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Merck Research Laboratories

Attention: Larry P. Bell, M.D.

Sumneytown Pike .
West Point, PA 19486

Dear Dr, Bell:

Please refer to your April 17, 1897 supplemental new drug applications submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Cozaar (losartan potassium)

25 and 50 mg Tablets (NDA 20-386) and Hyzaar (losartan potassium/hydrochlorothlazide)
50/12.5 mg Tablets (NDA 20-387)

The supplemental applications provide for fina! printed labeling revised as follows:

ADVERSE REACTIONS, Poét-Markotlng Experience, Hyperaensitivity:
“pharynx” has been added to the following: - “Angioedema (involving swelling of the face,

lips, pharynx, and/or tongue) has been reported rarely in patients treated with
losartan.”

ADVERSE REACTIONS, .Post-Marketing Experience: The sentance
"Hyperkalemia has been reported.” has been added to the end of this subsection.

We have completed the review of these suppleinental applications and have concluded that
adequate Information has been presented to demonstrate that the drugs are safe and effactive for
use as recommended In the final printed labeling included with your April 17, 1997

submission. ‘Accordingly, the supplemental applications are approved effective on the date of
this letter. _

We remind you that you must comply with the requirements for an appraved NDA set forth
under 21 CFR 314.80 and 314.81,
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If you have any questions, please contact:

Ms. Kathleen Bonglovanni
Regulatory Health Project Manager
(301) 594-5334

Sincerely yours, .

. ‘4{ WETLE

Raymond J. Lipicky, M.D.

Director .
Division of Cardlo-Renal Drug Products
Office of Drug Evaluation | - '
Center for Drug Evaluation and Research
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COZAAR®

(LOSARTAN POTASSIUM TABLETS)
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COZAAR® {Lasarten Potassium Tabists)
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COZAAR® (Losartan Patassium Tabiets)
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HYZAAN® (Losartan Potassiunydrochioromiaside Tabiste)
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DIVISION OF CARDIO=-REMAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and control

NDA #: 20-386 REVIEW DATE:  13~MAY-97
SUBMISSION TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
SLR-007 17-APR-97 21~APR-97 24-APR-97

NAME & ADDRESS OF SPONBOR

Merck Research Laboratories
Merck & Co. Inc.
West Point, PA 15486 Telephone: 610-397-2310 -~

DRUG PRODUCT NAME

Proprigtarvi COZAAR

Nonproprietary/UGANs ~ Losartan Potassium Tablets

Code Name/#1 MK-954; DuP-753; 1-158,086; L-158,086-005H;E-3340
Chem,Type/Ther.Clags: 18

supplement Provides Fori
Reviped Draft Labeling for approved NDA.
ANDA Suitability Petition/DESI/Patent Statust

U.S. Patent 5,138,069 expiration date - 8/11/2009;
USP 5,153,197 expiration date 10/06/2009 - both licensed from DuPont

PHARMACOL. CATEGORY/INDICATION:

An angiotensin II receptor agonist; salid to reduce systolic and diastolic
blood pressure in patients with mild to moderate essential hypertension.

DOSAGE FORM: o _ " tablets
STRENGTH: 20, 50 mg
ROUTE OF ADMINISTRATION: ORAL
DISPENSED: R
CHEMICAL NAME:
2-huty1-4-chloro-1[12'-(lu-t-trnzol-s-yl)-(l,1'-bipheny1]-
4~yl)~methyl]~-1H-imidazole-5-methancl, monopotassium salt.
CAB F#1 124750~99-8
MOLECULAR FORNULA:1 CpH,C1KNO
MOLECULAR WEIGHT) 461.01

STRUCTURAL FORNULAI

cHa




SUPPORTING DOCUMENTS:
None.

RELATED DOCUMENTS:!
None.

CONSULTS ¢
None.

REMARKS /COMMENTS 1
The circular has been ravisad under ADVERSE REACTIONS, Po-t-ulrki%iug
Experisnce to include pharyngeal edema and hyperkalemia, based on adverse
reaction reports for Losartan. These changes do not effect CMC related
sections.

CONCLUSIONS & RECOMMENDATIONSS

From CMC standpoint the labeling remains satisfactory.

cc:
Orig. NDA

HFD-110/Division File .
HFD-110/Ram Mittal/date
HFD-110/CSO ——

Ramsharan D. Mittal Ph.D., Review Chemiet
R/D Init hy: RWolters/ filename: Ci1\NDA\20386\203868LR.007

\«
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APPEARS THIS WAY
ON ORIGINAL

APPEAKS 1115 WAY
ON ORIGINAL
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DIVISION OF CARDIO-RENAL DRUG PRODUCT
Review of Chemistry, Manufacturing, and Control

NDA #1 20-387 REVIEW DATE:  13-MAY-97
SUBMISSION TYPE DOCUMENT DATE CDER DATE ASSIGHNED DATE
SLR-005 17-APR-97 21-APR-97 23-APR=-97

NAME & ADDRESS OF SPONSOR
Merck Research Laboratoriaes
Merck & Co. Inc.
West Point, PA 19486 Telephone: 610-397-2310

DRUG PRODUCT NAME

Proprietaxys HYZAAR
Nonproprietary/USAN: Losartan Potassium Tablets/Hydrochlorothiazide
Code Name/#: MK-954; DuP-753; 1-158,086; L~158,086~005H;E-3340
chen.Type/Ther.Claag; 18

Supplement Provides For:
Revised Draft Labeling for approved NDA.

PHARMACOL . CATBGORY/ INDICATION:

An angiotensin 1l receptor agonist; said to reduce aystolic and diastolic
blood pressure in patients with mild to moderate essential hypertenaion.

DOSAGE FORM: tablets

STRENGTH: 50 mg Losartan Potassium Tablets/12.S5 mg Hydrochlorothiazide
ROUTE OF ADMINISTRATION: ORAL

DISPENSED: Rx

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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NDA 20-387

DRUG SUBSTANCE 1.
CHEMICAL NAME:

CAS #:

MOLECULAR FORMULAS
MOLECULAR WEIGHT!
STRUCTURAL FORNULAS

DRUG SUBSTANCE 1.

CHENMICAL NAME:

CAS #3

MOLECULAR FORNULAS
MOLECULAR WEIGHT:
STRUCTURAL FORMULA1

LOSARTAN POTASSIUM
2-buty1—4-ch1oro-1[[2'-(1H-tatrazol-5-yl)-[1,1'-

'biphanyl]-4-y1]-mnthyl]-1H-imidazolo-5-m.thanol,

monopotassium salt.

124750-99-8
CyHnC1KNO
461.01
a\((cmou
N
g: N
N/
W-NK
HYDROCHLOROTHIAZIDE

6-chloro-3, 4-dihydro-2H-1,2,4-benzothiadiazine-7-
sulfonamide 1,l-dioxide

58-83-5
C/HyCLNO,8,
297.74
O
AN
Cl N




NDA 20-387 MERCK HYSAAR 3

REMARKS / COMNENTS
The circular has been revised under ADVERSE REACTIONS, Post-Marketing Bxperience to

include pharyngeal edema and hyperkalemia, based on adverse reaction reporte for
Losartan. These changes do not effect CMC related sections.

CONCLUSIONS & RECOMMEBNDATIONS:

From CMC etandpoint the labaling remains satisfactory.

cCt

Orig. NDA
HPD-110/Division File , X
HFD-110/Ram Mittal/date ——

HFD-110/CSO
Ramsharan D. Mittal Ph.D., Review Chaomist
R/D Init by: RWolters/ filename; C:\NDA\20387\20387SLR.00S

APPEARS THIS WAY
ON ORIGINAL

PPEARS THIS WAY
A 0N ORIGINAL



APPLICATION NUMBER: NDA 20386/5-007 AND
20387/S-005




/ _ JL |0 iog7
HHPM Review of Labeling

NDA: 20-386/SLR00® Cozear (losartan potassium) Tablets
20-387/SLR-005 Hyzaar (losartan potassium/
hydrochlorothlazide) Tablets

Date of submission: April 17, 1997
Date of receipt:. April 21, 1897
Applicant: Merck Research Laboratories .

Background: Merck has submitted Spacial Supplements, Changes Being Effected, for Cozaar
and Hyzaar Tablets. The cover letters for these supplements state that the revised labeling will
be used in all production and sample packaging on or before July 1, 1887, in all product sold or
distributed on or before November 1, 19097, and in all promotional pieces on or before May 1,
1997,

Review: The submitted final printed labeling has been revised as follows:

ADVERSE REACTIONS, Post-Marketing Experience, Hypersensitivity: “pharynx” has .
been added to the following: “Angloedema (Involving swelling of the face, lips, pharynx,
and/or tongue) has been reporied rarely in patients treated with losartan.”

ADVERSE REACTIONS, Post-Markating Experience: The sentence “Hyperkalemia has
been reported.” has been added to the end of this subsection.

There appears to be an oversight In what Merck has included in the ADVERSE REACTIONS, Post-
Marketing Experlence subsection of their package inserts. In 20-386/S-004, Merck added
information to the PRECAUTIONS, Impaired Renal Function subsection about cases of renal
insufficiency, acute renal Insufficlency, and Increases in serum creatinine or BUN in patients
with unilateral or bilateral renal artery stenosis. There is no mention of these cases in the
ADVERSE REACTIONS, Post-Marketing Experience subsection. In addition, thera have been a
number of cases of angicedema reported with losartan that are not included in the ADVERSE
REACTIONS Post-Marketing Experlence subsection.

| called Larry Bell, M.D. on May 30, 1987 and asked him to include these and other adverse
reactions in the ADVERSE REACTIONS, Post-Marketing Experience subsaction of the package
insert. He called on July 8, 1897 and sald that they will put additional adverse axperiences Into
that subsection of the package Insert. These will be submitted In separate supplements.

Recommendation: | will prepare an approvable latter for these supplements. These
supplements fall under 21 CFR 314.70 (c) Supplements for changes that may be made before
FDA approval.

Lt D o 7700297

Kathleen F. Bonglovanni



