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» Merck Research Laboratories
Attention: Patricia L. Kraft, Ph.D.
Sumneytown Pike
West Point, PA 19486

lear Dr. Kraft:

We acknowledge the receipt on December 27, 1993 (NDA 19-221/5-019) and

December 28, 1993 (NDAs 18-998/5-043 and 19-309/5-017) of your December 20,
1993 supplemental new drug applications submitted under section 505(b)(1) of the Federal
Food, Drug, and Cosmetic Act for Vasotec (enalapril maleate) Tablets (NDA 18-998), Vaseretic
{enalapril maleate/hydrochiorothiazide) Tablets (NDA 13-221) and Vasotec (enaiaprilat) L.V.
(NDA 19-309).

The supplemental applications provide for final printed labeling revised as follows:

All Applications:
WARNINGS, Angioedema: the following (underiined) has been added after the first
senten.e of this subsection:

Angioedema of the face, extremities, lips, tongue, glottis, and/or
larynx has been reported in patients treated with
angiotensin-conve:ting enzyme inhibitors, including
VASOTEC/enalapril’enalaprilat.  This m ur_at any time

ri reatment.

NDA 18-998 and 18-221:

PRECAUTIONS, Information for Patlents: The first sentence, “Angioedema,

including laryngeal edema, may occur especially folloving the first dose of enalapril.”

has been replaced with “Angioedema, including laryngeal edema; may occur at any time .
during treatment with angiotensin converting enzyme inhibitors, including enalapril.” :

We have completed the review of these supplemental applications and they are approved.

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




~ ‘92

Should you have any questions, please contact:

Ms. Kathleen Bongiovanni
Consumer Safety Officer
Telephone: (301) 443-4730

_ . Sincerely yours,
: , QL Ah¥(ee

Raymond J. Lipicky, M.D.
Director
Division of Cardio-Renal Drug Products
Office of Drug Evaluation |
_ Center for Drug Evaluation and Rescarch

COriginal NDA ™
HF-2 (évith"‘léﬁarm)g)
~-130/JAllen
s-110
HFD-110/CSO
HFD-80/DDIR
HFD-230 (with labeling)
HFD-240 (with labeling)
HFD-638 (with labeling)
HFD-730 (with labeling)
HFD-110/KBongiovanni;2/14/94 S a
sb/2/14/94;2/16/94 Ak
R/D: CGanley/2/14/94 w—,,./‘..f
SChen/2/14/94
SZimmerman/2/15/94
RWolters/2/15/94
CResnick/2/15/94
NMorgenstern/2/15/94

Approval Date:18-998 - December 24, 1985 :
19-221 - October 31, 1986
19-309 - February 9, 1988

APPROVAL
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" West Point, PA 19486; USA

TABLETS -

cond and third
'inlury and even
n pregnancy is ‘de-
tected VASOTEC should be-discontinued as soon as pos+
sible: See WARNlNGS FetaVNeunatal Morbld:ty and
Mortahty

durmg the

g-an
Enalapnl maleaf
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VASOTEC° {En Iaprll Maleate)

ACE. The ambiint bsund:doés not increase with dose, indi- -
cating a satuirable site of binding. The effective-half:life for
acc¢umilation of enalapnlat followmg multlple dosés of ena—
lapril maleate

i of enalapriliand en: Iapnl
renal msuff‘cuency is 5|mular to that .
rénal funcu

Is increase, timeé -to pe
incréases ‘and time to.steady state -may be
délayed: ‘The-effective haiflife of enalaprllal fc-llowmg il
ple doses of enalapril- maleate is' proloriged ‘at this levél of
renal insufficiency. (See. DOSAGE AND ADM(N!STRATION )
Enal'aprilat
‘Studies inid

ssues: Milk of lactating. i
ministration of C énala: |
was -found to-cross the placenta !
of. labeled- drug to pregnant B




VASOTEC® (Enalapril Maleate)

izations for heart ' failure, and 32%- fewer total heart failure
-hospitalizations. Co
tients receiving énalz
heait fallure Hosp:tahzatlen

heartfailure
of -enalapril-
results’are shiown
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VASOTEC® (Enalapril Maleate)
. hypotensnon usu,

VASQTEC® (Enalapnl Maleate)

¢ 4

N’ may- be; in susceptible |nd|wduals
patlents with severe heart failur whose renal function*ma

ly is not necessary when dosmg ms(ruc-

mia, and:rarely
thos&wnh the

advnsable to eliminatethé’ d|ureuc (e )t in: patients: with
heart! tailure), reduce the diuretic dose of incréase’salt intake
itiating therapy with VASOTEC . in- pa-

énsion who are able to

achons and AD
excessive hypot

tensive response is Ao ]
VASOTEC; whiich usually.can
the blood pressure has st




7825146
VASOTEC? (Enalapril Maleate)

HEART FAILURE.

prowde close med|cal superwslon after the initial
d-until blood-pressure. has

2nin Release:The . annhypenensuve ef:
au memed by antlhypertenswe agents

12 weeks). The percentage of: pat(en S Wi
failure (NYHA Glass IV).was 29 pércent and 43: percent for
patients treated with VASOTEC and placebo respecuvely

VASOTEC
{

Body As.A Whole -
Orthostatic Effects
Syncope:
Chest:Pain

Anglna Pectoris
Myocacdial lnfarctlon
D:gestlve
Diatrhea
Nausea
Vomitifg
Nervous/Psychramc
Dizzitiess
Headache -
Vertigo
Resplratory
“Cough’

jataprifat are “detéct
$hould: be exe




€, revers:ble upun discontinuationof therapy, were
rved in about 0.2 pefcent of patients with; essentiaf
ension treéated. with VASOTEC aloné. Increases are
ikely to occur m pauents recelvmg concomltam dluret—

' p

cy, has been reporled acausal relatlon<
fiot been-established.

unction Tgsts: Elevations of llver enzymes and/or
ilirubin havé occurred.




7825146
VASOTEC'D (Enalapnl Maleate}

conge ive heart fallare usually in combination, Wllh diuret-
ics and digitalis.

The. recommended starting dose is 2.6 mg administéred-
once’or twice daily. The 'usual therapeutic- dosing.ranige is.5

. to 20 mg daily, givén.as a single dose or two dlwded doses;

the -majority- of patient experience in: clinical. studie
been with twice daily dosing. Dosage may be ad|
pending . upon clinical responsé (see. WARNINGS): -In the'
placebo-controlled studies which demonstrated lmproved
survival, the dose.of VASOTEC was titrated upward as toler-
ated by the patient. The maximum daily dose admi
in clinical trials was.40 mg.
Asymptomatic Left Ventricular Dysfunction

In the triat that demonstrated efficacy,
started on 2.5 mg twice daily.and were
to the targeled dally dose of 20°'mg (un

observed under iriedical supervnsuon fo
and until blood pressure has’ stablllzed

should be reduced which may dimi
« hypotension. The appearance of hiypo

the l|keI|hood of
n:after the initial

dose fitration with the drug, following
of’ the Hypotension.
Dosage Adjustment in:Patients with, He it Fa:lure and
Renal Impairment or Hyponatremla

In patients with heart-faillire who-have hyponatremra (se-
+ rum sodium less than 130 mEqIL) or with serum creatinine
- greater than 1.6-mg/dL, therapy. 5
daily. under close medlcal supel

3barrel-shaped scored, compressed tablels with code'MSD: 14
‘on one side-and VASOTEC on the other. Thayare supphed as
-follows:-.

one side and VASOTEC on the other They ai
follows: - - -
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FEB | 8 904
£SO Review of Labsling

NDA: 18-998/S-043 Vasolec (enalapril maleate) Tablets
19-221/S-019 Vaseretic (énalapril maleale/HCTZ) Tablets
19-309/S-017 Vasotec (enalaprilat) L.V.

Date of submissions: Dacember 20, 1393

Date of receipt: 18-996/S-043 and 19-309/S-017: December 28, 1993
19-221/S-019: December 27, 1993

Appiicant: Merck Research Laboratories

Background: Merck has submitted final printed labeling as “Special Supplements-Changes
Being Effected” for all of their enalapril-containing products. The labeling will become
effective on or about January 1, 1994.

Review: The submitted labeling has been revised as follows:

WARNINGS, Angioedema: the following (underlined) has been added after the first seintence of
this subssction: Angioedema of the face, extremities, lips, tongue, gloitis, and/or laryrx has
been reported in patients treated with angiotensin-converting enzyme inhibitors, including
VASOTEC/enalapril/enalaprilat.  This may occur at any time during treatment

NDA 18-998 and 19-221:

P+ ECAUTIONS, Informaticn for Patients: The first sentence, “Angioedema, including laryngeal
edema, may occur especially following the first dose of enalapril.” has been replaced with
“Angioedema, including laryngeal edema, may occur at any time during treatment with
angiotensin converting enzyme Inhibitors, including enalapril.”

Dr. Ganley reviewed these changes and said that the amended wording is appropriate (January
10, 1994).

Recommendation: | will prepare an acknowledge and approval letier for these supplements.
These supplements fall under 21 CFR 314.70 (c)(2)(i), Supplements for changes that may be
made before FDA approval, to add or strengthen a conlraindication, warning, precaution, or
adverse reaction.

Corpten 7. W;— Z’/o-yr .

Kathleen F. Bongiovanni

cc: 18-998/5-043
19-221/S-019
19-309/5-017
HFD-110 (all)
HFD-111/KBongiovanni
HFD-111/SBenton




