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Mevck Sharp and Dohme Research Laboratories
Ai:ﬁenzi@n‘ ¥lliett T. Berger, Ph.D.

ear Dr. Borger: , -

We: aslmwledge the receipt on Desesber 11, 1 G’F " your, Eee;i“g:;- 7, 1990,

lse acknowledge recelpt of your amendment
1 .’e:al new drug applicatiens, dated Jamary 18 19?1.

ag :éate Ithemgy aﬁé sonsEe: ghoiild be provided

The ﬁ@ll@wmg @hlf&se has been daleted from .
nsbwlé be prom _t:ly ad:&inwtemﬁ“ and r@pla:eml wi_&;« eases
- alevay, should be F‘WI}' 13 wided."

ccmgﬁ ‘smulé h@ c, :
c@ugh. .
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MDA 18-098, 19~221, 19-309:

ONE, Cardiovaseular:

Ihe phrase "including atrial tachveardia and bradycardia" wae added after
“rhythn disturbances;" '

Digestive: the phrase "[proven on rechallenge]" was added afrer
"hepatitis hepatoeellular.”

Skin: the word hyperhidrosis was changed to diap}:xmesi_s.»
104 19-221, 19-309, 19-558, 19-778:
A new subsection, Fetal and Neenatal Morbidiry &Iid ffﬁ;rtalit}, bas been

14157505

FRECAUTIONS: The Preguancy Category has been changed to B.
RECAUTICNS, Rursing Mothers: F

The following has been deleted: ¥It iz not Twmown vhether enalapril 14
secrated in human milk;" and “Milk of lactating rate contains
radicactivity follewing administration of 14 € emalapril waleste." SThe
following has added: "Fnalapril and emalaprilat are detected’ in
husan milk in trace an ounts, " ‘ '

IVERSE REACTIONS: A new subsection, Fetal and Neons tal Morbidity and -
Mortality, has been added. et

OVERDOSACE: 'Ihe following lwae been added; "
itoneal dialysis,"

- -

£5: A vew subsection, Pragnancy

added.

VINGS: A new subsection Fregnancy, lisinopril-Hydrochlovethia zide,
hes been added. B ' |

ACTIONS, Other adverse reactions that have heer
&g & Whole: Maleige, has heen

£y
2
L3
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In addition, minor editeriél\cmﬁsges have been made to all the labeling.

Wa hzw*e campleted the review of these supplemental applications and they are
approved. : .

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

Should you have soy questions, plesse contact:

Ms. Bathleen PBonglovamni
Consumer Bafety Qfficer
Telephone: (301) 443-4730

Sincerely yours,

Ry alel4

Raymond J, Lipicky, M,D.

Mrector ' ,
Division of Cardio-Renal Products
Office of Prug ¥valuation I

Center for Bvaluation and Research

SR |

HFD-110 .
HED-110/€S0
HFD-80/DDIR
HFD-100 o
HFD-232 (with labeling) ”“/al
HFD-730 v e
HFD-110/KBongiovanni : e
sb/1/31/91;2/6/91/0800Q _ I
R/D: CGanley/1/31/91 '
1/31/91
/2/1/91 .
Norgenstern/2/1/91

Approval Dates: 18-998
19-221
19-309
19-558
19-778

12-24-85
10-31-86
2-9-88
12-29-87

2-16-89

APPROVAL
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AH.ES. Categories: 24:04, 24:08

TABLETS

MSD ’ VASOTE(

" 7575824

(ENALAPRIL MALEATE; )

VASOTEC®
{Enalapril Maleate, MSD}

DESCRIPTION

VASOTEC* (Enalapril Maleate, MSD is the maleate salt of enatapiil, the ethyl
ester of a lang acling angiolensin converting enzyme inliibitor, enalapnlal Enala-

VASOTEC® -
[Enalapril Maleate, MSD)

Sludias m dogs indicale that enalapril crasses the blood-brain barrier poorly, if al
alr; enalapnla( does not enter the brain. Multiple doses of enalapril maleale in sals do
nu( vesul( in accurnulanon in Anv tissuas, Mitk of ¥ i fats

pril mateale is chemically described as {S)-1-{A-[1-l
pyli-L-alanyi]-L-proline, (2)-2-butenedioate salt {1:1).

fts ampmcal formula is
CagHzgN 05 & CHq04. and its structural formula is: .

L. <|3H; " CHCOOH
CH,CH CHNHCH——CO—N:j\ )
@" ke coon  CHCOOH
COOCH,CH,

Enatapril maleateis a white 10 olf-while, crystalline powders with a molecular waight
of 492.53. wt is sparingly solubie in water, soluble in ethanol, and freely solubla in
methanol.

Enalapril is a pro-drug, ing oral ion, itis bi y
af the ethyl ester to onllnpnlal which is the active angiotensin converting emyme
inhibitor.

Enalap+il maleats is supplied as 2.5 mg. 5 mg, 10 mg, and 20 mg tablets for oral
admlmsuannn {n addilion 10 (he u:nve lnqredlanl onnlapnl mateate, each tablet

the ing inacliva i ctosa, stearate, starch, and
ather ingredients. The 2.5 ing, 10 mg and 20 mg 1ablats aise contain iron oxides.

CLINICAL PHARMACOLOGY

of 14C il enaleate. Radi ivity was found to cr ss
the foli i ion of labeled drug ta pregnant hamsters.
Pharmacadynamics nnd Clinical Effects

Hypertensian: Administralion of VASOTEC to pitiunts with hyperlensu'.m of sever-
ity ranging from mild 10 severe results i in 3 reduclion ul both supine and standing
blood pressure usuaﬂy with 110 0¢ L postural hypo-

tanslon is it might be antici| in
petients. {See WARNINGS.) .
In most patients studied, altes oral admini: ion of.a singlad f {! |, onsel

of antihypertensive ectivity was seen al one hour wilh ||eak reduction of biood
pressure schieved by four 1o six hours.

Al recommended dosas, antihypertensive effgcts have besn maintained fac at fesst
24 hours. In some paticats the effects may diminish loward the end of the du:mq
inlerval (see DOSAGE AND ADMINISTRATION]s

in some patients achievement of optimal bload pressyre reduction may require
several weeks of therapy.

The antihiypertensive effects of VASOTEC have cantinuad during long term therapy.
Abrupt withdrawat of VASQOTEC has not been associated with arapidincreasa in blaos
presaure.

In hemodvnamnc :ludus in patients wuh essunnll hypartension, blood prassure

was by a ¢ in arteriel with an

increasa in cardiac autput and litile ar no change in heart rate. Following administea-
tion of VASOTEC, there is an increase in renal blaod How: glomeruiar filirstian rate is
usually unchanged. The eftects appear to be similar in patients with ranovasculai

Moachanism of Actian hvpcrlnnnun -
after hydralysi laprilat, inhibils anzyme Whan hiazid . the blood pressure lowering
{ACE} in human subjects and nmmnh ACE is 8 paptidyl dipeptidase that catalyzes the 0‘:““ l:’ VAS°7EC ara IFP'D’“":’IMV 'ddﬂ"'@ 5 .
ol angi othe . n a cl tudy, dac wa.
sin I also ! by the adrenal cortax. Tho bq“,'.c,.l hyperlcmuve pauanu lecalvmg VASOTEC. In this sludv thera wns no evidence. ala
affects ol analapnl in hvpermnsmn and huu (stlure appear to result primarily from of the tensive action of VASOTEC.
PP ol th syatem. Inhibition of ACE results in Hun Failure: In trials in patients lunlad with dmlla_hs and diuretics, trealment with
dacraned plnsmn angiotensin l1, which 1eads 1o dacreased vasopressor activily and o resuftad in vascular 3 bload p puimo-
the latter is small esults in nary capillary wadge pressure and heart size. and increased cardisc output and

small increases of serum poussmm In hypnrlanslve plllenls lrnlod with VASOTEC
alona tar up to 48 weaks, mean } in serum i fy 0.2

. mEQ/L were ohserved. In palients trealed with VASOTEC plus » lhmudu diuretic, there
was essentially no :hange serum potassium. (See PRECAUTIONS.} Remaval of
dhack an renin ion feads to i plasma renin

y it neg.
ncnvuv-

ACE is identical to kininase, an enzyme that degrades bradykinin. Whether in-
crensed (evals of bradykinin, a polent vasodepressor peptide, play & rale in the
tharapeutic effects ol VASOTEC remains o ba elucidated.

White the mechanism throughiwhich VASOTEC {owers biood pressureis halieved o
be PP lon of the reni: system, VASOTEC is
antihypertensive even in patients with low-renin hypartension. Allhnugh VASOTEC
was sntihyparteasiva in alf races studied, black hypertensive patients (usually a low-

exerciss lolerance. Heart

e was unchanged or slightly raduced, and mean ejection

lraction was h or i d. There was a ealfect on saverily of
heart failure as moasurad by the New York Heart INYHA} ificati

andon of dyspnea and fstigue. ¢ ic affects were observed afler
tha firstdose. and d to b intainad in sludios lasting as long as

four months. Effects on axercise tolarance, heart size, and severily and symptoras af
heart faifure were absetved in placabio-conteolled fudias lasling ftam sight weeks 10
over one year.

trial the offacts of enalapril and placsbo on

manahlv in 253 patiants with severs heart {allure INVHA Class 1V} snd radiographic
of who were on lhorapy with diuretics and dq-

italis. Onher vasodilalors wers used as needed. in th: {april group, tha roduction in
all-cause maualuv was 40 percent aftar su monms and 31 percant aftar ona yaar.

tenin hypertensive population) had # smalier avarage response (o enslaprii mona- Thera was an imp in NYHA m heart size, and a
therapy then non-black pmienu need lar therapy i m the i t graup.
Ph inetics and INDICATIONS AND USAGE
Following aral administration of VASOTEC, pask sarum at Hyp 7 s
occur within about ane hour. Based on Imnlry tecovnrv. the oxtant of nbsorphon of VASOTEC is i for the of hyp ion.
enalapril is spp ty 60 percent. is not il VASOTEC s of| #lana eein ivatian with othar sntihypariensive agents,
- offoodinthe inal tracl. f enalaprll is hvdro~ inlly thiezide-1ype The blaod-pressurs lawering eflects of VASQTEC
ivnd to onllcpnlnl whl:h Is a more potent angiotensin converting enzyma inhil and thiazides are approxi ndd'niva.
poorly ab: whan orally. Peak sarum Haari Failure -
wnccnmnonnf eﬂol-nnl-! occur three to four hours after an oral dosa of enalaprid VASOTEC ls indicated as adjuncive Iluupv ifi tha management of heart failure, in
maleste. Excralion of VASOTEC is primerily rensL Appraximately 84 percent of the patients who are not and digitatis.
dase is"reco’ in the urine ond fecas as enalaprilat or enaleprit. The principal in patients with severe heart faiture, VASOTEC improves sucvival. In 8 multicaruer
components in rine ar analagritat, accaunting for ehout 40 percant of the dose, and  placaba-controlled Irielin patienis with savere heart faiture lNew Yurl Hearl Alsocm-
infact analaprit. There is no ovi of of pril, other then en- tion Class V) and redi of
lapritat. therapy with diuretics and digitalis, palients who recaived VASOTEC had lmprcvad
The sarum ation profile of exhibits a pi

apparenlly rapresenting & small fraction of the admmuleud dou Ihll hu h-an
bound to ACE, The ameunt bound does not with dose, i
shte of binding. The al{eciiva hatf-lile for ion of

g multi-

il and onalapnlzn in pluanls w“h cenal msulhuency is
simitar to that in patienis with normal re: if the cate
is 30 mUmin or less. With qlolmruluv fHeeation cats 530 mbimin, pesk and trough
enalapritai levels i , ime 0 peak and time to steady
stale may bo dulavad TM 1 half-life of iat il doses of

enatapril maleats is prolanged at this level of ranal insufficiency. (Sa0 DOSAGE AND

ADMINISTRATION.) Enalaprilal is dislyzahls al 1he rate of 62 mUmin.

'Rewered trademark of MERCK & CO., Inc.
RIGHT & MERCK & CO., Inc., 1988 1989
All rights reserved

survival compared to placebo. {See CLINICAL PHARMACOLOGY.)

SURVIVAL {%)
Six Monthy One Yeyr
VASOTEC [n = 127) . 74 64
Placebo {n = 126) 56 48

VASOTEC is 1o he usad with diuretics and digitalis. .

In using VASOTEC consideration should ba given 1o the fact that another nnglulensm
converting enzyme inhibitor, clplopnl has caused ernulocvlusn. particularly in
patients with renal i or iar disesse, and that avaitable data
areinsufficient to show thet VASOTEC does not have a similar risk. (See WARNINGS.)

CONTRAINDICATIONS
VASOTEC is contreindicated in pallsnls wito ars hypersensitive to this praducl und
in patients with'a history of related to with an
Q anzyme
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e ASOTECS S““""’ -
Enalapril leate, MSD|
P dvoaita
WARNINGS
Angiocedema S tarted

oA L
Angloadema of lhe {ace, exiremilies, I|ps 1o11ﬂ’ti‘b'g otlis and/or larynl has hnn
reported in palients treatad with angiotensin cnnvaulng enzyme

© VASQTECe
. (Enalapril Maleate, MSD)
PRECAUTIONS
General
impaited Renal Function: As a of i g the

system, changes in renal function may be anhc'paled in su:cepuble

in plhenls with severe heartTailure whose renal funclion may depend on
system, with i
converling enzyme mhtbl(urs, including VASOTEC, may be associated with ofiguria

VASOTEC. In such cases VASOTEC should be plly and

therapy and iloring should be il untii and i t i the acnvuy of the
ol signs and syr has Ini where Hiing has been conli

to the face and lips the ition has i ved wi(hou( Il h andfor prog
antihistamines have been useful in relievi i with

laryngeal sdema may bo fatal. Where lhers is involvament of the tongue, glottis ar
farynk, fikely to cause sirway obstruction, appropriate therapy, e.q.. subzutaneaus
opmnnhrmelolu(mn‘ 100010.3 mL to 0.5 mL} and/or 2

and rarely with acute renal failure and/ar death.

In clinicat studies in hypertensive patienis with unilateral or bitateral renal artery
s1enosis, increases in blaad urea nitcogen and serum crealinine were observed in 20
percant of patients. These increases were almost always raversibla upon disconlinua-

patent sirway, should be promptly provided. {See ADVERSE REACTIONS ]

Hypolansmn

ionis rare in hypertensive patisnis treated with

VASOTEC alnne Patients with hoau laulure given VASOTEC commonly have some
in blood p: . with the lirst dose. but discantinuation af

lherapy for inui ion usually is not necessacy when

dosing instructions are !nllmd caution should be observed when i initialing therapy.
{Sea DOSAGE AND ADMINISTRATION.) Patients ai risk for

tien of tapril and/or diuretic therapy. In such patients renal {unclion should be
monitored during tha firsi {ew weeks of therapy.

Some patients with hypartension or heart failure with no apparent pre- axlshng
renal vascular dissase have developed increases in blood urea and serum crestinine,
usu#fly minor and transient, especiaily when VASOTEC has been given concamitantly
with a diureiic. This is more likely to occur in paiients with pre- existing renal impair-
ment. Dosage reduction snd/or discontinuation of tha diuretic andlor VASOTEC may
be required.

Evaluatian of patients with hypertensian ar haart failure should stways inciude
e33853ment nl mnal function. [See DOSAGE AND ADMINISTRATION.)

sometimes associated with oliguria endfor progressive azotemia, and rarely with
acute renal failure and/or deaih, include thase with tha fallowing conditions or charac-
teristics: heart (ailure, hyponatremis, high doss diuretic therapy. recent intensive
duuusls or increase in diuretic dose, reaal dlalysvs. or severe valume andlar sall

ion of any etiology. k may be to i the diuretic (except in
patienis with heartfailurel, mduca the diuretic dose grincrease salt intake tautiousty
bafare initiating therapy with VASOTEC in patiants at risk for excessive hypolensmn
who are abla to tolerate such adjustments. (See PRECAUTIONS, Orug and

serum (gre:lerlhan 5.7 mEqQ/L) was absarved in

nlpprmumllalv one percent of hypertensive patients in clinicat triafs. In mast cases
these were isolatad values which despite i therapy.
was 8 cause 6f discoiilinuifBn of therapy in 0.28 parcent ol hypertensive patients. In
dinjcaltrials in haart tailure, hyperkalemia was observad in 3.8 parcent of Qatients bu(
was not a cause for disconlifuation.

Aisk factors lor the davetopmant of hyperkatemia inciude ranal insuficiency, dia-
hetes me(luus, and lhe use of

© ADVERSE REACTIONS.] In patients at risk lar excessive hvpa!ansion therapy should
be started under very close medical supervision and such patients should be followad
ctosaly tor the {irst two waeks of and the dose of analapril and/ar
diureticisincreased. Similar considerations may applv to patients withischemic heart
orr.erebrov ular duusa inwhoman fallinbload id resultin
a f \ ;

it excessive hvpnlensmn accurs, the patient should be placed in the supine position

and, il Y. receive an i infusion of normai saline. A transisnt hypa-
tensive. isnot i to further doses of VASOTEC whlch usuaily
:ln be qbvon without dl"ccullyonu Iha hlood has

ps, a dose or of VASOTEC or concami-

tant diuretic may ba necassary.

Neutropenis/Agranulocytasis
Another anglotensin converiing enzyme mhlbuor. captapiil, has bun shown to
- cause lgmnulocvlosu and bona marcow rarely in patients
but more n with renat | fally If they slso have 8
coflagen vascular disease. Avaifatile data from clinical trists of analapril are insutfi-
cent to show that analapril doos not cause agranulacylasis at similar rates. Foralun
hn savaral cases of noutropsnia or anunulncvm:h in
which a caus# sl il cennot be ded. Periadic g ot
white blood celi counts in plllenls with collagen vascular disease and renal disease

shauid be cansidered.

f 4 y

ACE inhibltors, including VASOTEC, cen cause fatal and neonatal morbidity and
martetity when administered to pregnant women.

Ennlapiil crosses the human piscenta. When ACE inhibitors have besn usad duung
the second and third trimesters of pregnancy, thers have baen reports of

g salt whlch should be used
cautiousty, if n au wixh VASOTEC. {Ses Drug Interactions.}

Cough. Cough has been reported with the use of ACE mhnbuors Characteristically,
the cough is and of therapy.
ACE inhibitor-induced cough should be :nnsvdered as parl of the dilferentiat diag-
nosis of caugh.

Surgery

n panenls gaing mamr surgery or dunng aneslhesnl

with agents that praduce h il may block
sacondary 10 campansatory renin release. i occurs and is i to
ke due to this isro, it can by valume i

Information for Pmnms

ling laryngeal edemsa, may occur espeacially fol-

lamnu lha fiest dase of enaiapril. Patents should be 10 admad and told to report

any signs or ing of face, ex-

tremities, ayes, lips, tongue, difficutty in ing ingl and 1o ‘taka no more
drug until they have with the ibing physician.

Hypotension; Patients should be 10 report i Inll
duting the firet few days of therapy. I actusl syncope occurs, the pl(lnnu shauld be
10ld 10 discontinue the drug until they have with the p

All petients should be cautioned that axcessive perspi n lnd dahvdranan may
lead to an exceasive fall in blood pressure because af reduction in fluid volumae. Other
causas of volume deplalion such as vomiting or diarrhea may also lead to & fall in
blood preasure; patienta should be advised 1a consuit with the physician,

Hyperkalemia: Patlents should be told not 1o use sait substitutes containing po-
tassium without consuiting theit physician. .

Neutropenia: Patients thould be tald 1o report p ptly any indication of i

. {e.g.. sare throat, fevar] which may be a sign of neuuopemn

KOTE: A; with mmv olher dmgs cortain advice 10 patiants being traated with
to aid in the safe and c"ec(ws use
ibile adverss or d effects.

is
of this itis nol a di of ait

renal fallure, skuil hypapla 2, andlor danhm tha newbaorn. Ohgqhvdummo: hasaise

Drug Inferactions

been raported, 1epe ronll in the fatus; limb Mypotsnsion—Patiants on Bivrelic Therapy: Pananu on diuretics and especially
iofacial ities, h e f andintrauterine those in whorn diuretic (haupku rocenily inslil pa

growth raurdnlon have basn reported in A8l wnh lf . Patients. an 1 od afari '|hanpy with il. The

whao do raquirs ACE Inhibitors during the second and thlrd bty of b affacts with il can be imized by either discon-

shauld be apprised of the potenlia! hazards to the fetus, lnd lmqulnl ullusw

u"umn me diurstic or mcrusmg the sait intake prior ta initialion af treatmant with
o

examinations hould be performedto tookfor olig " I
observad, VASOTEC should be uniessaitls id l|lc—slvlnq for lha
mother.

risks to the fatun/ to ACE i include: intra-

patent ductus nr(evlncm. fetal desth has siso
bun mpoﬂad [t is not clear, however, whether thesa raporied events are raiated 1o
ACE inhihltion or the undarlying maternal diseasa. (t s not known whether axposure

the diurstic, provide close madical supsrvision
after the initial dose lor nlns( two hours and until hiood prassure has siabilized for st
least an additianal hour. (See WARNINGS and DOSAGE AND ADMINISTRATION.}
Agenis Causing Renin Release: Tha lnuhvpsnmwa etfect of VASOTEC is sug-
‘mented by sntihypertensive agents that cause renin release [e.q.. diuraticsl.
Other Cardiovascular Agents: VASOYEC has besn usad concomitantly with beis

0
fimited to the first trimester can adversely affsct atal gutcoms. anarg| Y ""g°;"’ i withomt '.“""“'o"" cram-BlacKing "":'d"v .':;
- Infants exposed in utero to ACE Inhibitors should ba clossly obsarved for by o Y igoxi
sion, oligurla, and hyperkslemia. If oliguria occurs, attention should be directed interactions. ' 4
(awnrd ll.lppoﬂ af blood pressure and renal porfuamn Agents g Serum F . VA_S_OTE_C 1 o038 cause
hasbesn I the by | dialysis and by thiazids-type diuretics. Potassl paring {e.g.. 3p triam-
may be d by exch h thers is no experi- terena, ar amulnrld_a). B 1 h of im- 2alt substi-
ance with tha latter pracsdure. tutes may lead 1o in sarum % hey anauid
Thera wes no felatoxiclty or teratogenicity in rata restsd with up ta 200 mgikg/day ~ Use of thesa agents is i ,b’“"“ of de nia, they shau
of enatapf (333 times the human dose. as ade o used with caution and with t g of serum

cresse in svarage Iotal weight, occurred in rata given 1200 mgngldnv of enalaprit, bul

did not accur when an animals wers with saline. E
rabbits. ¢ and fatsl lmualv occutred in soms rlhhuu
atdoses of 1 mglhgldtv ormore Saline the and

{staltoxicity seen at d
maximum human dasel.

f 3 and 10 mg/kg/day but nol at 30 mgAgiday (S0 times the

sparing agents shnuw generally not be used in pmems with heart iallum receiving
VASOTEC.

Lithium: Uthium toxicity has baen ruporled in pahanll muwmg ||lhlum concomi-
antly with drugs which causs slimi of sodium, i ACE il Afew
cases of lithium toxicity have bean reported in patients receiving cancomitant
VASOTEC and lithium and ware reversible upan discontinuation of both drugs. It is
d that sarum lithium levels be monitored frequently if enalaprit is admin-

it VASOTEC is used during pregnancy ar il the patiant while
taking VASQTEC, tha patient shoutd ba spprised of the potential hazards ta the fstus.

istarad concomitantly with lithium.



VASOTEC®
{Enalapril Maleate, MSD}

Carcie is, M of Fertility
Thare was na evidence ol a tumorigenic effect when enstapril was adminisiared for
106 weeks to racs 81 doses up 10 30 mg/ y {150 times® the daity human
dase). Enalapril has also been administerad for 94 waeiks to male and famale mica at
doses up to 90 and 180 mgkg/day, respectively, (150 and 300 times* the maximum
daily dose for humans) and showed no evidence of carcinogenicity.
Neither enalaprit maleate nor the active diacid was mutagenicin the Ames microbial
mulagen tasl wilh or without metabolic activation. Enalapril was also negative in the
9 icity studias: v, revarse mulation assay with £. co;, sister
id exch with cultured ian calls, and the mi test with
“mice, s wall 83 in an in vivo cytogenic study using mouse bone marrow.
Thers were no adverse elfects on reproductive performance in male and fomate rats
toated with 10 to 90 mg/kg/day of enalapril.
FPragnancy
Pragnancy Caiegory D. See WARNINGS, £ Moarbidil
Nursmg Mothers

and Hy.

and in humen milk in irace amounts. Caution
should bs e:nrc:nd when VASOVEC-: given ta & nursing mother.
Pediateic Use
Safaly and effectiveness in childeen have not baen ésiablished.

) ADVERSE REACTIONS
VASQTEC has been evaluated lor safety in morg than 10,000 patients, including over

7575824
VASOTECS
{Enalapril Maleate, MSD}
VASOTEC Placabo
(n=633) fn=339}
incidence Incidence
{discantinuation)
NervousiPsychiatric
Dizziness 7.9 {0.6) 06
Headache 1.8 {0.1} 09
Veriigo 16 {0.1) 1.2
Respiratary
Cough 2.2 (0.0} 0.6
Bronchitis 13 (0.0 0.9
Dyspnea 1.3 {0.%) 0.4
Pneumonia 1.0 {0.0} 24
Skin
Rash 13 (0.0 24
Urogenital
Urinary Teact !nluclwn 1.3 (0.0} 24

Other serious clinical advarse up:riqnws occurring since the drug was markated
ar adverse expariences accurrng in 0.5 to 1.0 parcent of patients with hypartension ar
heart failura in ctinical trials are listed below and, within aach category, are in order ol
daculsmn sevarity.

Cardiovascular: Cardiac nmm dial i i
to

1000 patients treated for oné yaar or mora. VASOTEC hes bean found Io ba g y paulblv i 4 ¥ and in high mk P‘m'n:’g(:;: v,’:::::".‘ dﬁz.
weil tolerated in controlled clinical trials invoiving 2887 patients. including atrial ia and - atrial fibriltatlon:

For the moat part, adverss experiances wera mild and transient in aature. in cmm:ll e ive: I b . iy N
trials, discontinuation of therapy dus to clinical adverse expariances was in gestive: lleus, p b 2 ar [proven on rec | or
23 parcent of patiants with hypartansion and in 5.7 percent of patients with heart . melana, yipepsia,
faiture, The # advarse was riot refated lo totsl daily dosage ry mouth.
within the usual dosags ranges. n patients with hypertension tha oversll L I MU"'JG cramps.
of patisnts teeated with VASOTEC reporling ldveua was e to it i 1 aer-
placabo. vousnuu. pnanhesu
HYPERTENSION hinorrhea, sora throat and hoarseness, asthma, up-

Adverse axperiences occurring in greater than one parcant of patients with hypar- pm rup«rllnrv mlocuon
tansion treated with VASOTEC in controlied clinicel! trisls are shown balow. in patisnts Skin: oxic e &

traated with VASOTEC. the maximum durstion of tharapy was three years; in placebo
traated patients the maximum duration of therapy was 12 weeks.

VASOTEC Placebo
(n=2314) {n=230)
Incidence Incidance
BadyAs A Whole
Fatig: 3.0 {<0.M} 26
Onhoxuuc Eflects 1.2 {<0.1) 0.0
Asthenia 1t lo. 03
Digestive
Diarrhen 1.4 (<0.1} 1.7
Nausea 1.4 (0.21 1.2
NervausiPsychistric .
Heedache 5.2 (0.3} 9.1
Dizziness 43 {04} 43
Respirstory .
Cough L3 (em 0.9
Skin
Ra: 1.4 (0.4 0.4
HEART FAILURE

Advarse experiencas occuulnq in greater than one parcent of patients with heart
failure lruud with VASOTEC are shown balow. Tha incidences reprasant the up-n
bath and clinical trials & of
"lhn‘ny was appraximately one year). In |h. placsbo lrulod pnunu the incidences
reported are from th therapy is 12 weeks). The
percantage of patients with sevare heart failure (NYHA Clasa [Viwas 29 parcent and 43
percent for patiants trested with VASOTEC and placebo, respectively.

VASOTEC Placebo
{n=073} {n=239|
Incidence {ncidence
Body A3 A Whofe
Orthostatic Effects 22 (o.n 0.3
Syncope 22 [o.1) 08
Chest Pain 2.1 (6.0) 21
Fatigue 1.8 (0.0) 18
Abdominat Pain 1.6 {0.4] 2.1
~RAathenia 1.6 (0.1} 03
Cardiavascular
Hypo! n 6.7 (1.9} 06
Orthostatic Hypotension 1.6 (0.1} 03
Angins Pactoris 1.5 {0:1) 1.8
Myocardiaf Inferction 1.2 (0.3} 18
Digestive
Diarrhaa 2.8 (0.1 1.2
Nauses 1.3 {0) 0.6
Vamiting 1.3 {0.0} 09

“Based on patient waight of 50 kg

droma, herpas zoster, erythema mu(ulorme. urticaria, ovunlus. alopecia, llushmq.
diaphoresis.

Special Senses: Blurred vision, taste
dry eyes, tearing.

Urogenital: Renal tailure, oligutia, renal dysfunciion (see FRECAU‘NONS and DOS-
AGE AND ADMINISTRATION], impotence.

A eymptom complax hns bcun reported which may mcluda a poaitive ANA. o

o 1rate, of iafarthritis, myaligia, lever,
i k i L i ity resh and other darmatologic -

tinnitus,

manifastations.

has baen in patisnts recaiving VASOTEC 10.2
percant). i iated with lacyngasl edema may ba fatal. f angicedema
of the face. extremities, lipt, longue, glottis and/or larynx occurs, frastment with
VASOTEC thould be and therapy insti
{See WARNINGS.)

HMypateasion: In lhahvpeﬂenswa patients, hypolension occurred in 8.9 parcent and
syncope ou:unod m 0.5-percent-of-pstients following the initial dose or duting
d therapy. was a cause for di ion of tharapy
in 0.1 parcent of nyp&_lensvc mgegu Inheart failure pnuon(s, hypotension oceurrad
in 6.7 parcent and syncope occurred in 2.2 percent of patiants. Hypotension or syn-
cope was 8 cause for discontinuation of therapy in 1.9 parceni of patients with heari
failure. {See WARNINGS.) = X
FatatiNeonatal Morbidity and Mortality: In infants expasad in utera'to ACE inhibi-
tors the following sdverss experisnces have baen reparted: Fetal and ngonnul death,

PpHrop!

ranat failure, hy ling d skull hypa-
plasia, imb formitiny, i ine growth tior
pramaturity and patent ductus srtariosus {see - Morb
and Mortality}.

Clinicsl Laborstory Test Findings

Sarum Electralytas: Hyparkalemis (see PRECAUT\ONS). hvpon-lnml-

Creatinine, 8lood Ures Nitrogen: In conirolled clinical ridla minor mcreuax in
biood ureaniirogen snd f tharapy.
were ohserved in sbaut 0.2 parcent of patianis with uumml hypu(en:lon treated
with VASOTEC sione. Increeses are more likely 10 occur.in patients raceiving concomi-
wnt diuretics or in petiants with rens! artery stenosis. (See PRECAUTIONS.) In pa-
ucnu with heart failure who ware also receiving diyralics with or without digitalis

in blood urea nit of serum g ugually ible upon discon-
tinustion of VASQOTEC snd/or other concomitant diuretic tharapy. were obsarved in
about 11 percent of patients. Incraases in hlood urea nitrogan or creatinine were a
causa for discontinuation in 1.2 percant of patients.
bin and it: Smatt in bin snd

{mean decrasses of approximately 0.1 g percent and 1.0 vol percent, re!oocnvolv)
occur frequently in eithar hyparisnsion or congestive heart failure patients treatad
with VASOTEC but sre rarely of clinical importence unlass another cause of anemia
cosxists. In clinical triats, less than 0.1 percent of patiants discontinued therapy due 10
anemin.’

Other {Causal i ip

I

c!peﬂenca. rare cases of neu-
marrow aon Alew
cases of hemolysis have bean reported in pnuenu with GEPD deficiancy.

Liver Function Tests: Elevations of fiver enrymes and/or serum bilirubin have

-occurrad.
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VASOTEC®
(Enalapril Maleate, MSD)
OVERDOSAGE °
Limited dala are n regard to ge in humans,

The oral LOgq of analapnl is 2000 mglkg in mice and rats.
The most likely ge would be h: for which the
usuat would be i mfusmu ot narmal :alme selution.
at may be ‘!rom ganera I and has been
fram 1 c hy

dialysis.

DOSAGE AND ADMINISTAATION

Hypertension

in pamnll who ace cuvrenllv h:mg treated wilh a diuretic, :vmp(omullc hypoten-
sion may occur the initial dose of VASQOTEC. The diuretic
shauld, if possible, be discantinuad lof two lo three davs be{ole Leginning therapy
with VASQTEC lo reduce the likeli {Su GS.1 it the
patient’s blood pressuce is nat cantrolled with VASOTEC alone, diurstic Iherapy may
be resumad.

if the diuretic cannat bo discontinuad an initial dose of 2.5ng should be used under
medical supervision for at least two hours and until blood pressure has suhlhzsd for

VASOTEC®
{Enalaprit Maleate, MSD)

unlil btood pressure has stabilized far atleast an additionathour. {Sae WARNINGS and
PRECAUTIONS, Orug Interactions.| 1t posslble the dose of the diuretic should be
reduced which may dimi the likeli i The of hypo-
tension after the inilial dnsa al VASOTEC does no| preclude suhsequem careful dase
titration with the drug, The usual
therapeulic dosing range lorlha treatment of herrt failure is Stc 20mg dmlv givenin

eflactive in a controlied study. but nearly al patieals ia this study ware given 40 mg,

tha maximum recommended daily doso, andhare has been much more experience

wilh twice daily dosing. In addition, patienis in the morlality uial received therapy

wwice daily lsee belowl. Dosage may ba adjusted depending upon clinicat or
Bl

{See

In a placeb: study which reduced mortality in patients

wilh severe heart failure INYHA Class IV], patients were treated wilh 2.5 - 40 mg per

day of VASOTEC, aimos! always administered in two divided dases. {See CUNICAL
PHARMACOLOGY, Pharmacodynamics and Clinical Effects.}

Dosage Adjusiment in Patients with Hearl Failure and
enal I i ort i

atteast an iti hour. (See and PRECAUTIONS, Drug )

- The recommended initial dosa in nnnanls not on diuretics is 5 mg once a day.
Dnsnga should be adj; o blood p T The usual dasage
ranga is 10 to 40 mg per day admlm:lgrad ina smqle dose or two divided doses. In
soma patisnts daily, the antihyp. flact may diminish loward the
end ol the dosmg interval, In such nahoms. an incresse in dosage or twice daily

should be blood g is not with
VASOTEC alone, a diutetic may be addud
Concomitant administration of VASOTEC with i
salt or paring may lead lo increases of serum po- -

tassium {see PRECAUTIONS).

Dosage Adjustment in Hypartensive Palients with Renal Imyarrmcm
The usual dose of analapnl isrecommended lor patients with a

In patients with hear| faiture who have hyponatremia (serum sodium less than 130
mEg/L) or with serum creatinine greater than 1.6 mg/dL, therapy should be initiated at
2.5 mg daily under close imedical supervision. {See DOSAGE AND ADMINISTRATION,
Heart Faifure, WARNINGS and PRECAUTIONS, Dnug Interactions.) The dose may be
increasedto 2.5 mg b.i.d..then Smg b.i.d. and higher as needed, usually atintervats of
four days or mora if at the lime of dosage adjusiment there is not excessive hypaten -
sian or signilicant deterioration of renal function. The maximum daily dose is 40 mg.

T T % HOW SUPPLIED
No. 3411 — Tablets VASOTEC, 2.5 mg, are yellow, bicanvex barrel shaped. scored.
compressed tablets with coda MS0 014 on one side and VASOTEC on the other. They

w30 mLImm Iserum of up to app 3 mg/dL). For patients with
%30 mifmia i r:| mgldL), thefirsidoseis 2.5mg
once daily, The dosage may be titrated upward p is orta
o maximum of 40 mg daily. -
Initist Dose
Renal Status - mgiday
Normal Ranel Smg
Function
Mild lmpairment S80 >30 mUUmin S mg
Moderateto =30 mtmin 25mg
Severe
Impairement
' Dialysis - 25mgon
Patients dialysis
days*
*Dosage an nondiatysis days should be o on the blood
response.
Haart Failure
VASOTEC is indi das therapy with di and digitafis. Tha racom-

mendsd stacting dose is 2.5 mg ance of twica daily. Afler the initisl dose of VASOTEC,
the patient should be obsarved under medical supervisian for st laast iwo hours and

are ied a5 follows:
NDC 0006-0014-68 Lotiles of 100 (with desiccanl)
NDC 0008-0014-28 unit dose packages of 100.

No. 3412 — Tableis VASOTEC, § mg, 8re white, barret shaped, scored, compressed
1ablets, with cade MSD 712 on one aide and VASOTEC on the othat. They are supplied
as follows:

NDC 0006-0712-68 hottles of 100 (with desiccant)

{8505-01-236-8880, 5 mg 100’s|

NDC 0006-0712-28 unit dosu packages of 100.

No. 3413 — Tablets VASOTEC, 10 mg, are salmon, barrel shaped, compressed
1ablets, with code MSD 713 on one sida and VASOTEC on the othar. They sre supplied
as follawa: .

NOC 0006-0743-68 bottlas of 100 twith desiccant}

{6505-01-238-8891, 10 mg 100's)

INDC 0006-0713-28 unit dose packages of 100.

No. 3414 — Tableis VASOTEC, 20 mg, are peach, baresl shaped, compressed tab-
lats, wilth code M50 734 an ona side and VASOTEC on the other. They are supplied as
{ollows:

NDC 0006-0714-68 bolvles of 100 {with desiccant}

{6505-01-237-0545, 20 mg 100°s)

INDC 0006-0714-28 unif dose packages of 100.

Storage

Store below 30°C [B6°F) and avoid transiant tompsaraturas ebove STC (122°Fl. Keep
cantainer tightly clossd. Protect from molsture.

Dispanse in a tight container, if produci package is subd-v-ded

Issusd Decamber 1990

HARP & DOHM

€O, INC, WEST POINT, PA 13486, USA

m

Printed in USA
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Medical Officer Review

NDA #: 18-998

Sponsor: MSDRL

Drug: Vasotec -
Type of Submission: Labeling change -
Date Submitted: 1/22/91

Date of Review: 1/25/91

Medical Officer # : 11D

Content™ -

The sponsor submits revised final labeling that we had requested based on labeling
changes submitted 12/11/91. (see attached)

- - &
-

Conclusions
The labeling changes are consistent with our requests.

-Regulatory Action
None required.

mﬁa s

Charles J. Ganl

CC: orig

HFD-110 » -
HFD-110/c.ganley : WM

HFD-110/¢cso -

HFD-110/s.chen , ﬂé‘&/‘/—/
T e
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Medical Offfcer Review g

NDA *: 18-998

Sponsor: MSDRL

Drug: Vasotec .
Type of Submission: Labeling change N
Date Submitted: 12/11/90 '

Date of Review: 1/25/90°

Medical Officer *: 11D

Content

The proposed labeling change for enalapril includes revisions in the contraindications,
warnings, precautions and adverse events sections as outlined in the attached documents.

.. - A
=

Conclusions

The proposed labeling was discussed among Drs. Chen, Graham and Ganley. The following
conclusions have been agreed upon.

The sponsor has not provided sufficient information to  justify the exclusion of pattents
with any history of angioedema as they have done in the contraindications section. We have
discussed this issue previously, in reference to all ACEI, and concluded that a statement ———

: 1s not
supported by the medical iterature cited. The statement

redundant and should not be included.

Regulatory Action

Prior to submitting the proposed labeiing change, the sponsor had already printed
several million copies of the proposed labeling. The sponsor was permitted to use these package -
inserts but had to submit new labeling instituting the changes l1sted “above.

e Sunla
Charles J, GaU]ey, M.[(J
cc:  orlg o Wﬂ@@Q
HFD-110 . Afﬂt o
HFD-110/c.ganley /
HFD-110/cso (S ’Wf"‘)/r

HFD-110/s.chen | : /)/S /4(

HFD-110/c.graham
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e e { NDA 18-998

SUMMARY OF LABELING REVISIONS
Tablets VASOTEC
(Enalapril Maleate, MSD)

The following revisions have been made to the circular for Tablets VASQOTEC:

1) CONTRAINDICATIONS : ”

The contraindication concerning ACE inhibitors and angioedema has been
revised, based on a review of the literature, as follows:

From: VASOTEC is contraindicated in patients ... and in patients with

a history of angioedema related to previous treatment with an
angiotensin converting enzyme inhibitor.

TO: VASOTEC is contraindicated in pat1entSf . and in patients with

a history of angioedema. :

Publications:
® Orfan, N., Patterson, R., Dykew1cz, M.S.: Severe angioedema related to

ACE inhibitors in patients with a history of idiopathic angxoedema.
JAMA. 264: 1287-1289, Sept. 1990.

¢ Shepherd, G.M.: Possible contraindication of angiotension converting

enzyme inhibitors in patients with hereditary angioedema., Am. J. Med.
88: 446, April 1990.

® Slater, E.E., Merrill, D.D.; Guess, H.A.; Roylance, P.J.: Cooper, W.D.; .
Inman, W.H.:; Ewan, P.W.:  Clinical profile of angioedema associated with
angiotensin converting enzyme inhibition, JAMA 260: 967-970, Aug. 1988.

2) WARNINGS
a) Angicedema - This section has been expanded based on good medical
care and literature: 1) to ensure that~appropriate therapy and
monitoring are provided until complete .reselution of symptoms has
— - occurred because relapse of angioedema has been reported in some
- 7% patients; and 2) that when theére is airway obstruction emergency
therapy including any measures necessary to ensure a patient airway
should be promptly provided.

Publication: : :
Giennoccaro, P.J.; Wallace, G. J.; Higginson, L.A.J.; Williams, W.L.:
Fatal angioedema associated with enalapril, Can, J. Cardiol., 5:
335-336, Oct. 1989.

3) PRECAUTIONS

a) Cough - This new subsection has been added based on information
contained in the report on the effects of ACE inhibitors on pulmonary
function including cough, submitted to the FDA on 8/2/89, for
inclusion in the NDA for Tablets VASOTEC (NDA 18-998).



SN

. 13
1

4) ADVERSE REACTIONS
The paragraph listing those experiences occurring since enalapril was
marketed has been revised as follows:

a) Cardigvascular - the currently labeled experience "rhythm
disturbances” has been expanded to include "atrial tachycardia“ and
"bradycardia”. This revision is based on review of over B0 reports
coded tachycardia or bradycardia, and specifies—a possible cause
for the disturbance which is possibly secondary to hypotension or N =
abnormal serum potassium levels.

b) Digestive - Based on an FDA letter dated 2/13/90, the gualifier
“proven on rechallenge” has been included to the experience

. hepatocellular hepatitis.
c) Skin - Based on a dictionary terminology change, the term for the
experience "hyperhidrosis" has been updated.to the term
. “diaphoresis". - %
#
— e
vim/4484+/1-2
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RECORD OF TELEPHONE CONVERSATION _ )

December 27,1990 '

Elliott T. Berger, Ph.D.
Merck Sharp & Dohme Research Laboratories
NDA ,48-998/S-025

19-221/5-007

19-309/5-008

19-558/S-010 i

19-778/5-004 : o
Background: On December 11, 1990 we received the above labeling supplements that provide
for the addition of the new pregnancy wording (except Vasotec, already changed) and changes to
the WARNINGS, PRECAUTIONS, ADVERSE REACTIONS, and CONTRAINDICATIONS sections. Drs.
Graham, Ganley, and S. Chen disagreed with the CONTRAINDICATIONS change. Merck agreed to
separate out that change and to submit it as a second supplement. Drs. Graham, Ganley and S.
Chen and | met today to discuss the other changes. | phoned Dr. Berger to inform him of our

decisions. -
-F -}
Phone Call:
- WARNINGS, Angioedema:
Please delete - - . —from the first addition to this

subsection. The event seems to be a continuation of an episode, not a relapse; the statement is
supported by only one case.

Instead of the proposed additional sentence, for brevity please change the existing sentence to:

"Where there is involvement of the tongue, glottis or larynx, lkely to cause airway

obstruction, appropriate therapy, e.g., subcutaneous epinephrine solution 1:1000 (0.3 mL to

0.5 mL) and measures necessary to ensure a patent airway, should be promptly provided." N
" The other changes are acceptable.

Dr. Berger agreed to present the above changes 1o his labeling committee.

Kathleen Bongiovanni’

'NDA 18799818 025

' 19-221/8-007
19-309/5-008

. 19-558/8-010

719 778/S 004 °

i HFD '1 WICGtaham ,
HFD-1 10/CGan|ey
‘HFD -110/SChen
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CSO Review of Labeling . 199]

NDA: ' Vasotec (enalapril maleate) Tablets
19-221/S-007 Vaseretic (enalapril maleate/HCTZ) Tablets
19-309/S-008 Vasotec (enalaprilat) 1V

19-5568/S-010  Prinivil (lisinopril) Tablets
19-778/S-004  Prinzide (lisinopril/HCTZ) Tablets

Date of submissions: December 7, 1990 ‘ -
Amendments: January 18, 1991

Applicant: Merck Sharp & Dohme Research Laboratories

Merck submitted Special Supplements: Changes Being Effected dated December 7, 1990 for
their five ACE inhibitor NDAs. These supplements included final. printed labeling revised under
CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS as follows:

All Applications:

CONTRAINDICATIONS: The sentence "DRUG NAME is contraindicated in patients who are
hypersensitive to [any component of] this product and in patients with a history of angioedema
related to previous treatment with an angiotensin converting enzyme inhibitor." has been
changed to "DRUG NAME is contraindicated in patients who are hypersensitive to [any component
of] this product and in patients with a history of angioedema.”

WARNINGS, Angioedema: The sentence "in such cases DRUG NAME should be promptly
discontinued and the patient carefully observed until the swelling disappears.” has been changed
to *In such cases DRUG NAME should be promptly discontinued and appropriate therapy and
monitoring should be provided until complete and sustained resolution of symptoms has
occurred

The following sentence was added: "Other appropriate emergency therapy
including any measures necessary to ensure a patent alrway-should be promptly provided.”
PRECAU'I‘IONS A new subsection, Cough, has been added: Cough: Cough has been reported with
the use of ACE inhibitors. Characteristically,, the cough Is nonproductive, persistent and
resolves after discontinuation of therapy. ACE inhibitor-induced cough should be consldered as
part of the differential diagnosis of cough. :

In addition, minor editorial changes have been made.

ADVERSE REACTIONS, Cardiovascular: the phrase "including atrial tachycardia arid
bradycardia" was added- after “rhythm disturbances";
Digestive: the phrase “Iproven on rechallenge]® was added after “hepatitis

" (hepatocellular”



Skin: the word hyperhidrosis was changed to diaphoresis.

WARNINGS: A new subseciion, Fetal and Neonatal Morbidity and Mortality, has been added.
PRECAUTIONS: ‘The Pregnancy Category has been changed to D.

PRECAUTIONS, Nursing Mothers: The following portions have been deleted: "it is not known
whether enalapril is secreted in human milk;" and "Milk of lactating rats contains radioactivity
following administration of 14 C enalapril maleate." The following has been added: "Enalapril
and enalaprllat are detected in human milk in trace amounts.”

ADVERSE REACTIONS: A new subsectlon Fetal and Neonatal Morbidity and Mortality, has been
added.

OVERDOSAGE: The following has been added: "and has been removed from neonatal circulation by
peritoneal dlaly5|s "

WARNINGS: A new subsection, Pregnancy, Enalapril-Hydrochlorothiazide, has been added.

19-778:
WARNINGS: A new subsection, Pregnancy, Lisinopril-Hydrochlorothiazide, has been added.

ADVERSE REACTIONS, Other adverse reactions that have been reported with the individual
components are listed below, Lisinopril: A new subsection, Body as a Whole: Malaise, has been
=

Drs. Lipicky, Graham, Ganley, and S. Chen disagreed with the CONTRAINDICATION change. Dr.
Graham spoke with Merck by telephone and requested that the-justification for this change be

- submitted in a separate supplement. The other changes were revidwed in a meeting between
Drs. Graham, Ganley, S. Chen, and me, and i called the firm and asked them to do the following
(see_ Record of Telephone Conversation 12- -27-90):

WARNINGS, Angioedema:

Please delete - ~ from the first addition to this
subsection. The event seems to be a continuation of an episode, not a relapse; the statement is
supporied by only one case.

Instead of the proposed additional sentence, for brevity please change the existing sentence to:
"Whaere there is involvement of the tongue, glottis or larynx, likely to cause alrway
obstruction, appropriate therapy, e.g., subcutaneous epinephrine solution 1:1000 (0.3-mL to
0.5 mlL) and measures necessary to ensure a patent airway, should be promptly provided.”

The other changes are acceptable.



.’/——\.“
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Merck responded by amending their supplements with final printed. labeling revised to retain
the CONTRAINDICATIONS statement as it was, and to change the other subsections as we
requested. They also added the following changes:

WARNINGS, Angioedema: - : has been changed to "sustained
resolution of signs and symptoms.” :

These supplements are scheduled to become effective on or about February 1, 1991.

Conclusion: Merck has submitted supporting information for the above changes. The changes to
the labeling are allowable under 21 CFR 314.70 (c)(2)(i), Supplements for changes that may
be made before FDA approval. | will prepare acknowledge and approval letters for Dr. Lipicky's
signature.

e 2 [-3f-F¢
cc: NDA 18-998/S-025. Kathleen Bongiovanni
19-221/5-007 I

19-309/5-008
19-558/8-010
19-778/S-004
HFD-111
HFD-111/KBongiovanni
HFD-110/SBenton



