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When used in proguasty daring e 3econd ond ikird rimesiers,
ALE imhisitors can £2ues injary and oven desth 10 the duveioping
fetus. When pregnancy 1s detected, ZESTRIL should be discontin-
ved 25 300N 25 possibie. Sez WARNINGS, FetalNeonstal Morbidity
and Mortatity,

DESCRIPTION
Lisinopril is an oral long-acting angiotensin corverting snzyme
pieisiig ) ! ’ e

5 ] Gerivative, 1S Chermically described
33 (5)-1-{2-(1-Carboy-3-phenyipropyl)-L -ysyl]-L -proline Gihydrate. s
empincal 1ormula is CoyHyyNyOs- 2H,0 and its structural tormus is:
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Lisinopril is a white 10 off-white, crystaiine powder, with 2 molscular
waight 0f 441.53. 11 &5 soluble in water and sparingly soluble in methanot
and practicaily nsoluble in ethanol.

ZESTRIL 15 suppited as 2.5 mg, 5 mg, 10 mg, 20 Mg and 40 mQ tablets
for oral agministration.

inactive ingreceents:

2.5 mg tablets - calcium phosphate, magnesium stearate, wmannitol,
starch.

§. 10 and 20 mg tablets - caicium phosphate. Magnesiom steaste,
mannitol, red fermic auide, starch. .

Wibution 2Deers 10 be siightly smalier than that i norenal subjects.

Upan mulbipie 4onng, kSin0pril xhidts an sfiactve half-iile of accumy-

fation of 12 hours.

WRpaired renal function decreases shmination of snopril, which is
excroted principally through the ooneys. but this decreass becomes cn-
gwnmmmmmmvmammmgnun

m3 concentration tme curve (ALIC) than younger patients. {See DOSASE
AND ADMNISTRATION.) Lisinopril can bs removed by hemodialysss.

g POy chuting panents
receiving ACE inhibdors (mcluding ZESTRIL) say be sulyect 10 & venety
Of 20Verde raechOns. 20mE 0f TN SENOUS.
m.wunnm,mumi:_

and/or Wrynx has baen reported

Amuphylocteld Resctions Durieg Dessnshization: Twu asbents wnder-
NE e .
potionts, thest rAChons were avoided wien ACE inhibltors were
m"lﬂ wihheld, but By FORPDESNSD UPON inacvarient rechalienge.

Tw shuies Wiizing 3 0nCe Gaily regimen ware con-
ducied in 433 il 1o moderase Batients fot on a Garetc.

studies $00neT and WS groster in
patnts treatad with 10, 20 or 80 mg of ZESTRIL. in controlied
studigs, ZESTRIL 20-80 mg hat been compared in with L.
moderste 20 hydrochiorothiazide 12.5-50 mg and with
alanolol S0-200 mg: and in pationts with modersts 10 severs

10 metoprolol 100-200 M. it was superior i n
#iects on Systolic And Giasiolic pressure in & poputation that was /¢

Sty i1 e ypariemsie putons :;ua-um
--“‘—uu was ot signilicant.
Dom from several smal inconsishent with respect 10 the sect
of ismoprl on i in v Pt

i serum potassivm was approximately 0.1 mEQAL:

matsly 15% of patients had increasss graater than 0.5 mEg/L and
) €% had 2 decrease gremier #han 0.5 mEQA_. in the same

study, patients treated with ZESTRIL and hydrochiorothiazide for

24 woeks had 2 mean decrease in serum potassiem of 0.

TIONS.) Removal of angiotensin } negative feedback on renin secrelion
activity.

ACE is identical t0 kiningse, an enyme that degrades bradykinin
Whather increased of bradykinin, 2 ),
play 2 rols in the therapsutic ettects of ZESTRIL remaing 10 be slucidated

the mechanism Swough which fowars biood pressure is
believed 10 be primarily of i
systom, ZESTRAL ig antiwperionsive even in pationts with low-renin hyper-
tonsion. Ahough ZESTRIL. was aniivperiensive in all races studied, biack

+ however, appraxd-

in w0 placebo controlied, 12-week clinical stsies, ZESTRYL. a5 adiunc:
9 thorapy 10 digitalis and diwretics improved the following signs and
Symploms due 10 congesive heart taikury: edema, rales, parwysmal #0C-
orni dyspnes and Jguisr venous disimlion. In 9ne Of he studies, bene-
ficisl response wes 830 noMd for: orthopnes, presence of thind heart
20und and the aumber of pationts classiied as NYHA Class i and
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18 using ZESTRIL, consideration showid s given 1 the fact et another
iy enzyme NGO, hes cauned agranviocy-
f0sis, particularly in petients with rensl ImpSInRANt Of Collegen esculer
disanse, snd Shat avaiisbis Utz &9 Meuificiont 1o show St ZESTRIL dess
£0U have 2 sieniter rigk. (Sou WARNINGS.)
in considering wbe of ZESTRIL, it showid be #oted hat in controlied risls
ACE inhibitors have an ettect on biood prassee - i less in bisck
falionts than in Aenblacks. in addiion, ACE inkibiOr. .cve Dosn 2300c-
Sied with 2 higher £3ie of angissdema i hisck than in AcRblack pationts
{308 WARNINGS. Angioadersa).

Pationts & risk of with
oliguria andéer arotemia. and rarely with scute mandl failure

LonhapeniaMevirspeniaMpranniorytenis: Angther angiolensin con-
verting snzyme inhibitor. captopril, has Beor Shown 10 CBuSS Bpranuio-

© CYIo8is Bnd DORE MATOW farly in patiants
1 bt mors frequently in patients with renal impairment especielly if they

1 30 have 3 collapen vascular dissase. Avaltable dats from clinical trisis
1 of ZESTRIL sre insutticient to show that ZESTRIL doss net covse
! ot simitar rutes. wxperionce has revenied

rare cases of 1 Bone NrTOw depression
which 3 Causal relationship 10 lisinopril cannot be exciuded. Periodic
MOARDTING of wiite DIOOT Colt COUNS In Patints with CONIQIN VaSCULY

- Ciseass and renal 0isaass showid be considersd.

grome hat strts w  jaunsce nd
is ot wdersiond. Pabents recewvng ACE INbiors who develo jsundice
of merkd

olavations of hepatic snzymaes should discontinus the ACE

opose.
These atverss eflects 40 ACL 2pBear 31 have resuliad from inirauderine
ACE-inhibitor sepasars thal has been &3¢ 90 the first rimester, Mothers
whose embryos and fshees re exponsd 1 ACE inhibiiors snly during the
Hrst trimesier ShOUld be 30 iNformed. Nonstheless, When Patents
Prognent, physiciens showid meke every sfiort f0 disconinus the wse of
ZESTRIL a5 200N &3 possibis. .

i

B

[




i

)

rars .-

Poss! As 3 of inhi
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1rM0Denic etiects of KSmopril were Seen in studies of pregrent
mics, and rabbits. On 2 MOAG besis., the 80883 weed wers wp 10 825
{n mics), 188 times (in 7at3), and 0.6 mes (in rabbits) the mavi-
Tecommendad human dose.

L

myy
In patients with Severs CORDRS-

i n
 tivs heent failure whosE function may depend on the activity of
fonin-angiotensin-aidosterons

System, traztment with 3agiotensin
ing snryme i ing ZESTRIL, may be assacisted

ilurs and/or death.

in hypertensive pabents with uniksteral or biswerai renal artary stenosis,

acreases in biood wred nitrogen and serum creatining may occur.
WN0S with ancther nZyme inhibitor Suggests

that these incraates are usudily reversidle upon siscontinsation of

f

ZESTRIL and/or diuretic 1herapy. I such Balents, renal funchion Should be

Monikored dunng the first few waeks of therapy.

Some pasients with hypariension or haart taiurs with A0 apparent preex-
16809 ronel vancular Sissase have develoded incranmes in biood wree Aitro-
0en and Senym creshning, usually swnor and (raneient, espacially when
ZESTRA has ssen given cONCOMICNtly with 3 duretic. This is more lely

; impairment. reguction

o diabetes
s, and the use of $PNNG GUIStics, Potassiom
should

and/or satt which
e sed cautiously, # at all, with ZESTRIL. (See Drup interachons.)
wmnbnmunmum
NOus bradylinin, persistent nONEroducive Cough has been reported with
ﬂhﬁmmmmumuw.
MIMMMMNMM“MM
nosis of cough.

in patients AOr SUIDery o dunng
Snestivsia with agents that produce Mypotension, ZESTRIL may biock
] Yy to Y remn release. if
20R OCCUS 3nd it COnSH 10 be dus 10 this mectianiem, it can
be comected by volume expansion.
Intormation for Pationts

ly any Signs o (sweing of

m.m,m,m.m.«mnmqum)

d 1o take no More drug until they have consuied with the prascribing

Al pationts shouid be cautioned that perspiration and dery-
Gration may lead 10 an axcessive fall in biood pressure bacause of
eduction in fiuid volume. Other Causes 6f volume depietion such as
mummmunauumm:m
should be advised 10 consult with their Dhysibien.

Wyperkalomia: Pationts shoukd be 10id Aollp ¥se 5a% SubetRutss Con-
Wzmmumbmm
wmumummmwmnamu
eukpenia/meutropenia.

Progusacy: Femais patients of childbearing age showid be toid 3bout

" the consaquences of second- and third-trimester exposure to ACE

P

inhibitors, and they should alsa be 1okt hat these consaquences 8o Aol
2pper 10 heve resulied from intravtenine ACE inhibisor sxposurs that kas
doen limited 1o the first trimester. These pationts showid be asked to
T8pOrt PrpRAncies 10 Whsi PlwSICians as 300n 25 possible.

MOTE: As with many 0ther Grugs, Certain advios 10 Patients bevng et
od with ZESTRHL is wasranied. This information is inkencied 10 aid in the
Sale a0xd oftective une of this medication. It is ROt a disclosury of all possi-
e adverse or imended effects.

Drug iaterachions

Hypolonsies - Pationts on Divretic Therapy: Pationts on diurstics and
aspaciaily $hoss in whom dwrsic thersgy was recently institvied, may
OCCasionally &xpenience 3n excessive reduction of biood pressare after
inktiation of theragy with ZESTRIL. The possibility of

1~ with ZESTRIL can be minimized by either 6

the Gwestic or
incraasing the sk intake prior 1o initiation of trestment with ZESTRIL.
1 is necessary 1o continua the diuretic, initiate therapy with ZESTRIL at &
Gose of 5 g daily, and provide closs medical Supervision sher the initis!
dosa until 9iood pragsure has

u-uum-n,nsn-nmn—-m
sion whers the sliocts of ZESTRI. alone wave compared
to ZESTRIL given
indomethacin

with
WES ass0Cisind with 3 reduond alfect, silhouph the Gitler-
0nCH btwann the two regimenss wes not significent.

Other Agests: ZESTRIL hus been w308 Concomitantly with mitrates
and/or digoxin without evidence of clinically-significant adverse interac-
tions. No inportant sccurred
when ZESTRIL was wsed concemitantly with propranciol or
fydrochiorothiazide. The presence of 1660 in the SIMAch Gees AL Aer
the bioavailabitity of ZESTRIL.

sparing diuretics (g, spirnocions, Yiesren
i SebUites muy isad 10 signift-
cant incresses in serwm potassium. Therefors, e of these

.i
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et follure who re receiving ZESTRIL
Ui Likkuiurn icoicity hes been raporied i ecHiving

addition, lisinopril did not produce INCTIEsEs in chromosomal
in an in wivo st in Chinese hamsier OVary Colis OF in 80 1 WD Study in
mouse bone MaTow.

Podisiric Uss: Safety and eftactiveness in children have aot been
establisted.

ADVERSE REACTIONS
ZESTRIL has been found o be gensraly well iolerated in controlied clin-

umwmmwummmm
were mild

hmm-nmmwmmmn-
continuation

dosage ranpe.
hmmmmmmmnhwuwm
discontinuation of herapy dus 10 CHAICH adverse EXPErEnces occinTed in
11.0% of patients. i controlied Studies in patNts with heart kalure, ther-
apy was discontinued in 8.1% of patients traated with ZESTRIL for 12
‘waks, comparsd 10 7.7% of pationts trested with plecebo for 12 weeks.

Hyportoasion: ]
For adverse experiences occurring mmmumm
ml‘ﬂmmwﬁ uus
clinical trigis, 432 are isted in the
MW

PERCENT OF PATIENTS IN CONTROLLED STUDIES
ZESTRIL ZESTRIV  PLAGEBO

Hydrochiorothiazide
(n=1349) ({n=b29) {n=207)
Body 38 2 Whele.
Fatigue 25 (03) 40 (05) 1.0 {00}
Asthenia 13 (05) 21 02) 10 (0.0)
Chest Pain 12 0y 13 {02) 14 {0.0)
Omhostatic Ettects 12 (00) 35 {0.2) 10 {(0.0)
Candiovassuiar
Hypotension 12 (05 16 {05 S (0.5)
Digestive
Diarthea 27 (02 27 (03) 24 (00
Mursea 20 (04 25 (02) 24 (0.0
Vomiting 11 (02 14 {01) 05 (0O
Dyspepsia 09 (00 19 (0.0) 00 (0.0
Muscuisshoiote!
Back Pain 06 0o X1 (o) 14 {00}
Muscis Cramps 05 (0.0) <29 (08) 05 (0.0)
Nervam/Foychistric
Headache 57 {02 45 (05) 19 (00
Dizziness 54 (04 92 {10 19 {00)
Parssthesia 08 (@1 21 {02) 0.0 (0.0)
Decraased Libido 04 (0.1 13 (0.3} 00 (00)
Vertigo 02 {1 1.1 (02) 0.0 (0.0)
Rezpiratery )
Cough . as ©n 46 (08 1.0 (00
Indection 21 {01 27 {0y 00 ©.
Coud 11 {09 1.3 (0.1) 00 (0.0)
Nasal Congestion 04 (0.1 13 (03) 0.0 (0.0)
itz 03 (01 11 {08 00 (0.0)
Skin
Rash 13 (04) 16 02) 05 (05)
Ureganits!
impomnce 10 (04) 16 (05) 0.0 (0.0)
Haurt Fallwes:
The following table lists those adverse experiences which occurred in

hoBs SOVErss EXPernces . grester Wan 1% of pationts with
sart tailure trexied with ZESTRIL for up 1o four ymars.
__Controled Tripls Mres
ZESTRIL Piacebo ZESTRIL
(Ped07) (ne155) (n=620)
Incidence
12 wosks 12 waoks up 30 4 yesrs
Body o8 3 Whele
Chest Pain 34 13 0N 73 (03)
Asthenia 32 ©02) 32 69 03)
AbdominsiPain 22 (07) 19 {00) 40 {05)
Elema 10 00 06 (00) 24 (02)
Qrshosiatic Efects :ﬂ m :3 09) H ﬂ
Fower e5 (00 _ D& 11 {00)
Maleiss 1.0 02 00 ©0) 1.1 {03)
Cardiovasculer
Hypotension 44 (17) 53 (18)
AngemPectors 15 (02) 32 (L3} 37 03
Worsening of
Haart Failore 0 @O 32 (19 2% @8
Orthostatic
Hypolnsion 10 0 o0 19 @3)
Paiptation 10 ©0 00 (00 19 (00)
CvA on 00 Lo - 15 02
Myocardiel lafarcion 0.5 (0.2) 08 (0.0) 13 (05)
[ ]
Diarries 7 WS 19 00 61 08

.-
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h-” 27 @) -0 50 @5)
Vomiling 10 05 [} 24 03
Oyapepsia @y 60 00 14 02
Anaspuin 07 82 13 Qo) 15 @03
Incressed Savation 00 - 00) 1.3 0.0) 02 ©.0)
- Gowt o5 @9 00 M0 15 02
Muscie Crampe 05 00 13 80 21 @0
Sack Pyin 05 {00 19 Q0 16 00
Lag Pain 05 (00 08 (@0 13 02
Mysigia 05 (00} 19 (08) 08 (0.0)
. 1.8 45 (13) uo Ny
mm ‘M {fl‘l?) 39 0.0 &5 3021
[ 10 (00 00 @0) 28 sm
insomnia 07 ©0) 06 (00 23 (b0
Dapression 08 (0.0) 13 00 11 (00)
Raspieatory
Dyspnaa 27 45 (08) 78 (03)
Cough 17 ﬁ; 26 (0.0) 61 (02)
Upper Respwratory
infaction S5 {0 13 (0! 45 00
Bronchitis (‘15 m)) 0.0 m 18 (00
Chest Sound
" 00 OO 13 (00 03 (0.0
Abnormalities 5 b Bes 3y
Skia
17 .5) 06 (0.6) 48 (10
m 12 (‘32; 1.9 (06) 15 (02)
e
lhmm 05 0 00 (0.0) 15 00
Other clinical adverss occwrring in 0.3% to 1.0% of

Sody 93 » Wheis: Anaphylactoid reactions u::umnes. .

During "

E‘&-......,'

i ikl Secondiry 0 T YOSRm I g Tl POt
(580 WARNINGS, i ook and iarcion,
ertsai Ay g dysonea, m :

. Ratulence, dry .
mw%m:ﬂmwm hemolylic ane-
mmm:m

ie: Weight loss,

Arthritis,
Nervass System/Prychistric: Siroke. 3xia, memory Umpsiement,
ia, dysesthasia), spasm,

Skin: Urticaria. alopecia, herpes zoster, photosensitivity, skin
Other savere skin reachons have been reported rarely, intiuding Hoxic
epidermal necrolys:s and Stevens-Johnson syndrome; causal relstion-
ship has not been established. e

Special

m;vwmw:mu‘m@nm

farynx occurs. ireatment with ZESTRIL shouid be discontinued and
approprigte therapy instituted immedialely. (Ses Vlm.)

HYPOTENSION: in i 3
tnmm_mmo.ﬁ:'wm. Hypotension or SyRcope
wers

creatining, reversible wpon discontinuation of therapy,
were observed in about 2.0% of patients with essentisl hyperiension
trested with ZESTRIL 2ione. InCTeases wers more common in petivnts

;
‘
E
i
i
E
i

Craatinine Dritiad
Cimnnce Doss
Renal Stats mijmin mo/axy
Normal Reral Function >0 10
0 Midd impairment
Moderae 1 Severs 210<30 H
mpeirment
Disiysis Patients® <10 25
* Sew

“*Dossge interval Shouid be adiusied Gepencng On the HIood pressure

fowing stiective menagement of the hypolension. .
The usual ettectve dosage range is 5 to 20 my per day sdministersd a8
2 5ingle Saily dose.
Dosoge Atjustment is Patisats with Heart Failers snd Renal
lmpairment o Hypoasiromia: in patients with heart tailure who have
hyponatremia (serum sedium < 130 mEQAL) or moderats to sevess
renal impeirment (creatining clsarance 5 30 mL/MIN o Serum creati-
2 > 3 mo/dL), therspy with ZESTRIL should de initiated at 2 dose of
2.5 mg oace 3 dey wnder close medical supervision. (See WARNINGS
and PRECAUTIONS, Drug interactions.)
_hh&mhm&:.mmwm::r'
FIONCES wire similar in YOUNgS! 30 Cider palients Qiven similer of
ZESTRIL. Pharmacokinetic however, indicate that

now
2.5 mg Vablets (NDC 8310-8128) white, oval, biconvex, uncosted
tablets identitied a6 “ZESTRIL 2 1/2° on one side and *135° On the other
Sida are supplied in botties of 100 tablets. ZESTAIL 2.5 mg tablets are
2Zaneca Pharmaceuticsls.

i

by .
S my Tablets (NOC £318-8138) pink, Lapsuie-shaped, 3
bisacied. uncoated tablets, identiéed “ZESTRIL" on one side and “130° on
nmmmwmmmmmmammw
wnit dose packaes of 100 tablets.
8-9331) pink, round, biconvex, uncoated
. (;Z:SLTL 107 & on one side. and ~131°
Gsboszed on e are suppiied in hottles of 100 tabiets, 1000
fablets, 3000 tablets, and L= 64 packages of 100 taniets.
20 my Tabiets (KDC 8318-0132) red. round, biconvex, wncosted
iablets identitied “ZESTRIL 20° debossed on one side, and “132"
debossed on the other side are supplied in botlles of 100 tablets, 1000
tablets, 3000 tablets, and unit dose packages of 100 tablets.
40 mg Toblots (NOC 8319-0134) yellow, round, biconvex, uncosted
tadiets itied "ZESTRIL 40"

..l‘,.......

- SI0E 8 CONEIONSO TOOM WIMPITIINTS, 157U 10 U™, 13Y°F 10 80°F).

Protect tram mowturs, freenng and in 3 tight
containgr.

1 Registered trademack of Hospal L.
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