CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

NDA 18-998/S039

CONTENTS

Reviews / Information Included in this NDA Review.

Approval Letter

Approvable Letter

Labeling

Medical Review(s)

SIS

Chemistry Review(s)

Pharmacology Review(s)

Statistical Review(s)

Microbiology Review(s)

Clinical Pharmacology/ Biopharmaceutics Review(s)

Administrative/Correspondence Document(s) X




CENTER FOR DRUG EVALUATION AND RESEARCH

Trade Name:

Generic Name:

Sponsor:

Approval Date:

Indications:

Approval Package for:

APPLICATION NUMBER:

NDA 18-998/S039

Vasotec

Enalapril Maleate

Merck Research Laboratories
January 14, 1994

The treatment of hypertension.



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
NDA 18-998/S039

APPROVAL LETTER




VARBRIRIGAY N BRI N e e oF

~v—

_KC/C DEPARTMENT OF HEALT:{ & HUMAN SERVICES Public Heaith Service

0008 and Drug Administration
NDA -998/S-03¢ Rockwille ViD 20857
19-221/S~016

"19-309/5-014 JAN (4 1894
19-558/S-021 *

19-778/S5-015

Merck Research {aboratories
Attention: Patricia L. Kraft, Ph.D.
Sumneytown Pike

West Point, PA 19486

Dear Dr. Kraft:

Please refer to your May 26, 1993 supplemental new drug applications submitted under
section 505(b)(1) of the Federal Food, Druc. and Cosmetic Act for Vasotec (enalapril maleate)
Tablets {(NDA 18-998), Vaseretic {enalapril maleate/hydrochiorothiazide) Tablets

(NDA 19-221), Vasotec (enalaprilat} |.V. (NDA 19-309), Prinivil {lisinopril) Tabiets
(NDA 19.558) and Prinzide (lisinopril/hydrochlorothiazide) Tablets (NDA 19-778).

We also acknowledge receipt of your amendments to NDAs 18-338, 19-221, 19-309 and
19-558 dated December 14, 1993 and your amendment to NDA 19-778 dated
December 16, 1993.

The supplemental applications provide for final printed labeling revised to include a new
subsection, WARNINGS, Hepatic Failure:

WARNINGS, Hepatic Failure: Rarely, ACE inhibitors have been associated
with a syndrome that starts with cholestatic jaundice and progresses to fulminant
hepatic necrosis and (sometimes) death. The mechanism of this syndrome is not
understood. Patients receiving ACE inhibitors who develop jaundice or marked
elevations of hepatic enzymes should discontinue the ACE inhibitor and receive
appropriate medical follow-up.

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.

Sincerely yours,

NL U ryfey

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal '-i'g Products
Office of Drug Evaluatio:

Center for Drug Evaluz:. .= i'osearch
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CcC:
~Original NDA )

AF-2 ~(with Tabaling)
HFC-130/JAllen

HFD-110

HFD-110/CSO

HFD-80

HFD-230 (with labeling)
HFD-240 (with labeling)
HFD-6838 (with labeling)
HFD-730 (with labeling)
HFD-110/KBongiovanni;1/4/94

sb/1/4/93;1/12/94
R/D: CGanley/1/4/94
SChen/1/4/34

GBuehler for NMorgenstern/1/7/94

Approval Date:18-998 - 12/24/85
19-221 - 10/31/86
19-309 - 2/9/88
19-5658 - 12/29/87
19-778 - 2/16/89
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Food ang C:.3 Aaminisiration
Rockville MD 20857

NDA 1 98/S-039 _ Ji
19-221/5-016

19-309/5-014
19-558/5-021
19-778B/5-015

Merck Research Laborateries
Attention: Patricia L. Kraft, Ph.D.
West Point, PA 19486

Dear Dr. Kratt:

We acknowledge the receipt on June 1, 1993 of your May 26, 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/
hydrochlorothiazide} Tablets (NDA 19-221), Vasotec (enalaprilat) I.V. (NDA 19-309),
Prinivil {lisinopril) Tablets (NDA 19-558) and Prinzide (lisinopri/hydrochlorothiazide)
Tablets (NDA 19-778).

The supplemental applicaticns provide for draft labeling revised to include a new subsection,
WARNINGS, Hepatic Failure:

WARNINGS, Hepatic Fallure: Rarely, ACE inhibitors have been associated
with a syndrome that starts with cholestatic jaundice and progresses to fulminant
hepatic necrosis and (sometimes) death. The mechanism of this syndrome is not
understood. Patients receiving ACE inhibitors who develop jaundice or marked
elevations of hepatic enzymes should discontinue the ACE inhibitor and receive
appropriate medical follow-up.

We have completed the review of these supplemental applications as submitted with draft
labeling. Before the supplements may be approved, however, it will be necessary for you i
submit final printed labeling. The labeling should be identicatl in content to the draft copy. it
additional information relating io the safety or effectiveness of these drugs becomes available
before we receaive the final printed labeling, revision of that labeiing may be required.

To each application, please submit twelve copies of the printed labeling seven of which are
individvally mounted on heavy weight paper or similar material.

Within 10 days after the date ot this letter, you are required to amend the applications, notify
us of your intent to file amendments, or follow one of your other options under

21 CFR 314 110. In the absence of such action FDA m.ay take action fo withdraw the
supplemental applications.

3
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Should you have any questions, piease contact:

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

Sincerely yours,
RY 2079 51

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

Original NDA
HFD-110
HFD-110/CSO
HFD-80/DDIR i
HFD-110/KBongiovanni P
$b/6/22/93;6/28/93 o b5 T
R/D: CGanley/6/24/93

NMorgenstern/6/25/93

Approval Dates:13-998 - 12/24/85
' 19-221 - 10/31/86
19-309 - 2/9/88
19-558 - 12/29/87
19-778 - 2/16/89

APPROVABLE
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€ MERCK&CO, INC.
West Point, PA 19486, USA

t/' &'Uﬂ - JAN ' 4 ,99411323:9

TABLETS

VASERETIC®

{(ENALAPRIL MALEATE-HYDROCHLOROTHIAZIDE)

USE ¥ PREGNANCY

When uted In progranicy during the second and third trimesters, ACE hohibitors
can cayse injury and even death 1o the devaloping fetus. When pregnancy s
datected. VASERETIC showld be discontinusd »3 soon &3 possible. Sen WARN-
INGS3. Pregnancy, Enslapril Maieate. FetsiNoonats! Moibidity and ¥+ srtality.

DESCRIFTION
VASERETIC® (€ # Maleay combins en

VASERETIC® (Ena"sp:l) Maluate Hydiochiorothistide)

effective in biack patienta than enatapri. Concomitant adminlstration of snslapri
maleals and hydrochiciothizzide was squally affective in black and non-black
patients.

Pharmacokinetics and Metabolism: Folowing oral sdminisiration of analapel] male -
812, peak serun concentrations of enalsprl occair within sbout 0ne hows, Basad on

wsinsry recover:, the extent of of snalaprit ls 80 parcont.
Enalppeil PN 1 et e by the of food In \he - L
tiact. Fotlowingp ab: ion, anstepril ks v y moie

LY P which s &
potent anniotensin converling snryme inhihikor than onalape; enals,iiat ls poorly
ab30rbed when adminlsiered orslly. Peak ssvum Concenisation ) of enalapriay pocus
thi2o to four hours shiee sn oral doss of enelsprili malests, Ex swtion of enstapelist
and enalapei Ix primarity renal. Approximataly 94 percant of the doss is recovesad in
the urine and fecet as enalaprilat or enslaprh, The principst in urine ore

analapilar, -e?unling tar about 40 percent of the dose. and intect onalapril. There is
o wvidence of b

of enslapsi, other (hae enalaprilal.
fie of b

¥

convesting snzyme innibitor, snslepri malepts, and & diuretic, b .

Enalapiil maleste is the malesie sah of enalapil, the ethy! aster of » long-acting

sngiotensin converting snzyme inhibitor, snslapsilat. Enalapril matenta s chomically

a8 {S-1IAH -3.phenyl| lanyllL-p -line, (2)-2-

b i salt (1), s formuin is Cy,pHy,yN,0, ¢ €,H,0,. und Is struc-
luead formuls is:

?"; CHCOOH
< >—-cu CH, cmmcu—co—nj\ * g
o Coon  CHCOOH
COOLH,CH,
Enatapril malenta is 3 white 10 of-whits €rysisiling powder with 8 moleeutar weight

of 492.53. It is sparingly woluble in water, snluble in athanol, and fresly soluble in
mathanot.

Apparsnlly fepresenting 2 smatt fiaction of the sdministered 088 that has besn
bound to AZE. The amount bound does not increass dose, Indi [

site of binding. Tha eHective hall-Kfe for accumulation of snaispritst fotiowing mushi.
pio dosas of enalapeil malesis ta2 31 hours.

The di ion of enalapril snd 0 patisnis with renal insullclency Is
similar 10 that a patisnts with norma) renst function urt the glomeruar fikration
eata i3 30 mUmin or less. With glomerular fitstion rate =30 mlimin, peak and
trough enalaprilat leve!s Increaso, tisne (0 pesk concentration increases and time o
steady atate may be dalayad. The effectiive helf.fite of onslapsilat following multiple
fases of enalapril meteate Is prolong.ed at this low 1 of renst Insuiificiancy. Enatapritat
is dislyrable at the rate of 62 mU/min.

Studies in dogs indicate that ensispril C108303 the Moud-brain barrier poorly, Hat
ol unalepeilal does not enter the braln. Multiple do3ss of evictapeil maleats In rats do
oot tesult in accwmulation [n any tissnes. Mik of lactuing rats contasns radicactivity

i istation of 1C enstepsit mateate. Rediosctivity was found to cross

Enatepril is & pra-diuy: foll ofal s by hydro-
fysls of the eihy! ester to analaprilal, which is the active angiotensin converting
sntyme inhibitor,

Hydrachiarothintide is 8.chlLin3,
amide 1,1-dloxide. ks empiricsl formi

ditydin-2H1,2.4-bensoihiadiazine-7-sullon-
" HCIN,OLS, and its structuial Sarmula is:

Y

NH,S0; H

1t is & while, or pracrically white, cystaline powder with o molecular weight of

292.72, which is sfightly soluble Jn water, but fresty solubie in sodium hydroxide
solutian.

VASERETIC is avsilzble for oral ute ss tablets <onlaining 10 mg of snalapric

U insctive Ir 2 ion

and the
11058, Magnatium e . tharch snd other ingredionty.

CLINICAL PHARMACOLOGY

As 8 s53ult of ity diuretic efiocts, hydrochiosothinzida incresses planms renin
activity, i J ion, and o1 ium. Adminis-
tration o enalapril mateste blocks the ulin-miounsln-ddnllm »
10 reverse the po m loss sssocisted with the diuretic,

tn clinical studias. the extent of biood prassure reduction seen with the conibins-
tion af enslaprit maleste and h was ) ty additive. The
antihypartenyive sifect of VASERFTIC wes ususlly sustalned for st beast 24 hows,

s
and tends

the piacoma foliowing administistion of labelsd drug o pregnant hemstery.
Pharmacodynsnvics: Adminksteation of enalapdl matests 10 patients with hyperten-
wion of severity ranging lromnﬂdmmlmhlmdbﬂhmmd
sandirg biood prevsure vsuslly with no por-
tursl hypotension Is intrequent with enalagvid atong but i ean be snticipated In
voluma-denieted patients, BF PRAMS oSG with Blurstica. In clinkcal trists
wilk ¢nalspril 2nd hydroch ide edeink BYNCODS Octutred
i 1.3 parcant of patients. (Soe WARNINGS snd DOSAGE AND ADMINISTRATION.)
In mcst patients studied. sher orel sdministration of & single dose of enstaprit
maleats, onsel of antihypertensive ectivity was seen: 22 one hoyr with pask reduction
cl bluod presaure achieved by four to six hours.
~ doses, snii ive stfecty of snslapril malests mono-
therapy have boon maintained for at lasst 24 hours. In same patisnis the eifacts may
diminish towatd the and of the dosing intervel: this was s lrequently obasrved
with concomitent administestion of enatspill mete. i
Achlevernent of optimal blood pressure reduction may requirs severst weeks of
enalepsil therspy in some patient
The antihypariensive elfocts o natapeil have continued Suring long term therspy,
Abrupt withd) d ped nothesn | with H n bloot!

prass .
In hemodynamic studios in patients with essantial hypestsnsian, blood pressur:
reduclion produced by anstepril was J a i

|
arierisl resisisnce with an Incrests In cardlac oulput and Kittle o no change in heait
rate. Following adminisiraiion of enalapsil maleste, there s sn incrassa In tonai blood
fiow: glomarular filtration tate Is vxuslly unchenged. The efects Sppass to be simisr
in patients with renovascuist hypertension.
in » clinical ph 3 in or sulindac was adminisieted ‘o
hypertansive patiants ceceiving enstapsl n.aleste. In this Budy there wes no ¢+
dance of a blunting of the antibyperteasive action of snslaprid maleste.

Concomitant administralivn of analaptil inaleate and hagtittle,
ur no ellact on the bloavaitability of gither drug. The combination tablet Is bin-
it o o itan’ inisteation of the separate entitiss.

i Maleate

The mechanizm of the entihypertensive sNect of thissldes Is unknown. Thiszides
da nol usus 3 blood pressure. tochi rothiaride ta & diuretic and
antihypertensive. it affects the distal senat lubular machanism of elecirmivte reab-

2
2

m of Action® Enslapril, sfier b ia to Inhibity’ il
€onvantiug entyms {ACE) in human subjects snd animals. ACE is a lyl dipep-
of i th L

sarplion, of sodium snd chioride in spprox-
Imatety vl amouds. Natsi is mey be by some loss of
Ahwt o188 Ure Siuresia beging within two hours, pesks in

tidase that catslysns the i lhothe
. Angin in Il aleo ion by the sdrenal
itan of ACE results in decresse ~liamd sagictensin N, which leads to
activity and o o Although the
emal, it » i smak of ser) n

and bi
8bowd fout hours and Lasts sbout B 13 12 hours. Hydiochlorothiszide ks ot metebo:
lized bt it aliminsted rapidty by the kidney. When, Plasma levels have besn tolowed
for 9" loast 24 houre, the plasms hall-le heo Deen obseived 1o vary betwesn 6.8 and
14.8 hours. At loust 81 parcent of the oral gdpse ls eliminated unchanged wilhin 24
hours Hydraehi ide crosven the p H bt not the blood-brsin barsier.

tie 1ta tredled with enatapril mslesie alone for Up to 4B weeky, mesn K
of y 02 mEgA were . In patlents ueated
il mainate plus a Ihistide diuretic, there was essentislly no change in
1See PRECAUTIONS.) Removal of anglotensin # negative [sedback
on leads to Increasad plasma renin sctivity. .

cransod fevels of bradykinin, a polent peplide, play s role in the
therspoulic eHects of enalapril remains to be slucidated.

INDICATIONS AND USAGE

VASERETIC is indicated for the treaimant of hypertension in patisnts for whom
combination therapy is appioptiate,

This tized dose combinatlon Is not indicated for initial thatapy. Patients slready
nui:ing a diuretic when enslspd] Is Initlated, or Piven a dlusatic snd anslapel

While the mechanism unough wivich onalaprit lowers blood pressuse I b [
Y@ primarily ion of 1he i b system, snatapsil is
antihyperiansive sven in patients with low1enin hypestension. Although enalspril
~8 anlihyparne ive in sil races sivdied, black hypertansive paiiants {usuelly o low:
renin hyperiensive population) had a smatlar Avaraga 183Dpoive (o enalapill malame
ongthorsp: 1han non.bisck palients. n contrast, hydrochlorothiszide was more

*Reyisizied rademark of MERCK B CG., Inc.
COPVRIGHT © MERCK & €O., Inc., 1989, 1992
All rights resGrved

V. can devi % tha initisl thtretion of the

vidusl entities, it hs k IMUMMMMWHM
bﬁuaumhg-«d»dlmlﬂ-hmmholnmnabwhhhunn
lsos DOSAGE AND This fixed dose b 1 not suleble
for tration but mey ba for ths Individ: W the tuated

80344 80 the s3me 28 those Ia the .
In vsing VASERETIC, consldetation should be given to the fact

inhibhor, capiopril, hes cavsed sgia

) -




-

7432319
VASERETICH (E0claprll Matost

d \TION3
VASEREYIC ts contraindicsted in patients who ore Rypersenshive 10 sny compo-
090! of this produrt and in pstients with » history of anglosdems relsted 10 previous
with sn i @ enryme inhiblior, Bacauss of the hydeo-
chiorothiazide component, this product is contraindicsted in patiants with snurig or
b itivity 10 uther suit

dovived druge.
W/RNINGS
Geoera)
Ensleptit Matests
fy arely 849 In uncompliceied hyperten-

way
$ive patiants but is & possible conssquenre of ansleprli use in saveraly salivoiome
depleted parsons such ss thase ireared vigarously with divretics or pstiens on
distyals.

Syncope has been reported in 1.3 percent of patienis tecefving VASERETIC.
patiants recelving snalapril alone, the Incldence of Syncope is 0.6 porcsrd. Tha ovarati
incidence of syncops may be reduced by proper Litration of the individus! compo-
oanis. {See PRECAUTIONS. Drug Interactions. » DVERSE REACTIONS #nd DOSACE
AND AOMINISTRATION.)

In patisnts with severe congostive heant tallurs. with oF without aasociated 1enal
lagut Y. i has bes: sad may be wiih
oligutia and/or s Y witlt scute ransl failure snd/or death,
Becausn of the potentisl fall in blood Presiure in these palisnts, therspy shaould be
arted undat vy cloge madicat supervition. Such pmients sheuld ba fokowed
clossiy for Lhe first recks of snd the dose of erutapril and/id
diuretic is Incraased. Sinilar considerstions may apply to patiants with ischemic
hesrt or cornbrovascutar diseata, in whom 0 sucassivé (3%t In blood pregsure could
tasuttin a iat ion o b occideny.

It hypotension pccura, the patiant should be placed in the AUpine position and, it

VASERETICS (Enslapcit Moluate Hy

have baen caported in 1he word kisrsture. When pregnancy is detecied, ACE inhibi.
10t8 shauld be dicontinued a8 soon os .

The uze of ACE Inhibitors Guring Lhe second end thisd trimesters of pregnancy has
bean associated with fets! snd neonaisd injury, ing hypotension, neonatsl skl
ible Or brre L . O

, sauw|

nloy has siso been separied, y tesuling from 3

tion; nlioohvdmml‘o- !ﬂ this satting hes bssn associated with fetel timh
. oy d

) g . Pre-
maturity, Intraulerine grovah ietasdation, snd patent ductus site.losus have siso
buen taporiad, skthough ¥ is 1.t cleas whaiher these orcurrencas were due to the

ACE -inhibitor exposure.
2opear 10 have rasulted from intrautering ACE.

Taete adverse sitects do nox
sahibitos sxposure that has besn limited Lo he funt vrinesiorn. Mothers whoss sy~
bryos snd fetuses are exposed 10 4CE Inhibitors anly duting ths first trlmeoster shontg
be 80 informed. Nonethsieas, wt en Pstionis become pregnant, shysicians should
maka avery efort to discontinue the use of VASERETIC a3 s00n 81 possible.

Awrely iprobably lagy often thar, onca in svery thousand pregnancies), no alterna-
tiva to ACE inhibilors will be fo.nd. In these rare cases. the moihess should be
#9psivod of the patantial hazsrds 1o thir {stuses. and secial uksasound axaminstions

ould be o assess b k P L .

o ok ios is observed, should be disconti unless it iy
considesad lifataving tor the mr‘hc(IéPC:,n:tmlon #r#ss tesling (CST), a non siresy
test (NST), ov biophysical prefiing may be sppeopeint ing upon the
woek of p:. gnancy. Patisnia ¢nd physiclans be sl however, that of.
@ohydramnics may not appem until aftes the fetus has sustalned krpveriitis njury.

Infants with hisiories of by ulero exposues to ACE inhibiors should ba closaly
observed for hypotension. olijuria, and hypertatemis. # oliguria occurs, attention
should be directed towe-d suppart of blood Pressure and renal perfusion. Exchange
transfusion A'M dialysiv may L requised o8 maans of reversing hypotention sndior

sbatituting fos di ) Y

Dacot3ary, fecelve an intravencus infusion of normat saline. A transtent
1e300N30 is not 3 conirsindication to further doses, which ususly can be givan
without difticulty ance the bloud Dicssure has ncressed sfier volume Sapantion
Angloedemas: Angioedems of the xramitios, lips, tongue, glotis »:wlior
faryax has been reponied in patisnis trasted with snglclansin convaning entyms
inhibitars, including enatapsit, I such ca VASERETIC should be premptly discon-
tinuagd and iate therapy and ing saould be r-avided umil compleis
snd i ion of signe and has occul Inj whete

No taratogenic eHects of analapril were zaen in atudies of pregnant rars. and
bbils. On a mgAy basks, the doses used Wata up 10 333 times {in rats), and 50 limes
bhils] the maximum 1ecsmmanded human doge.

Sweiling has been contined to the face and Fips the condition h. genenally resolved
hout w, akthouga antibi have been usetul in relisving sympioms.

I

——

Angi with e8! edema may ba falal, Whers there Is Invotve-
ment of the tongus, glottls or fsrynx, Kkely to couse sirway obstruction, sppropilste
thespy, ., whensnsous solution §:1000 (0.3 wml to 05 mi)
and/or messures Aecesasry 1o snsure & patent sirway, should be promptly previdsd.
(Sea ADVERSE REACTIONS.)

Patients with s Wstery of angiondema unrelaisd 15 ACE Inhibios Giierapy may be at
o ik of L while ring an ACE inhibitor tsee clsa CONTRAIN-
DICATIONS).

y108is. Anothes ! ing enzyms :hibitor,

——
———
——

* Interactions, Enstapiil Maly,

9 me
<aptaptil, has beon shown to cavte spranulacytonis end bone matrow deprassion,
orely in L pationts tut more frequently in patisnts with rena? evgaiee
mant especlally if thsy siso have » collagen vesculsr disesse. Available data from
chinical tials of enslopril pre Insufficient ic show that alspril doss not cause
sgranwocyto skmilas rates. Marksting expefiance has raveslad savirel cases of
Neutropenie or apranulocirosls in which s cayss! tslatlonship to enalageis cannot be
sxcluded. Perlodic moniinsing of white blood call counis i patients witn collzgen
varcuiar discese and ienal Jisesse should be considered.

Hepatic Faiure: Rarely. A”E inhibtors have been aasociated with 8 syndvoms that
with chotestslic laun kce and progresses to fulminang hepalic nectosis, and
L} i death. The hanism of this is nol und Paii
taceiving ACE Inhibitars vho develol jounsice of Mmzrted slevations ol hep,
ontymes should disconlinue the ACE Inhibitor and racaiva appropriste medical
foflow-up. .

Hydrochiz-ottisride

Thiazides should be urad with cautlon in eevere renal disease. in patiants with
a5, thistites may precipitate szotem; Cumulative eHeta rltha drug mey
In patients with inipaired renst function,

3 should ve used with caution in Ppatianis with impaiced hepalic function e«
3ive liver disease, since minor Hiveations of fluid and e tolyt~ balance may
Piecipitate hepatic coms.

Sensitivity resctions ma; occur in patients vith of withoul & hisiory of aMasgy or

Teratoganic £Hect;. Repioduction studies in tha rabbit, the mouts and the rat »n
doses up to 100 mokg/dsy (50 times the humaen dosel showsd no evidence of
externs! sbnormalities of the fetus due to h ide. Hyd iz
Fvenin s twro-liler study in ras st Goses of 4 - 5.8 mghgiday {spproximataly 1 - 2
fimen the usust daily human dosa) did not Impair Tartility or produce birth sbnor-
maities in the offspring. Thistides cross the placentsl beirier end appear in cord
biood.

Nonteratogenic Effects: Thass may Include feiat of necnatat Jsundice, thrombocy-
tapania, snd possibly othet sdverse reactions which have occurred in the edull.

FRE“AUTIONS
Gonersi
Enajanc? Mitesle
- .ed Renal Function” As & of ing the rank

aldostesone syatem, changes in renat function may be anfitipated in susceptible
Indi . In pati wit ive heat faiture whose renal funciion way
dapend on 1he activey of tta sani H systan, whh

i it ing wnTYme inhibitors, k 9 eralaprll. may be associsted
wilh oliguris snd/or progiessive srctamis snd rarely with scuta rensl failure an Yo
desth.

1 studies in ive palients with uni; or bilstarsl ronal artery
et in blood ures nitrogen snd serum crealinine wele Lhssrved n 20

be monitored during the fies! few weeks of therapy.

Soma palisnlz with hypertunsion ar hasrt Isilure with no spparant pi
fonsl vascular disense have developed Incresset in biood wres shd Satum ceestinine,
veually minor and yrenilent, sipeciafly whe nalapeit has baan Qivan concom.iently
w3 divrotic. This is moca likely 10 occus in patients with pre-existing cenal mpsk-
men.. Dosage reduction of enalapril and/or dicominuation of the divratls ney be
requised,

Evatuation of the hypertensiva patieat should Mways loclude assssement of ransl
funetlon. .

beonchial ssthma
. ibility of ion or sctivation of systemic lupur [31]
been reparted
Lithivm gonerally should not be given with thiaildes {ses “RECAUTIONS, Drug
ond Kydrochiorothiazide). -

Pregnancy
Enslapril Hydrochlorothiazide

Thate wes ne teratogens ity in (81¢ given up 10 90 mg/kp/day of saslupri] (150 Limas
the human dote)in Ll with 10 mp/Ag/day of hydrochiotothiazide

121 times the maximum human doss} or bn mice given 1) to 30 myAg/dsy of anslsprié
50 timas 1 1he maximuem human dote} in combluation with 10 mgAg/dey of hydio-
hk ida 12) times the humen dosel. 40 **..43 doses, letotonieity
oxpisssad on & docress® in pvarage foret welght occussad In both snacles. No etoiox-
Teity occurrad at fower doses; 30/10 mp; pii-hyds inrets
and W0 g/ of enatepril-h; in .
When used in pregnency duriag ths second and third Uimestces, ACE inhibitors
€an cause lnjury snd even death o the devaloping tetus. When pIsynancy ls de-
tected, VASERETIC shiould be discontinusd #9 soon as postible. (See Enslapril Mate-
e, FotayNoonatsl Morbidity snd Mortabity, briow.)
Enlaprit Mateste
Fatal

ACE inhi cancae
#d 10 pregnent wome:

ang necns-

ond
tal marbidity and desth whaa ad; [ dozen cases

islysis Patiants: have been reported in patients

dislyzed with high-flux membeanes t0.g.. AN 89°) and trested concomitenty with an
ACE inhibitor. in thase patieats considerstion should ba givan to using a difersnt
type of dislysis membrana of » diflerent class of sotthypsrtansive ageni,

Hyperkslomis: Elevaisd sarum potsssiom {grester than 5.7 mEQ/L) was abserved in
eppeoximi sty one pescant of Sypertensive patisnts in chinicst (risls Irested with
enslapell alune. I o3l casas these were isalsted vatues which resolved darpite
continuad tharapy, sithough hyperkalemia was » caue of dizcontinuation of therepy
in 0.28 paicant of by patients, Hy was jeus frequant {syspion-
imately 0.1 parcam) in pathents treatad with snalapril plus hydrochiorothlszlde. Nigk
lectoss lor the duy o inckude tenal fiictercy, diabetes
msifius, snd the use of 1pasing duretics, sapple-
ments andior potassium-containeng saM aubsik.ites, which should, ve userd cau-
tiously, I o1 alt, with ensiap:i. {See Drug Interactions )

Cough: Cough has been reported with the use of 2CE inhibitors. Charetreristicatly,
1 cough Is nonproductive, Poraistent and sot oty r discontinualion of thorapy.
ACE inhibilor-induced cough showid be consides part of the dilferentisd disg-
nosls of cough.

hesia: In paloms major surgery o during snwsthesia
with agents that produce hypotwasion, e ptil may block anglotensin i tormation

*Registared trademark of Hospal Lid.
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VASERETICS (E, il Mak Y VASERETIC? {f it Maleats H; isrics)
secondary €0 compensatory senin reteass. H O0tury and s i dto o il ining sah may lead
be dus to this i can be & by vdlume lon. in sarum ium. Therstore, if it use of 1heze
Jazic o of L)' is lhey should be used with

of to detect possibie electrolyte nbal-
ance shaiid be perlormad et appropriate Wntervals, AR Patienty recaiving thistide
tharapy should be observed for clinkal signs of Ruld or electrotyte knbalance:
hyponatremis, hypochioremic aikelos ond aypokelemia. Serum and wring slectzo.
vte are v whin tha patient is vorr-ting exces-
sivaly or receiving parenteral Muds. Waining signs or symptoms of fluid snd
slectrotyte imbalance, freospective of cause. includa diyness of movth, thirs, we.
ness, Y. i ), . Salrurey, muscls puing or
siamps, fatigue, b oliguria, 1ech: is, snd ] i

F becau

caution snd with frequent nonitoring of serum potsssiym,

Lithtomn: Lichism toxichy has baen rsported in Ppatiants recelving htiium concomi-
ently with drugs which ceuse siminaticn of sodium, including ACE inhibitors, A few
casas of Bthium toxicity have bes: in patients kving itanst enafy.
pilt and Bthium snd were revei sible upon disconlinusbon of both drugs. it is recom-
mended that ssrum thhium levels monitared fraquently if enalapsit s
sdministated concomitratly with tighion.

disturbances such a9 nauses and vomiting.

Hypohsiemia may devnlop, aspecially with brisk diu
present, or sfior profonged therspy. interlerence with 8
will alsa il to hy . Ky

. when severe cisthosin in
equUa acal electiolyte intake
@ Cardiac aerhythmis snd
may’ als0 sensitite or exagger, 10 1he toxic effects of
digitalis [e.g., | M stil reduces the produc-
Hon of sldosterona, concos:itant a5y with snalapsl sttenuates Ihe diurenc:
9 Serem I tagsium),
y ik snct ususlly dces not requi ®pecific

»ordinary circomstonces (3% 0 tiver disease o I
ep-acament mey be requited In the lrestmant of metsbolic alks-
loss.
Lt b RSy Oocur in patients i hot weal
priste thetapy Is water iction, rathar in i aH ex
ll when the hy s {if 1g- b actual 3aN depletion, appro-

priste replacamant is the therapy of choice.

Hyperuticamias may octur or trank Jout may be precipitaleg in certan natienis
receiving thiazide thesapy.

n disbatic patisms dosage sdjustments of Insulin o oral hypoglycemic sganis
may be tequired. omix may occur with thiatide diuretics. Thus latent
disbales mallinng mey become manilest during thiatide therapy,

ochiorothisride
Véhan sdminiy y the Kk ing druas May intersct with thigzide
dit.rotics:
"Akanol, berbil . or " i of onh: 8 ion may
occur.

Antidiabetic ﬂru_ps.:’cru agenis and insulini—dosage sdjusiment of the antidisbate

drug may be requin
Other ardinypertensive diugr—additive eftect or potactistion,
Ci and i it ion of

iazide iy im.

Ppaired in the preseance of anionic exchange retins. Single doses of nither cholostycs.

mine o colestipol sesing bind tha hyd, nd raduce ns irom
the gasiointustingl tract by up 1o 85 st 47 17T, respectively.

Cortix ACTH—, o iy lation, particalarty hypokalemis.

ity 195p0NEA (3 pressor

Prassor smines (e.. P01
smines b:4 not sulficient to prechude their wse.
Skelerst muscle rel iring
Créased (esponsiveness to the muscle relaxan,
Lithium—shauld not geneseity be given with diusatice Diu
mﬂ&anmnMAﬁthhkMIhhwm\nﬂﬁ
Kihiom praparations bofore uss of such Sraparsti
Nan-una'ﬂolhm-lnﬂmmﬂwy Drugs—Iin some
noa-sicroldal satl-infammetory Sgent can foduce the
hypertansive sffsciy of toop, Ppotassium-spating and thi
T!

~possible in

ta.g.
agents roduce tha

The antihypertensive efiscts of the drug may be enhenced In the Pastsympathec: . hen VASERETIC and non sieroldel aniti-inflammaiory sgents are used concoml.

o ot N evidam consider withholding on discon.  13ATY: INW Paiient shoud be bserved closaly 16 etarrmine 1 the Geriee ooy Corh
bA n : diurstic is obtained.
tinuing diuretic therapy. . - -

Thistides have been shown to increass the urinary ion of iven; this € T, (ragenusis, im; of Foctitity .
may rasull in hypomagnesemis, Enalapril in with . was ROY mutagenic in the Ames

Thiazides may decresze urinary caicium excretion, Thistides may cause intermit. ~ Miciobisl mutagen test with or without - melasolic Clivation. Enatapril-
fort and sHght elevation of terum calcitm in the absence of known di of yci Uid not produce DNA single sicand besaks in on in vitro sikatine
calkclum ism. Markod is may bs evid of hidde. bhyper. IAtion s9say In rat h Yies of chw BN i vivo moyse

ism. T shoutd be di i before carrying out teste tor para- bone marrow sssay.
thyrold function. Enaisprit Mataate ’

[ in ch, and teigh lovels may be sssocisted with thiatide Therewasn: svidence of igonic atiact whan enalspril was ini for
diurelic tharapy. 106 wosks Lo (a1 st doses up to 90 moXgiday (150 times* the maximum dilv buman
Information for Patients dase). Enulepri. has 8150 besn administered for 94 wasks to male and female mice ot

A, Anad wdema, may occur especistiy fol. doses up 10 % wnd 180 mo/kgidsy, tespectively, (150 snd 300 times*® the maximym

Including taryng,
fowing the kirst dose of anslapcit. Catiants should b..w sdvisna #nd told to t

ny 3 OF { v of fi x-
\remitles, syas, lips, 1ongue, difficulty In swalicwing or breathing} sad to take no
moss drug until they have Nted with the hysicl

daily dots lor humen) snd showed no svidence of carcinogenicity.
either analspiv mateats nor the Bckve discid was mutagenic i the Ames micio-
bigt mutsgen est with or hﬂhovl matebolic activation. Emlm_lil was 826 nsgative in

Hypoter.slon: Patients should be L to report Iy i
Buring (e first few days of therapy. If sctus) syncope occurs, the patients should be
1o1d to discontinue the 4rug until Whey have consulted with the prascribing phyr’ .

All patients shouid be ~sulk tnat i ion sng i
laad to fell in t'o0d because of ion in fuld volume. Gthes
csusen of vo'ume depistion >uch a9 vomiting or dissrhea moy #i33 lead to & fall in
5100d pressure; patier.ts shount be #dvised 10 consukt with the ph paici

Hyparkalemia: Palants should b told not 1o use sahi substitutes conhsining polss.
sium without consuking theke physicisn,

Neutropenia: Patlents should be totd 10 report promptly sny indication of Infaction
100, sora throat, faves) which may be a sign of nevtropenis.

Pregnancy: Female pationts of vhildbearing nge should be told about the consa-
quances of sacond- end third-rimester exposure to ACE inhibitcrs, snd they should
3150 be 10ld 1hat thess con quences do nol sppear to have resulted kom intra-
utotine ACE-inlibltor sxpos re that has been limitad to the fisst wimenar, Thoio
pstiants should be asked 8pon pregnancies 1o their physiciens ss soon Pl
Possible.

NOTE: s with many othey diupt, certein advice to patients bei
VASERETIC is warranled. Thus information is inended ta aid in the
uss of thls medicaion. U is not a disclosure of 8l possible adver
affocis.

Drug tnteractions

Hydrochlorothiarids

Two-ysar leetfing studies in mice and sty conducted under the suspices of the
National Toxicology Program (NTP) 10 evideice of » carcinogeni: poten-
tia] of hydrochiorothlaside In temale mice {8t dozas of up 10 approximately 600 my/
ko/day) of in male and femats rats (st Goses of up 1o approximarely 100 mg/g/day).
The NTP. however, I und evidencs for h h icily In make mice.

ol { Yivo in

#3508 uting muuse germinel celt thromosomes, Chinese hamiter bone marrow

and tha O i tinked ve 1eThal 11ait yene. Positive tost

83Liis wera obtsined only i the in vitru CHO Sister Chomatid Exchenpe

felastogenicity) and in the Moysse Lymophoma CeR fmutagsnicity) sasays, vaing con

c ions of hydrochloiothinride fiom 43 lo 1300 ug/mt, i 1 0eryrihs
13 i il

olther sax in studies shersin thate Species were expos: a their dor
up 1o 100 snd 4 mg/g, respectivety, prict to conceplion snd througl.aul gestetion.

Pregnsncy

i € iey C (lieot tri #44d D lsecond and thirnd 1riment
Enslapril Matears e
Hypotension—Patients on Diuretic Therspy: Patisnts on diurstics an3 jal " P ¥. Enalaptilh.isste, FatatNeonsts! Noibidity amd M
thote In whom diuretic therapy was secently | may k Nursing Mothers

, ma

A Initiation ol 1herapy with enalapeil. The
il a0 be minimized by ekher discon-
Prios to initiation of treatment with
enalepril, if it s necasasry 1o continue tha . Provide mea.cel supervision for ar
Janst two hours end unti) blood pressuce h, 1abitized lor al faast an additions! hes:e,

See WARNINGS, snd DOSAGE AND ADMINISTRATION )
Agents sing Renin Release: The antihyperte
mented by antihypertensive agenia that cauts seni
Other Cordiovascutar Ageats: Enstapril has bean used

B0 $xcatslve redurtion of blood prassur
possitility of hypotonsive etfocts with an
tinuing the diuretic or increas:

Enslapid and ifat are o 0 milk in trace amounts. Thisrides do
2ppest in human milk. Becsuse of the Potentisl for verious reactions in nur ing
Intents from sither dtug. & declsion should ba made whethes (0 discontinue nurging
o1 to discontimm VASERETIC, Lahing mto #ccount the impoitanca ol tha drug to the
maoiher.

Padistric Use
Selety and ettectivenoss In chiloran have not been establizhed.

adransigic.blocking sgents, mnk-Adops, ni L .
dradazine and prerotin without svicence of clinically significant sdverse inleractions,

VASERETIC has baan svslusied for safsty In more than 1500 patients, including
Sver 300 patienis trealed 101 one yast or mare. In clinical trrals wi h VASERETIC no

onts ing Serum P ; Enaf .2 induced polay
shum losa. Patessium sparing diuretrcs te.g.. spironolactane. “ismtarens. of am.

*Based on pstient waeight of 50 kg
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VASERETIGS IE it Maleat VASEREYIC? (Snaleprit Mateate-tiydrochioroth acidel

adverse sxpetiances peculiss to this combi wion drug have been Adverse F ! Morbidity and Morslity: Seo . P Enstaprd
oxpariences thal have occurred, have besn iicitad ta those that have bean i Maloste, F and Hortality

reporied wilth enalapril o hvdroddomlh\nluu
T~ ~ ot froquant clinical sdverse b lied wisls wers:

Hydroetloiothiaride — Body as & VWhols: Wesknesy; Dtgunn Panc
autiic

(8.6 1. _and), hasdache (5.5 percent). fallgue (3.9 percent] and cough (35 percent).
Generally, sdverse experiencas ware mild snd tesnsient in nature. Adverse expaii:
ancas occutring in graater than two percent of patients trestad wilh VASERETIC in
controlled ¢linical trials ae shown below.

Placabo

in+ 2304

Ercidence
Dutloezy 3 4
Headsche .2 10. 9.1
Fatigue Jriow 26
Cough I500.8 09
Muscle Crampa 2.0 0%
Noutes 2660.4) 17
Asihenia 24003 09
Drthostatic EMects 2310 00
impoisnce 2205 08
Drarrhes 210005 17

Clinica adverse sapatiences otcurring 1> 0.510 2.0 parcent ol patients n conuo'lld
It l’lncludﬂd‘lﬂdyﬂ‘%oh Syncope chest ai €

die:
- Nmurnlop-rl\p_lnl:mmh » in, K

snemis. y. Puroura,
engliis itis and . tover,
is and y sderna, hyl

181 Muscts spasm; Nervous Syumvw'rrhlnnc. Restisssness: Renat Rons! fyitues,
renal cysfunciion, intersttisl nephyitis | e Sam. Erythema
including Stevena-Johmson L ing toxic epider.
mal neciolysis. alopecia; Specis! Senses: Translent biurred vision, xanthopsia,
OVERDOSASGE

Neo specific informstion is avay lbh on the tresiment of overdossge wilh
VASERETIC. L and 7hlupv with VASERE?IC
shoutd bu discontinued snd the patw.ni closely. Si

ciude Induwen of cmuil snd/or (ulllc lavlgo, and con o of d-hydmlon

Emllpnl Mlllﬂl - 'N old LDy, of nnahpnl (] 2000 mg/g in mice and ras. The
most likety ion, for which the usus?
tresimant would ba i mlrmnm Inlnunn at nnmul saline solution Enatrpritar m:;

e removed from genersl Circulation by hemodistywis and has been remaved lrum

dry mouth;

paresihaqis, comnolence, vertigo: Skin: Pr.Jilus. rash; Other: Pyspoes, gout, bock
pain. sritwrslgia, disphorents, dectesssd kbido, Illmllut. urknary 1ract infection.

Angiosdsme: Angloasdama has bean mporudm Ppatuents recoiving VASERETIC (0 6

parcent). i ociated with larynges edema may be tatel Y angioedema
of the face, extremitles, lips. lnnuuo wnh and/ot laryox occurs, lrestment wilh
VASERETIC shoukd ba therapy insti

1See WARNINGS.}

Hypotension: in clinicel trlals, sdverss efiacis ralating 1o hypotension occurred s
follows: hypotention (0.9 percent), orthostetic hypolension (1.5 percenl, orher artho
static effects (2.3 pmml n additlan syncope occurted in 3.3 peicent of patients.
(Ses WAANINGS.

Cough: See PﬁECAU“ONS. Cough.

Clinical  aboratory Test Findis gs

Serum Elocirolytes: Sea PRECAUTIONS.

Crealining, Blood Ures Nitrogen: In conlrolied clinical Wiats minoe
blood urea nilrogen and sarum cv- iinine. reveisible upun discontiauatic n of ther.
apy. were observes in sbout 0. percent of palients with essantial hy sertension
trasted with VASERETIC. Mu.e masked incressas have beon reporied in other enals-
PR experience. Increstes sre more likely 10 occur in patients with rens! artery
stenoshy {See PRECAUTIONS.)

Somm ic Atld. Ghucose, Munnium, 22d Cokium: Gea PRECAUTIONS.

creases in

neonsta) ion by psrhonse) dlalyshs.
ide — The oral LDy, of hyd I8 grester than W0 g/&g i
both mice and rsis. Tha Most common sgns lnd fympioris observed sre uwu
caused by
dehydration u:ulhnq from excessive divresis, Ildm-ml:hnr-w been admlnlsmn J
cardinc

DOSAGE AND ADMINISTRATION

DOSAGE MUST 8E INDIVIDUALIZED. THE FIXED COMBINATION IS NOT FOR Wi
TIAL THERAPY. THE DOSE OF "VASERETIC' SHOULD BE DETERMINED BY THE
TLIRATION OF THE SNOTVIDAYAL COMPONENTS.

Once the patent has beear successiutty titrited with the Wdividusl componenis as
described below, VASERE TIC {one o twa 10-25 tablets orce daily ) may be subst *uted
it the titratad doass are Ihe same s thote in the Exed combi-alion, {Sex INIICA.
TIORS AND USAGE and WARNINGS |}

Patients usually 6o not requin doul n 8xcass ol 50 mg ul rydmcm.nol “lazide

aily: when with agents. T 3int) each
tablet cf VASERETIC Indudn 25 mg ol hydiochlornthiazide. tha ¢iily d. 1ege at
VASERETIC should not excesd two tablets. H furtha. blood :

in and
(Mnn daciested ol lppmnlnmw o.:l g peizemt and 1.0 vol parcent,

in » vingle doss or two divided doses. In some pailents traied once

occw ltoqumuv in hypertensive petionts trosted with VASEREVIC bu
I importance unfeas another couse of 33emis cooxists. I
than 0.7 percent of patients discontinued therspy dus to anemis.
Livar Funclion Tesls; Rmely, slavations of liver enzymaes ead/or terum bilirubin
have occusred isee WARNINGS. Mepstic Faiuie)
Other adverss resctions that have been teponted with the individual components sre
dsted below ond. within sach cetegory, sré In otder of dacisasing sevesily.
Enslapri) Malesto—Easispril has besn evaivated for sal mare than 190,000
patients. in clinical trists advarse ulcuom which occutted with enalapril ware alse
seon with VASERETIC. Howsves, sinc mlaprit has bnn masketed, the following
adversa tesctions hyvs been 1aponied: Bady As A Whote. tactod resctions
(ses PAECAUTIONS, Patisnts); C asrusi: myocar

daily, the eflects may diminhh loward the end of the do=. ng inter-
val. in such palisnts, an increass in dosage or twica daily sdminis.cation ihould be
considered. H blood pressure is no!cnmroueﬂ with enslspril alone, a diure: ¢ may ba
added.

In ostients who sre cur-enily being treated with a diurstic, symptomati:
cion occasionstly may oocur following 1he inkisl dose of enalapsit The diuretic
whould, it postible, be discontinued fof two Lo 1hies duys before bepianing therag,
with anaiaprit 1o reduce the Kketihood of hypolrasion (See WARNING™ . it the
paliont’s blood pressure is not controlied with enatspril alona, diursti: tharspy mav
ba resumed.

i the diurelic connot be discontinued an initisl dose of 2.5 mg of enalspril should
be used under medical supsrvision for st lesst two hours snd undil biasd pressurs
ired lor at lesat s additions! hour. (See WARNINGS snd PRE(:AUTIONS,

of VASERETIC with polscsium supplements, potes-
sium z8it substiltites, o polnllum spering agents may laad Lo increstns o serum

Dosage Adji in Renal impuit The usval doso of YASERETIC is recom-
tinine clearance >30 mLimin (sarum crenticioe of up

ired in pallynts with severe renst impai

dialinfarction ot 2erebsovascular sccident, poswibly uconauv 10 excessive hypaten omv Interections)
sion in high sisk patients (see . and
ml.u:l-m 2 pulmonsry edema: thythm di ing elrial | ¥ is snd

atisl sngina peciosis; Digasnve: Il'us pancra-  potassivm. {Sas PRECAUTIONS.
alilis, hepatic fsilure, hepatitis Ipioven on
{o .dice) uu WARNINGS, Hepsti ~..iurs),malena. anorexis, 2 osm slm:x-l-s meaded for patients with » Cr
dry mouth; gic: Rare cases of i m.ombomup. an¢ bono 13 oppwxirnmlv 3 mﬂldli
mariow dep! anarmia, . of bv nts with

G-6-PD defici Nas been
d Nﬂvovl yilem/

manl, & loop diurstic, mbo hai e diuratic is pradarses for ute wah enslage

9
dy“ul\ﬂm, (m PﬁiCAb“ﬂNS wnd mskﬁl AND AD\MNISYHA'"ON) (tan!
chi

bron-
lhmouhu 1008 lhuul -nn hwnm‘u asthma, uppar sespicatary Infection;

S 3. Stevant Johnson syndioma,
hupn 108ter, by urti alopecis, flushing, photo
sensitivity; 18} Senses: Blusred vision, taste sheration, anosmia, conjunclivitis,
dry eyes, testing.

Miscollansous: A aymrtom complex hss heean reponed whizh ma:
ve ANA. an stevater srythrocyts ud-men ton rate, snhu 9in/at!

tafi laves seros.ils, photot enssi
rath and oihér desmatologic manifestations.

for patients with severe renat dysfunciion 1he enalapil mateste
tebiet is Nt

HOW SUPPLIED -

Na. 3410—Tablets VASERETIC 490:25. are rust. squared Cipsuie-1i-3prd, com.
pressed tablets, coded MSD 720 on one side and VASEREYIC on the other. Ench table:
containg 10 mg of snslspiil mateste and 23 mg of hydrochixothistisa. They sro
supplisc as tullows:

NDC 0008-0720-68 botiies of 100 twith desiccant.

below 30° (86°F) snd avold transiant tempe.

9 sbove 50°C 122°F).

Dispensa in a tigh tontainer, If product packsgs Is subduided

Dist. by:
0 MERCK & CO,, INC., West Paint, PA 19486, USA
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CHEMIST’S REVIEW 1. ORGANIZATION 2. NDA Number
HFD-110 19-221
L
3. Name and Address of Applicant (City & State) 4. Supplement (s) fﬂ
Merck Research laboratories Number (8) Date (s} J
West Point, PA 19486 5-016 26 Ma+ 93
) 5. Drug Name 6. Nonproprietary Name | 7. Amendments & Othex -
Vaseretic Enalapril Maleate {(xaports, etc) - Daves
) Hydrochlorothiazide Amendment 14 Dec 93
i
8. Supplemaent Provides For: -
» Revision of the Package Insert (PI).
9. Pharmacological Category 10. How Dispensed 11, Related IND(s)/ %
Antihypertensive NDA (s) /DMF (s :
! TP ? [) e Dorc ‘
12. Dosage Form(s) . 13. Potency(ies)
TCM 10/25 my
l 14. Chemical Name and Structure 15. Records/Reports
} Current
DYes l_—-]No
Reviewed
Cyes By

16. Comments

The PI is revised to include a section on hepatic failure in the
Warnings section. The revision is made to comply with the Agency’s
letter of 17 Feb 93. The amendment provides FPL in compliance with
the Agency’s letter of 1 Jul 93.

The revised PI is dated 7/93.

17. Conclusions and Recommendations

o
The technical aspects of the labeling are "nchanged.
APPROVAL is recommended as far as the technical aspects of the
labeling are concerned.
18. N REVIFWER _
- N
Name James H. Short F%;ﬁg&” //\]/'/n-;é lDate Completed 21 Dec 93 - i
ity —Aknspd
Nistribution: ,-/// l
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JAN 3- 1894

CHEMIST’S REVIEW

1. ORGANIZATION
HFD-110

2. NDA Number

3. Name and Address of Applicant (City & State)
Merck Research Laboratories

West Point, PA 19486

5. Drug Name
Vaseretic

6. Nonproprietary Name
Enalapril Maleate

19-221
4. Supplement (s)
Number (s) Date (s)
$-019 20 Dec 93
7. Amendments & Other
(reports, etc) - Dates

Hydrochlorothiazide

8. Supplei .nt Provides For:

» Revisisn of the Package Insert (PI).

9. Pharmacological (ategory 10.
Antihypertensive

How Dispensed

[:]Rx [:]OTC

11. Related IND({s)/
NDA (s) /DMF (s)

12. Dosuge Form(s) 13. Potency{ies)
TCM 10/25 mg
14. Cheraical Nam. and Struccure 15. Records/Reports
Current
DYes DNo

Reviewed

[:]Yes

Do

16. Comments

The Warnings, Angioedem: and Precautions, Information for Patients
sections have been revised to state that angioedema may occur at any
time during treatment with angiotensin converting enzyme inhibitors.
These changes will be-ome effective about 1/1/94. An annotated draft
is provided showing tne changes as well as FPL.

Th2 revised PI is dated 8/92.

17. Conclusions and Recommendations
The technical aspects of the labeling are unchanged.

APPROYAL is recommended as far as the technical aspects of the
labeling are concerned.
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CSO Review of Labeling Cv vl

WDA: 18-938/5-039 Vasotec (enalapril maleate) Tablets
18-221/8-016 Vaserellc (enalapril maleate/HCTZ} Tablets
19-309/5-014 Vasotec (enalaprifat) I.V.
19-558/5-021 Prinivil (lisinopsit) Tablets
19-778/5-015 Prinzicde (lisinoprivHCTZ) Tablets

Dato of su.bmissions: December 14, 1993 for all but 19-778/5-015; it was dated
Decoember 16, 1993

Date of rece.pt: Decamber 15, 1993 for all but 19-778/S-015, it was received
December 17, 1993

Applicant: Merck Ressarch Laboraiories

Background: Merck has submitted final printed labeling in response to our July 1, 1993
approvable letter. These supplements provide for final printed labeling revised to include a
new subsectlion, WARNINGS, Hepatic Failure.

Re_vlew: The submitted final printed labeling includes the requested subsection:

WARNINGS, Hepatic Fallure: Rarely, ACE inhibitors have been associated with a
syndrome that staris with cholestatic jaundice and progresses to fulminant hepatic necrosis and
(sometimes) death. The mechanism of this syndrome is not understood. Patients receiving ACE
inhibitors who develop jaundice or marked elevations of hepatic enzymes should discontinue the
ACE inhibitor and receive appropriate medical follow-up.

The cover letters for these amendments state that the firm received an approval letter dated
July 1, 1993. This is an error; the July 1, 1993, letter is an approvable letler. | called
Patricia Kraft's office on January 4, 1894, and spoke to her assistant, Marsha Fantini. | called
this error t¢ . her attention. .

Recommendation: | will prepare an approval letter for these supplements. These
supplements fall under 21 CFR 314.70 (c)(2)(i), Supplements for changes that may be made
before FDA approval.
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