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P C DEPARTMENT OF. HEALTH & HUMAN SERVICES S Public Health Service

Food and Drug Administration
Rockville MD 20857

Ji 9 1995 -

NDA 18-998/5-046
19-221/S-021
19-309/S-019 -
- 19-558/5-031 : o
19-778/5-0256 -

-Merck Research Laboratories -
Attention: Larry P. Bell, M.D.
Sumneytown. Pike
West Point, PA 19486

~ Dear Dr. Bell

Please refer to your. May 10, 1995 supplemental new drug applications submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Vasotec (enalapnl) Tablets

. (NDA 18-998), Vaseretic (enalapril/hydrochiorothiazide) Tablets (NDA 19-221), Vasotec .
(enalaprilat) Intravenous (NDA 19-309), Prinivil - (lisinopril)  Tablets (NDA - 19- 558) and
Prinzide (llsmoprlllhydrochlorothlaZlde) Tablets (NDA 19-778).

‘The supplemental applications, submitted in response to our_January 27, 1995 ‘letter, provide
for draft labeling revised by adding informatjon stating that in controlled trials ACE inhibitors

~ have an effect on blood pressure that is less in black patients than i m non-blacks, and that they
cause a higher rate of angioedema in biack than in non-black patlents .

We have completed the review of these supplemental -appticati,qns as submitted with -draft '
_ labeling and they are approvable. Before these supplements may be approved, however, it will
‘be necessary for you to submit_. revised fina‘l printed Iabeling (F—PL) as follows: .

Our January 27, 1995. Ietter asked you to add the following statement at the end of the
INDICATIONS AND- USAGE sectlon

In conssdermg use of {T radename] it should be

- noted that in controlled trials ACE inhibitors have
an effect on blood pressure that is less in black
patlents than in non- blacks
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. deleted from the first sentence of the ADVERSE
REACTIONS Angloedema subsection for Vasotec Vaseretic-

and Prinivil ——————— It was not included. in the other apphcatlons

. lt is not clear why the sentences “In addition, it should be noted that black patlents receiving
ACE inhibitor monotherapy have been reported to have a higher incidence of angloedema
.compared to non-blacks.” and

. under INDICATIONS AND USAGE specnfy
ACE ‘inhibitor monotherapy, since angloedema was seen in patients on ACE inhibitor/HCTZ _
combination products. Therefore, please delete the word monotherapy" from these sentences at

the time of 'your next printing and add an “s” 16 “ACE inhibitor;” the sentences would then read -
" “In addition, it should be noted that black patlents receiving ACE InhlbltOI'S have been reported
- to have a hcgher incidence of angloedema compared to non- blacks “and-

We have cornpleted the review of these supplemental applications and have concluded that
adequate information has been presented to demonstrate that the drugs are safe and-effective for
use as recommended in the final printed labeling included in the August 24, 1995 submission.
Accordmgly, the supplemental appllcatlon are approved effective on the date of this Ietter

We remmd you that you must comply wnth the requ:rements for an approved NDA set forth
-under 21 CFR 314.80 and 314. 81.

if you have any questlons,'pl_ease contact:

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

Slncerely yours
R‘ﬂ ‘7/ 7“5' 7[’

Raymond J Llplcky, M. D

Director

Division of Cardio- Renal Drug Products
~ Office of Drug Evaluation | -
' Cen@er for Drug Evaluation and Research -
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sdWatch (with labeling)
_HFD- 80 (W|th labeling)
HFD-110
HFD-110/CSO

" HFD-240 (with labeling)

HFD-613 (with labeling)
HFD-735/DBarash (with Iabelmg)
HFD-110/KBongiovanni
sb/9/14/95;9/27/95

R/D: -SChen/9/15/95 -

GBuehler for NMorgenstern/9/21 /95

Approval Dates 18- 998- - 12/24/85
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19-309 - 2/9/88
19-568 - 12/29/87
19-778 - 2/16/89
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Merck Research Laboratories
Attention: Larry P. Bell, M.D.
Sumneytown Pike

West Point, PA 19486

D_ear Dr. Bell:

Please refer to your May 10, 1995 supplemental new drug applications submitted under
section '50'5(b) of the Federal Food, Drug, and Cosmetic Act for Vasotec (enalapril) Tablets
(NDA -18-998), Vaseretic (enalapril/hydrochiorothiazide) Tablets (NDA 19-221), Vasotec
(enalapritat) Intravenous (NDA 19-309), Prinivil (lisinopril) Tablets (NDA 19-558) and
Prinzide (lisinopril/hydrochiorothiazide) Tablets (NDA " 19-778).

The supplemental applications, submitted in response to our January 27, 1995 letter, provide
for draft labeling revised by adding information stating that in controlled trials ACE inhibitors
have an effect on blood pressure that is less in black patients than in non-blacks, and that they
cause a higher rate of angioedema in black than in non-black patients. .

-We_ have completed the review of these suppleméntal applications as submitted with draft
labeling and they are approvable. Before these supplements may be approved, however, it will
‘be necessary for you to submit revised final printed labeling (FPL) as follows:

Our January 27, 1995 letter asked you to add the following statement at the end of the
INDICATIONS AND USAGE section: ' E

In considering use of [Tradename], it should be
noted that in controlied trials ACE inhibitors have
an effect on blood pressure that is less in black
patients than in non-blacks. -
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You have responded to our letter, however, by proposing that instead of revising the
INDICATIONS AND USAGE section as requested, you would revise the labeling 'under
WARNINGS and ADVERSE REACTIONS as follows:

-Under the sihgle entity products (Vasotec, Vasotec I.V. and Prinivil), addition of
the following paragraph to the WARNINGS section:

—_—

.

Addition of a heading for the next paragraph, “Patients with a history of
angioedema,” addition of a dependent clause in the angioedema section of the
ADVERSE REACTIONS section stating that angioedema has a higher incidence in.

black than in non-black patients, and addition of the word -

Under the combination products (Vaseretic and Prinzid'e_z), you proposed adding
the following paragraph_ to the WARNINGS section:

The additional revisions b'ropoéed above were also proposed for the combination
labeling. : - a -

- We have reviewed your proposal, and have decided that to maintain consistenc‘y'in class labeling, '

the revisions should be made. as we have originally requested. We have no objection to your

- reversing the order of the sentences in the statement used for the single entity products. The

statements that you proposed for addition to the WARNINGS section may be used; they must,
however, be placed in the INDICATIONS AND USAGE section ) ) '

The addition of the heading, — ~*is acceptable. The addition -
of the clause in the ADVERSE REACTIONS section.stating that angioedema has a higher
incidence in black than in non-black patients is-also acceptable, but because this is a'
restatement of what will be stated under INDICATIONS AND USAGE, is not needed.
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The addition of the word ~———to describe the incidence of angioedema, under WARNINGS
and ADVERSE REACTIONS in the Vasotec, Vaseretic, Vasotec 1.V. and Prinivil labeling,
however, is NOT acceptable. Also, please remove the word : < from these sections in the

Prinzide labeling. This was apparently a carry over from the original approval of this
application and there are no data to indicate that the incidence of angioedema is
Prinzide than it is for any other ACE inhibitor. : '

. for

If additional information relating to the safety or effectiveness of these drugs becomes available,
revision of the FPL may be required. Please submit fiftéen-copies of the-printed labeling to each
application ten of which are individually mounted on heavy weight paper or similar material.

Within 10 days -after the date of this letter, you are required to amend these supplemental
applications, notify -us of your intent to file an amendment, or follow one of your other options
under 21 CFR 314.110. In the absence of such action, FDA may take action to withdraw these

- supplemental applications.

“These changes may not be implemented until yéu have been notified in writing that these

supplemental applications are approved. '
Should you have any questions, please contact:

Ms. Kathleen Eongiovanni ' S
Regulatory Health Project Manager
Telephone: (301) 594-5300

Sincerely yours, -

Raymond J. Lipicky, M.D.

Director - v

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

Center for Drug Evaluation and ‘Research
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Merck Research Laboratories
Attention: Larry P_ Bell, M.D.
Sumneytown Pike '
West Point, PA 19486

Dear Dr. Bell;

Please refer to your May 10, 1995 supplemental new drug applications submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Vasotec (enalapril) Tablets
(NDA 18-998), Vaseretic (enalapril/hydrochiorothiazide) Tablets (NDA - 19-221), Vasotec

" (enalaprilat) Intravenous (NDA 19-309), Prinivil (lisinopril) Tablets (NDA 19-558) and

Prinzide (lisinopril/hydrochlorothiazide) Tablets (NDA 19-778).
We acknowledge receipt of your amehdment dated August 24, 1995.

The supplemental applications, submitted in response to our January 27, 1995 letter, provide
for final printed labeling revised as follows: :

. ' - INDICATIONS AND USAGE: -

NDA 18-998. 19-309, 19-558 o

In considering use of Vasotec/Vasoteé L.V./Prinivil, it should be noted that in controlied
clinical trials ACE inhibitors have an effect on blood pressure that is less in black
patients than in non-blacks. In -addition, it should be noted that black patients receiving
ACE inhibitor monotherapy have been reported to have a higher incidence of angioedema

compared to non-blacks. (See WARNINGS, Angicedema.)

19:221 and 19-778.. .
considering use of Vaseretic/Prinzide, o R e —

. In

— (See WARNINGS, Angioedéma.)

WARNINGS, Anaphylactoid and Possibly R'ela,ted'-iReéctioris, Angioedema: a
~ reference to the:—— —— ——section has been added. S
" ADVERSE REACTIONS, Angioedema: The phrase “with an incidence higher in.black

. than in non-black patients” has been added to the first sentence of this subsection. The
word " ——— was_deleted from this sentence in the Prinzide labeling.
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You have reeponded to our letter, however, by proposing that instead of revising the
INDICATIONS AND USAGE section as requested, you would revise the Iabelmg under
WARNINGS and ADVERSE REACTIONS as follows:
Under the single entity products (Vasotec, Vasotec .V. and anvnl) addmon of
the followmg paragraph to the WARNINGS section:

o Tt

Addition of a heading for the next paragraph, “Patients with a history of
angioedema,” addition of a dependent clause in the angioedema section of the _
ADVERSE REACTIONS section stating that angioedema has a higher mcndence in
_black than in non-black patients, and addmon of the word : :

T

Under the combination products (Vaseretlc and Prinzide), you proposed adding
the foIIownng paragraph to-the WARNINGS section:’

" The additional” revnsnons proposed above were also proposed for the comibination
labeling. -

.-We have reviewed your proposal, and have decided that to mamtaln consu;tency in class labeling,
the revisions should be made as we have originally requested. We have no objection to your

P reversing the order of the sentences in the statement used for the single entity products.” The-
statements that you proposed for addition to the WARNINGS section may be used they must
however be placed in the INDICATIONS AND USAGE sectlon

The addition of the headmg, T i - s acceptable The addition
of the clause in the ADVERSE REACTIONS sectton statmg that angioedema has-a higher
incidence in black than in non-black patients is also acceptable, but because this-is'a
restatement of. what will be stated under |NDICATIONS AND USAGE, is not needed.
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‘The addition of the word- - to describe the incidence of angicedema, under WARNINGS
- and ADVERSE REACTIONS i the Vasotec, Vaseretic, Vasotec 1.V. and Prinivil labeling, .
however, is NOT acceptable. Also, please remove the word from these sections in the
Prinzide labeling.” This was apparently a carry over from the. original approval of this
application and there are no data to indicate that the incidence of angioedema lS
Prinzide than it is for any other ACE mhlbltor :

< for -

It additional information relating to the safety' or effectiveness of these drugs becomes available,
revision of the FPL may be required. Please submit fifteen copies of the printed labeling to each
application ten of which -are individually mounted on heavy weight paper or similar material.

Within 10 days after the date of this letter, you are required to amend these supplemental.
applications, notify us of your intent to file an amendment, or follow one of your other options
under 21-CFR 314.110. In the absence of such action, FDA may take action to withdraw these
supplemental applications.

These changes may not be implemented until you have been notified in writing that these
supplemental applications are approved. -

Should you have any quéstions, please contact:

Ms. Kathleen Bongiovanni
Regulatory Health Project Manager
Telephone: (301) 594-5300

Sincerely yours,

L % ‘A“?‘/f‘o

Raymond J. Lipicky, M.D.
Director ,
Division of Cardio-Renal Drug Produets
Office of Drug Evaluation |
_ Center for Drug Evaluation and Research
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< Original NDA
HFC-13073AlEn
HFD-80 '
HFD-110
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HFD-110/GBuehler;6/5/95
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CONTRAWNDICATIONS
VASOTEC is contralndicated in patienss who sre

alivs 10 this. product and In patiemis with & history of
,.“  reiated 10 P with an sagio-

WARNINGS
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- tongua, glotis
I tresisd with

sdvarsa raactions, some of them
oedema of the face, sxtremities, Kps,
lhmhnhmm.dh?lm

oryme
Wmvuoncmtmxmummmm
m.o‘m.:'ldmu-s by uwm
u L

: be
3 Mmmiwmmmmmumm

where swelling hae
mem:mmwmm-mnpm%@mm

boan usalul in refisving sympiome. Angiosdems sssoclated
e

with taryngesl sdema may be fatel. Whers thare i lrvelve-
ment of the tongue, glots er laryns, ikely 1o Gauve shrway

BProp L oph
mmmninmnsﬁuu mi} snd/er messures
m«s.-mvznsehmus) o

Patients with 8 history of sngiosdeme
Immrmnnwmunlmmknlm
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while uulvlns an ACE (nhiblor (see lloolNuCA‘llONSMD
USAGE and C DICATIONS).
Ansphylestold nmlm durtg dasensiticstion; Two

-
VASQTECS {Enaapdl Mateata)

dal hazards 1 thelk feturses, snd serial vissound examing-
tions shoukd be performed W assess the intraamnlatic

snvironment
. ll los {s obsarved, VASOTEC should be dis-

with
|4 venomwhil L ing ALE [nhib

d unless it s considersd kfesaving for the

o ? i th pory

mothas.
Co stress wsting (CST), 8 norvstress tast (NST), or

thase 'were avoldad whan ACE itors were tam-
porarity id, it they resp upon fnad:
rechailenge.

ohyleciold fons dudng

2t 4

Ang-

have been In patients distyzed
vﬂm high-flux mmbunumdunhdcmwnﬂnnlvﬁm mn
npomd In patients undur?olnn low-dumllv Ilpomuln

ical profillng (RPPI may be eppropsiate, depsnding
vponm'm&almnmcv Patients and physiciana should
(o may nat eppaar

\mﬂllfurﬂlll- huwndkm.rdhklnwy
Infants with historlas of in ttero exposure 1 ACE inhibitors
should be douw obsarved for hypotension, cliguria, sed
hyperkatamis. i ofiguris occurs, etiention should ba directad
towerd support of Mond prn:uu and rena) partusion

mayba

apherssis with dextan sul [
dlpcndontupondwhumnpurov-dhuumndsuw

] jon andlor for
ronal funchl iy dhich e by
Hypohnﬂon 1s rare f Ny and oy by m;!dlllyd-wl:;
siva pationts lrulodwthASOTEC slone. Patisnts with heart  $0me clinicat baas! rotically may be removed
hlhn?o given VASOTEC commonly have some re 1 though there is no experiance with

tinod pressure, sspeclally with the fi

caution should be observed whaen initiating therapy. (Su
DOSAGE AND ADMINISTRATION J Patients at risk for exces-
with cliguria andlor
ogeessive mtoni-,mdmdy with acute renal fsliure endy/
fotlowing condidon or chas-
acteristics: heart feiture, hyponetramie, high dose dluretic
thesapy, recent{ntensive diuresis or incrasse In diucetic dose,
renal dlnlysls, or severe volume andfor salt daplstion of sny
atiology. It may be advisabia to eliminate tha diurstic (except
in patisnw wm heart fallure), nduc- the diuretic dosa o¢
salt Intake befo M wlm

VASOTEC In padlnn ot rivk for excensl hmu

are abls © tolerate auch .dk sImedis. {Sea CAUTIONS.

Orug Interactions end REACTIONS) In pstiants at

fisk for axcessive I-ypoumlon. therapy should be started
supaivision snd such patients

under very closs maedical
. lhouldbdollwndﬂuulvhvmﬁulm ks

Nouumthclhm of analapril wers sean in studies of
prognant cats, snd rabbits. On 8 mgAg bash, the doses usad
w-upwm enas (in nu).wsoumu {in cabbits) the

PRECAUTIONE
Genaral
impal Asa finhibitng the
t a-ak vl Inumlbnr’
tion may bs irde techvidvak

y d In
with sevars hesrt faBurs whosa ransl kunction may depend on
the lcm'tv n' the, unln--nolelmimnldmm syttem,

Including VASO'IE(‘. may be assoclatad vmh ullgum sndfor
pfo‘nnuhn azotemie snd rarely with scute rensl fallure and/
ordesth,

fn ciinicaf studias in hypertensive patients with unilatecal or
bilateral renal artery stenosls, Increases in biood ures pitro-
qonmd mmﬂm-mnmhmnmﬂ

and whenever the dose of snalapril endfoc diurstic is
d. Similar Tlvnpplv 0 patents with

sive llllhblnod could reaultine dial Inforc-
tion or cerebrovascularaccident.
If excassive hypotenalon octurs, the patient should be
rlaud n the supine position and, If necsssary, nulvo an
ntravenous nfusion of narmat saline. A

revecrsible upon
dlmnﬂmﬂon of snatapril endjor diuretic therapy. in such
function shoukd be monitored during the first

hypertension or heact failure with no
apparant pre-exdsting reaal vasculer disssss have
Increasas in biood urse end serum creatintne, ususlty
and tangisnt, especisity when VASOTEC has bean given con-

s nata further donu of
VASO!EC which ususlly can Nﬂnnwﬂ\mn dificulty once
the bload prmurnluullhiud H:ynwmnﬂn hypobmlon
davelaps, s doss re ord DTEC or

Y

Ncmpanlq/Agnnulocymu

hn been lem to cause sgraniulocytosis and bone marow
In patients but more fre-
quanl np wdth renal

. H they
alto have 8 colisgen vascular diseass. Avallable data from

clinical trisls ot snslapeil sre insutficient to show that rié
does not csuss agranulacytosia at similar rates. Ma
experiance has reveated saveral cases-of

may berequired.

with & diuretic. This is more Kkely 1o oocue In
patients with pre-sxisting rensi impakment. Dosage ceduc-
tion sndjor discontnuation of the diuretic and/or VASOTEC

Hype
5.7 mEgA) was obssrved in appraximately one percentof
hmwvlpllmhmuhhhmtuutx

spy. nvpuhmﬂlwnlwmoldlmmhu‘dondmnw
n 0318 mhypmmv-p.somhmmnh
homh re, hyperkaiemia was observed in 3.8 percent of

P ar
agranulocytosis [n which 8 causal relationship 1 enslapril
cannot b excluded, Pedodic monitoring of white blood call
counts in patients with eolhﬂon vasculac disasse and renst
diseasa should beconsidered.
Hepatic Failure

Asrely, M:Emﬂblmhmbonnndlhdm.m

drnma Im:um with cholestatic jsundice snd
and
sm of this s not d. Patients
nulvho ACE hhmlmwa-vduphumwmdr
the ACE Inhib-

fror and recaive sppropriase medicsl follow-ug.
FatayNeonatsl Morbldltymdmlky

scauss for di
“"Risk factors for the deveiopment of hyperksiemia include
rnnnllmufﬁdom diabates mallitug, and the concomitantuse

ofp and}
o'pom tutes, which shauld be

um-oomlnl it subst

sed cautiousty, If at si, wlm VASOTEC. (Ses Drug Intersc-

Cough: Presumably dus 10 the inhibhion of the doundllon
of endogenous budytlnln, X&dm mnpmd
hse besn n-Mm
lludlnunmﬂon o . ACE lnhibltor-induced cough
shoukd be Mm»dlﬂmwh.
wmm%nmnmnwmmm'

K canbe

©
mnwnhwmhrdunﬂhmmimmmdhm
siserad 10 ba due to this by

ACE inhiditors can cause fetal and and
“mhw b‘o‘:\‘nponl' md”gum':llm wnmpnn-
cases have e
nancy is ACE ‘should be volume
12000 as poesitile, mlormaﬂanhrhllmn
m.u-otmwwmwmhmmwmn
neo-
natal injury, & - verting eniyma

umrw-m-wimﬂhhnmlhin.-ﬂd-mou-

i edama,
may oocur Bt mwmwmmmﬁuunm
be 80 sdvised and told 80 fepost immedistely any signe o

loedema

hvdrumblmnhnbun
renal dos In thia
udmhnbmmummwmmmc»
lofacial Pre-

suggesting ang! {swalling of face, exwami-
Mmllpunmdmwhmm“mw
whubmmndmmlmmwmm the

growth rhn(
rtari hi tso baen repormd, afthough
:uhcg:vum::.:mlmunmmum

” Hypotensian: Pasiants shauld be cavtioned & rapart ght-
mwnwummmwamﬂml

m-mpomnpamuﬂnﬂdhnunm
oposuTe. tinue the drug unti they have coneuttad with the
mmum-mwm-mumnmm
intrauterine ACE-Inhibitor exposure that has bsen Simied 0~ Al pai t
hﬁnlmmnmm .mbryoalndlumlln lnddMnbnmvlndhmlechllnMplw
o ACE inhibitors onlvdurhg o flukd
Mldhuhmm pnhnnm don such. pered
y sfiorto falt in blaod ,“ thwnwk
the use of VASOTEC a4 s0on 2s passible. - withthe physicisn. - ..
Rarely {probably Jess ofien than oncs n evary thousand Hyperkatemix Patients should be told not 1o use sait subst-
pngmnclu) 0o al lmﬂnhﬂwmmn” fn  tules ! without consulting their physi-
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P 1old 7 iptly sy
indication of Infecdon (8.9., sore throst, fever which maybe s
sign of neutropenta.

Pragnancy: Ferals patients of dulldbuﬂm age should bs
told about the consequences of second- and third-timester
-xpmuu ' ACE inhibitors, and they shauld slso b foid that
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srolied clinical tiala are shown below. ln pldomlmmdmm
VASOTEC, the maximum dutation of tharapy was thres yearn;
In placabo treatsd pavients the maximum duration of thanpy
ws 12 weeks.

VASOTEC Placeba

thasa concequencas do not & ar ©0 have resultsd from (n=2314) (n = 230}
are that has bren Kmited to Incldence

the first trlmmu Thase patisnts should be asked 10 report {discontinustion)
pregnancies to thelr physicisns aasoon se possible. Body As A Whols N

NOTE: As with many other drugs, certaln lMulnpl!hnu Fadgue 2.0{0.1) 28
belng treated with dis Orthostatic Etfects 1.2 (0.1} 0.0

tn aid!n the dica! Asthenis 1100 09

itfs not s di 1 all possible ady o
Drug Intevactions Diarth 1.4 w7

ypotmnsion — Patients on Diurstle Therspy: Paeqts on  Novane. Y 12
diuratics and sspeclally those in whom diurstic tharapy wes
recently lmllnmd. muv occasionalty sxpedence snaxcessive  Nenvousfsychiatric

ahsr of the! with Headsche 6.2(03) 8.1
ml-pm.'nu paumuwefmpomdnoﬂuwlm wnaleprit Dizziness 43004 43
can bs minimited by either dlmmimlng the diurdic of  megniratory . .
Increanling the saltintske peor 1o Inftiation of treatmant with Cough N 13009 09
AR A -
Inid. 50 for at

huuu ‘and until. hlood ressure has stabliized for et least an Resh 1.410.4 04
lddldonllh;:u 1See WARNINGS snd DOSAGE AND ADMIN- IEARTFAILURE

Agents Causing Renin The amthhyp: tva affact of oPp
4 1h b mmmmhmﬂhnvuudwld\VASOl'ECucﬂwm
ol VASO c by P agents thet below, The oo the < trom both
OrhnCu:dlnv.:ul'rAgmu :VASOTEChas b.ﬂ"l"ll".‘d o of w \nc approxlmam ons V'lﬂ h the piscabo
gz‘&;g’;m:f;m"g"mmmlml adverss nlhd trials lmn.lnun durstion of therapy h 12 wu'l:) o‘?h':
Interactions. percentage of patants with severs heart falture (NYHA
Agents lncreasing Sarum Potassiunt: VASOTEC sttenustes Class V) was 29 1 snd &3 parcent for patiants trestad

potassium joss caused by thiazide-type diurstics. Potassium-

with VASOTEC and pluubu raspectively,

. related 1o lotal dally dosage within th

Ssisty and sfiectiveness In childten have not besn sstab-
Nishad.

ADVERSE REACTIONS

VASOTEC has besn svaluated for safety in more then 10,000 .

pau-nu. Mu&nmlmuﬂmmuﬂhmm«

!«rlul'mmzI mmld and tran-

slentlnnature; dlnlu!vmu.z scantinuation of tierapy due

to clinlcal advarse d in 33 p of
o X munu,_ pat

spating s {09 aph or VASOTEC Placsbo
sl mmum may lexd to dgc.ﬂnunl incresses In serum lm m
potassn it uss of "":,.:v"“" s {discontinuation)
wi th 1 Body As A Whols
R i:ouud muudonmdwl Mqumlwmwdngo'wnm“ ;“ E fracts ;.m.n 03
trtad in patients with heart fallurs recaiving VASOTEC. . yoope 2(0.1 14
Uihium: Lithium voxidity has been n s Chesthain 2.1(00 21
L Ry e e niencous iy, Fatigus 18(00) 18
aving ! g4 A fhith.  Abdominal Pain 1804 21
fum toxdty have been reporied in petients m.Mng Asthenls 809} - 03
discont! lVLSO‘I’Eg;M ‘N“Imt::«umdcd th ¢
scontinuation of bo! "ﬂ'-ll l '".‘." Rypatension B.7{1. 0.
Tithium teveis ba W ks sdvninis- Orthostatic 1 m:o:; og
tered mcmuunﬂvudﬂ\llﬂum Angina P.dl:mumnbn 1510.1) 18
C of Fertility Myocsrdial inferction 12103 18
Tmownlmm.mdnnmhmkummnuﬂn- Digestive o
pril was administered for 106 weels (0 a5 s1dOWS Up O B0 Brente, 2901 12
mgAgiday (150 times™ tha maximum dally human dose), Nausaa 1_1(0:1) 08
Enslapril Mlmmwmlnh-néluﬂwnhbmhw 13{0.0} s
usa mdmﬁnm"mnummm dally doss for b Nervous/Fsy
Dixziness . 19(0.6) a8
NdM anslaprit mlhnu nor the active diaddd was Headache 18(0.1) 09
in the Ame . tost ‘w‘::! o‘f’:i;; Vertigo 1601 12
! sonegativein Respitatory
lowing studies: Y, feverss Cough 22(0.0) o8
assay with E. codl, sistar with 13000 Y
e v ish mice, 88 wel!
s inan i vivocyiogenic sudy sing moset Pratmmon wea
hmm.mhnl;c with IG of Sl'in °
and rats treated © 90
e’y oAskey Rash 1300 24
Pregnancy Urogenhal
lml':-d 5“' C{fiest snd Disecond and Urinery Tract Infection . 13{6m 24
and Mortality ’ Qther sarious chinlcal expariences ocourring vince
Nursing Mothers uaux-m-m' or sdvense occurting In-
d human milkin trece 0.5 10 1.0 percant of patients with hypertension or heart fallure
amounts. Caution should be exercised when VASOTEC Is  in clinical trfals ace Wsted below and, within each catagory, ars
Qiven 10 anursing mothar, Inorderof decraasing severity. .
Padiarric Use

oy Ax A Whols: Anspivylscoid rescions (see WARN-

Cardiovascular: Caitac arrest; myocaidial infarction of
aocidont,

wnmum"ms&m

hduﬁng strisl wﬂll and

wll.lvlll .
U'NM puunw hepatic’ fallure, hepathis :

cachatianpe] or chelastaic jeun-

ar [proven on
 dicnd hﬂ WARNINGS, Hapld: Fattura), rlena,

muﬁ,dqmﬁ-

Mmhmmtmmydm mnol

ond b

1.

tents with hypertension the oversil p-unhucolpnhnu
:.cmd with VASOTEC raporiing adverss experences was
comparabis to placebo.
M\I‘:’E NSWION ing in . bor than 0N percent
138 Sxpariances occur! grester
of patients with hypsitension treated with VASOTEC #n cnn-

** Bxsed on patisn ueight of 10 by

Ndwwﬁwllhcl: Depression, confusion. -hxh. som-
P.f | 4 ] La L II»ﬂg.
hosresness, esthima, L upper e, ot and
infiltrates.

Skin: the, toxdc_epid
Stwvens-Johason  wyndrome. pemphigus, herpes z08ler,
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erythema muttiforme, ‘pluhn.‘,*‘“....

Specisl Senses: Blurrsd vidon. it -lbmhn. mmh.

' umunmy.mus.

Urogeniial: Renal failure, nllth. renal dydmdon
PRECAUTIONS and DOSAGE AND ADMINISTRATION), flank
plh.m.eomilil. Impoence. . .

which may W:Mﬂnm&mmw

foveg, ssosils. vascul, leukocyios, eas ‘mm
besn reported in

mdungwsonc,mmnwmhwmu-
ssaocisted with laryngesl

instituted lmmldllldy (SeaWi MNWGSJ
Hp in the

L4 P

o, i
- DIEM y sndor larynx occurs, weatmant with -
VASD'IE e nd therspy |

% TA.:.-I.- 'JJ 28 o

Hypotansion or syncaps was s cause for discontinuation ¢ ol
therapyin 0.1 percant of atients, in heact fallura :

hypertensivep
- patients, hypotansion occumred in 6.7 pmonlu\dmmpo

occurmed In 2.2 percent of patents. Hypotension of syncope

wis 8 csuse for discon! Hmﬂonnnhuiwhi.'pmumd

patisnts with heart fallure. {Sea WARNINGS)
raul/NmM Mochidity and Mortstity: See WARMNGS.

Cnucn Ses PRECAUTIONS, Cough.
Clinical Laboratory Tast Findings -
Serum Elactrolytes: Hyperalemis {see HEW’“ONSI,

Creatinitre, BJaodUmMmmhmnMcﬂMMﬂl

revanible upon dhcomlmuionafw \v-nubntvdh
sbout 0.2

with

Taated with VASO wsom.‘ slone. Increasss are more Rkaly B
occur inpatisntsreceiving concomitant moﬂnpl\im
with rensl artery stenasis. (Sea PRECALITIONS) in p-lm
with heart fallure who ware -lnuuhhldhnh

without digitalis, in blood ures umm
crastinine, usually raversible upon discontinuation of
VASOTEC sodjor other concomitent diurstic therapy, were

Vamvodlnmn puunlolpnhnu.munlnumd

L & Zpuunmlplﬁlnu.
Smalt fobin and hemat-

ocrit tmean decresses of 03g -\d
oarit & e lemﬂmM pomnl

tanslon o conuull haart fallurs pnhml tuud wlﬁ
VM‘D‘I‘ECMHQ ufdy Mdlnlul uniess pnother

ulpdmmmmwm»m-.u
aasmia, Including cates of hemotysia in patisnts with G-8-PD
hat heen d; 8 caueal 0 ensls-
wﬂunmlbudw-d.
Liver Function Tests: Elevaions of ilver enrymés a

andios
iua’:m bifirvbin have occurred {see WARNINGS, Hepatd Falt

OVERDOSAGE

lelhddauun-vdhuolnuoudhmmah

humans.
munlmuﬂmwmummhmm.m

The most kiksly manifestasion of would be
mhmumﬂmﬂ lm

Enalsprilal msy be removed from dnlilonby
hemodisiysis

and has basn removed nsonatsl circuls-
donby dialysis,

DOSAGE AND ADMMISTRATION

Hypecinsion
hpmmmmmummm-m
nelon occur

nummummummd
zsmwhuwww ieast
two hours and unt) blood hllnﬂllludhuuud
an eddidonal hour. (See AI\MNGS und
Drug intersctions) o

Tha recommendsd &
Smm-ﬁmmwhwmﬂ%u
:v duy. sdministered in e single dose or twe divided
mmumﬂmd&l’.“m

h- n r e

trition should be considersd. i mhmm

) trolied with VASOTEC slons,  diucetic may ba sdded.

Concomitsnt .dninlnllhn ulVASO‘lECM!l potassiur
ssit mﬂulum
hgduuldm-vludhha-luclunmm
PRECAUTIONSL

Dossge Adjusanent In Hypertansive Patiente with Renal
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impairment

ﬁ':'c ususl dods of enalapett I recommended for patients
with s creatinlon clearance >30 mtinin (sarum creatinine of
up to spproximately 3 mgAdL), For pationts with craatinine
clearance <30 mUAmin {serum creatining 23 mgidLl, the first

" dossls2.5 mg once daily. 'l‘hudauqomwbc ttretad upward

VASOTEC® [Enalaprt Maleate!
oomﬂuawuugnmmm-m
{6505-01-314-6028, 10 mgindividuslly sealed 100}
NDC 0008-0713-98 unitof tse botties of 180 (with deslocant

NDC 0008-0713-82 botties of 1,000 (with desiccant)
NOC 0006-0713-81 botries of 4,000 {with dosiccant

{6506-0 Eo
No. 34 - Tablets V) 'lEC.znmo. peach, barcel

0006-07 14-87
cssu&m:nmu.mm 10.000°0).
Slor- Bbelow 30°C (96°F) and svokd transient

above mzﬂ'c {122°F). Keep conteinec- ightly clo Pmu:.

sture.
Dk 0 e ght jner, if product p ge s subdi~
vided.

untlt blood pi Is d or to & maxk olddmg
dwily, .
. Cvuﬂnlno-
Clasrancs Inltisl Dose
Rena! Status mi/mln mgldsy
Normal flenal Funcéon >80 mijmin smg
MU impalrment $BQ>30 mlimin smg’
Moderate o Severs
Impalrmant - S30mlmia 5my
Dialysis Patisnts""* — 2.5 mg on dialyshs
. dayst

***Sea rexcionn axpo-

-~ eon sones e

- blood pressure rsponsa. .

Heat Falivre

VASOTEC Is for the
heart fsllure, ususiy in combination Mm dlmﬂa and dni-
tals. tn the placsbo-controlied studies that demonstrated
improved survival, ts wers trsiad 58 up 0
40 mg, admin| in two dividad

doses.

The recommended lnitisl dosa is 25 mg. The recom-
manded dosing range Is 2.5 to 20 mg given twice 3 day. Doses
shotuid be titrated upwand, u»lund.mnpuhdcnhu
days or weeks. The indin-

. lcaltratls was 40 mg in divided doses.
After the Inltial

heall '
The 3 of hypotsnsion after the laltial doss of
v“:go“m‘_ st . "‘u':g'..
hypotension. v

amw’u has stabilized for
hour, (See WARNINGS a:} PRECALITIONS,

dally under tloss medical (Ses DOSAGE
ADMINISTRATION, Heart hﬂum IVMNINGS and PRECAL-
TIONS, Drug Mleractions) The ba incrassed ©
umNA.Mlmbld.w —nud-d.uuulyn

intecvala of fous days or more i ot

emant thers is not excassive hypoteasion
ration ofrenal Themnsxl ] "'mg.
HOW SUPPLEED :

No. M1~ ‘lecuVASOTEC.ISnu.mydbu.

barre! shaped. scored, comprassed tablate with code MSD 14

onone ond VASOTEC on the other. They ara suppiad se

NDC 0008-0014-84 tanit of s botties 0190 with
NDC 0006-0014-68 botties of 100 (with desiosent)

T e e
NDC 0008-0014-98 unit vith
NDC 0006-0014-82 botdes of 1,000 {with.

dahanﬁ
NDCM‘MNMMIOM(VA&M
No. 3412 ~ Tablets VASOTEC, Emg, are

whim, barrsl
she| mwmnnmmm«-
mP::'-MdVASO C on the othar. They s supplied se fol-

NDC 0006-0712-94 unit of use botties of 90 {with desiccantt
WNDC 0008-0712-58 botses of 100 {with

shspad, co
and VASOTEC on the cthec. Thay sre supplied Nowe:
NDC 0006-0713-84 unit ofuse mm«nm(m desiccantd

[
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CSO Review of Labeling

NDA: 18-998/S-046 Vasotec (enalapril maleate) Tablets
.19-221/S-021 Vaseretic (enalapril maleate/HCTZ) Tablets
19-309/S-019 Vasotec (enalaprilat) 1.V.
19-558/S-031 Prinivil (lisinopril) Tablets
19-778/S-025 Prinzide (lisinopril/HCTZ) Tablets

Date of submissions: August 24, 1995
Date of receipt: . . August 25, 1995
Abplicant' ‘ Merck Research ‘Laboratories

Background: On January 27, 1995, we issued a Supplement Request Letter to alf approved
ACE .inhibitors, asking that the package inserts be changed to add Ianguage to the INDICAT!ONS
AND USAGE section similar to the following:

In considering use of Tradename, it should be noted that in controfled trials ACE

InhlbttOI'S have an effect on blood pressure that is less in black patlents than |n non- .
blacks :

....... T - NS

Merck responded with supplements dated May 10, 1995, that proposed making revisions to the
WARNINGS and ADVERSE REACTIONS sections of the labeling. We issued an approvable letter. -
dated June 19, 1995, that stated that Merck should make the change in the INDICATIONS AND -
USAGE section as originally requested; however, they could use the revrsed wordlng that they had
proposed. We also allowed the use of a new subheading
for the: ADVERSE REACTIONS section. We also asked the firm to remove the word i frorn
the WARNINGS and ADVERSE REACTIONS sectlons of the labeling. -

-'Review: These supplements_ provide_for final printed’ Iabeling revised as follows:

INDICAT!ONS AND USAGE
- NDA. 18-998. 19-309, 19 558 :
Tl consrdenng use -of Vasotec/Vasotec . V./anvrl it should be neted that i in contrelled
- .- clinical trials ACE inhibitors have an effect on blood pressure that is-less in black
~ patients than in non-blacks. In addition,’ it should be noted that black patients receiving
ACE inhibitor monotherapy- have been reported fo have a hlgher incidence of angloedema
; compared to non-blacks. (See WAHNINGS Angloedema)

~ NDA 19-221- and_19:778
In consrdennq use of Vaseretlc/Pnnzrde

(See WAHNINGS Angloedema )

WARNINGS Anaphylactord and Possrbly Related Reactrons Angloedema a reference to the E
‘section has been added :




1t is not clear why the sentences -

time of the next printing and add an “s” to “ACE inhibitor;—

ADVERSE REACTIONS, Angioedema: The phrase “with an incidence higher-in black than in non-
black patients” has been added to the first sentence of this subsection. The word ’
___ .~ was deleted from this sentence in the Prinzide labeling.

| and

'under INDICATIONS AND USAGE specnfy ACE
mhlbltor monotherapy. since angloedema was seen in patients on ACE inhibitor/HCTZ .
combination products. In his memo dated - December 9, 1994, Dr. Norman Stockbndge notes that
for benazepril, 7 subjects (4 caucasian, 2 black, 1 other) developed angioedema on ~
benazepril/HCTZ, and in this database black patients comprised 15% of the subjects. There is
no mention of the rates of angioedema seen with other combination products.

i snggest that we ask the firm to delete the word “monotherapy” from these sentences at the

2 s e it and “In conmdenng use of

v_:'Vasereuc/Pnnthe it. should be noted that black patients. recelvmg ACE inhibitors have been -

reported to have a higher mcndence of angioedema compared to non-blacks.”

Re’c'oimmen_dation: | will prepare an approval letter for these euppl'ements.'

[:‘/..aku 7 &——rp%

Kathleen EF. Bonglovanm
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