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KDA 18-998/5-001
/5-011

Merck Sharp & Dohme Research Laboratories 3
Attention: Elliott T. Berger, Ph.D. AR 25 i988
Hest Point, PA 19486

Dear Dr., Berger:

We acknowledge receipt on February 13, 1986 and February 22, 1988 of your
supplemental new drug applications dated February 7, 1986 (S-001) and i
February 16, 1988 ($-011), respectively, These supplements were submitted
under section §05(b)(1) of the Federal Foed, Drug, and Cosmetic Act for
Vasotec (enalapril maleate) Tablets,

Your February 7 suppimental application provides for final printed labeling
revised to include a § mg unit dose package in the How Supplied secttion.
Except for its inclusion in the labeling, this unit dose package was reviewed
and appraved on December 24, 1985. Moreover, subsequent labeling submitted
with your June 2, 1986 supplemental application (S$-004) included the § mg unit
dose patkage; this was approved on October 3, 1986. Consequently no further
actien is required and we are retaining this application in our file,

The February 13 supplemental application provides for changes in the
B&serig%t@gi Harning, Precaution, and Adverse Reaction sections., These
changes tncTude:

The addition of the statement, "Similar considerations may apply te
pattents with ischemic heart or cerebrovascular disease, in whom an

 excessive fall in bloed pressure could result in a myocardfal infarction
or cerebrovascular accident" to the Warnings section.

Reviston of the Precautions section, changing the phrase "agents to treat
hypokalemfa" te “potassium-sparing agents, potassium supplements and/or
potassium-containing salt substitutes, which should be used cautfously, if
at all, with Vasotec,®

Reformatting of the Adverse Reaction section.

The addition of 18 adverse reactions (myocardial infarctian,
cerebrovascular aceident, ileus, pancreatitis, hepatitis or chelestatic
Jaundice, constipation, depression, cenfusion, bronchospasm, rhinorrhea,
tosensftivity, alepecia, flushing, taste alteratien, tianitus,

ssitis, symptom complex- which may include fever, myalgta and
trthraigia; elevated ESR. Rash or dermatologic manifestations may occur,
and hyponatremia).
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Beletion of the word “rarely” from the statement concerning elevation in
1iver enzymes and/or serum bilirubina,

Other minor editorial changes.

We have completed the review of this supplmental applicatfon (S$-G11) and it is
approved. OQur letter of December 24, 1985 detafled the conditions relating to
the approval of this application.

e remind you that you must comply with the requirements for an approved KBA
set forth under 21 CFR 314.80 and 314.81.

Should you have any questions, please contact:

Ms. Gwyn Reis
Consumer Safety Officer
Telephane: (301) 443-4730

Sincerely yours,
N dL26r58

Raymond J. Lipicky, ¥.D.

Bivector

Division of Cardio-Renal Drug Products
Gffice of Drug Evaluatfon I

Center for Drug Evaluation and Research

cC: =
Original NDA )
B0

HFD-110/CSO

HFD~-80/DDIR

HFD-232 (with labeling)

HFB-110/GReis /3/24/88

sh/3/24/88/0678S

R/D: SZimmerman/3/25/88
GReis/3/25/88
RWolters/3/29/88
CGraham/4/7 /88

S-001 - ACKNOWLEDGE AND RETAIN
S-011 - APPROVAL
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Division of Cardio-Renal Drug Products MAR 14 1988
Medical Officer’s Review '

Number: NDA 18-998/5-011 Eéjﬁ'
Drug Name: Vasotec

Sponsor: MSD

Submission Type: Supplemental Application
Submission Date: 16 February 1988

Date of Receipt: 24 February 1988

'Review Complete: 8 March 1988

Content:

This supplement contains numerous changes to the labeling of
which the most important is the addition of 18 new adverse reactions
to the Adverse Reaction Section of the labeling. A justification for
each of these additions is included based on the case reports
received by Merck since the approval of Vasotec. The strength of the
evidence for including each of these 18 ADRs varies from a total of 2
cases for ileus (one was a positive rechallenge) to 46 cases for
alopecia (five of which were temporally associated with enalapril
initiation). The ADRs to be added to the appropriate paragraphs of
the Adverse Reaction Section are: myocardial infarction;
cerebrovascular accident; ileus; pancreatitis; hepatitis or
cholestatic jaundice; constipation; depression; confusion;
bronchospasm; rhinorrhea; photosensitivity; alopecia; flushing; taste
alteration; tinnitus; glossitis; a sypmtom complex consisting of
fever, myalgia and arthralgia, elevated ESR and skin manifestations;
and hyponatremia.

In a conversation with the sponsor (E. Berger on 2 March 1988) it
was determined that -

— - The revisions in S-011 were submitted as
"Changes Being Effected" with the revised label circulated starting 1
April 19s88.

Assessment:

The additions and changes in the labeling are appropriate and
acceptable.

Plan:

A letter to the sponsor should be prepared acknowledging the
acceptability of these labeling changes and commending them for the
format in which the justification for the changes was prepared.

@%'44 LR 7 5%%

Cheryl Fossum Graham, M.D.

CC: :
JOrig NDA 18-998
HFN-110
HFN-110/CSO
HFN-110/CGRAHAM
MM# N1899806/cfqg/8marss



