of what
corperatE dider&—[—i}a -Hlesfjg,%gﬁg lots
e n S
”exfi‘fﬁ;e ie:rn%!r -H[efa—?- MPMD pefers +o
MercelX Pharm3dcevtficals _ .
ManvTactofmg Divisien fosorideids), BEMPMD. Doc

 [IND NUMBER

| - 598/5-01%

TELECON/MEETING

INITIATED BY MADZ

1 ApPPLICANT/ O 8y TELE-
SPONSOR PHONE

O Foa 0 1~ PERSON

PRODUCT NAME

VASOTEC Tablets

FIRM NAME

MS+D
Weet+ Psint Pa.

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

Hlliott T Berger.
(215) 834 -23l0

TELEPHONE NO.

(d15) 834~ 23l0

ec s (HFD-110)

org. NDf\
Chren File
(S. Zimmerman

cso (Bans‘;o\)anng

SIGNATURE ’

DIVISION

HFD-(lo

FORM FD 2587 (11/77)

ORIGINAL IND/NDA
U. §. GOVEANMENT R INTING OFFICE-1904-412-976/7124



AG -3 1988

. DATE
RECORD OF TELEPHONE CONVERSATION/MEETING 7/18/88

NDA NUMBER

18-998

Dr. Berger mentioned that labeling had mistakenly been
included in the supplement of 6/17/88 (S-013). I TND NUMBER
mentioned that this. would be no problem from my
standpoint since I could account for this change by
writing a memorandum and circulating it to the others
in the review team so they would be aware of this and

TELECON/MEETING

not review it INITIATED BY MAD'
Bl APPLICANT/ O BY TELE-
SPONSOR PHONE
U Foa ™ 1 PERSON
PR -
A Vo
FIRM NAME

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

Dr. E. Berger

TELEPHONE NO.

NA

HFD-110
HFD-110/CSO
HFD-110/Med Off.
HFD-110/Pharm.
HFD-110/SZimmerman

c1b/7/18/88/0871C
. ;'GNAT ’ DIVISION :
N2 e HED= /O
FORM FD 2587 (11/777) ¥ . ORIGINAL IND/NDA

U, S, GOVERNMENT RINTING OFFICE- 1984-432-975/712¢



