CAPTACE® Tablets
capiopril

USE IN PREGNANCY
When used in pregnancy during the sccond and third trimesters, ACE
inhibitors can cause injury and cven death to the developing fetus.
When pregnancy is detected, CAPFACE® should be discontinucd as
soon as possible,

DESCRIPTION

Captopril is the first of a new class of antihypertensive agents. a specific
compcetitive inhibitor of angiolcnsin lconvcning enzyme (ACE), the
enzynie n,sponsublc for the conversion of angioteusin I to angiotensin II.
Captopril 13 also effective in the management of heart failure.
CAPTACE® (caplopril) is available s 12.5 mg white round, dioubie break-
line tablets, 25 mg white squan:, scored tablets and S0 mg white oval
shaped. scored tablets, fior oral administration

Inactive ingredients: microcrystalline cellulose. comn starch, lactose and
stearic acid.

INDICATIONS AND USAGE

may also lcad to a fall in blood pressurc: paticnts should be advised to con-

sult with the physician.

Pauenls should be advised not to use po(assmm-spanng diuretics. pola;s:um
or p g salt without g

their physician,

Drug Intcractions

Diuretics: Patients on Diuretic Therapy and especially those in whom

divretic therapy was recently instituted. as well as those on severe dictary salt

restriction or dialysis. may occasionaily expericnce a prexipitous reduction of

blood pressure usually within the first hour after receiving the initial dose of

caplopril.

The possibility of hypotensive effects with captopril can be minimized by

cither discontinuing the diurctic or increasing the salt intake approximatcly

onc week pnor to initiation of treatment with Captopril or initiating therapy

with smali doses (6.25 or 12.5 mg).

Agents Having Vasadilator Activity: Data on the cffect of concomutant use

of otlier vasodilators in patients recciving Captopril for heart failure are not

available: thercfore, nitroglycerin or other nitrates (used for management of

angina) orother drugs having vasodilator activity should. if possible. be dis-

d before starting.

Hypertension: Captopril is indi d for the ofhy,

Captopril may be used as initial therapy for patients with normal renal funo-
tion, in whom the risk is relatively low. In patients with impaured renal func-
tion, parti ly those with vascular discase, captopril should be
reserved for hypertensives who have either developed unacceptable side
cffects on other drugs. or have failed to respond satisfactorily to drug com-
binations.

Captopiil is effcctive alonc. and in combination with other antihypertensive
agents, cspecially (hlatulc type diuretics, The blood prc«urc lowering
cffects of captopril and thiazides are app

Agents Causing Renin Release: Captopril's cffiect will be augmented by
antihypertensive agents that causc renin release.

Agents All‘necung Sympmhcnc Activity: The s)mp.ﬂhcuc nervous system
may be esp p ins g blood pressure in patients receiv-
ing captopril along or with diuretics. Therefore, agents affecting sympathet-
ic activity should be used with caution. Beta-adrenergic blocking diugs add
some further antihypertensive effiect to captopril, but the overall response is
less than additive.

Agents Increasing Scrum Potassium: Since caplopril decreases aldosterone
production, ¢l of serum p may occur. Potassium-sparing

Heart failure: Captopril is indi d in the of cong heart
failure in combination with diurctics and dignalis.
Myocardial Infarction: Captopril is indicated following myocardial infarc-

tion in climcally stable patienis with asymp and symp Iv:{(

diureucs such as spironvlactone. triamterene. or amiloride, or potass ium sup-
plcmcnlx should be given only for documented hypokaleria, and then with
cauuon since they may lead to a significant increase of scrum potassium.

ventriculardysfunction to improve survival. delay the onset “of symp
heant failure, reduce hospitalizations for heart failure and reduce recurrent
myocardial infarction and coronary revasculanzuuon procedures.

Diabetic Ncphropathy: Caplopnnl i indicated for the of
nephropathy (microalbuminuria greater than 30 mg/day) i insulin depend-
cnt diabetics. In these paticnts captopril prevents the progicssion of renal
diseasc and reduces associated clinical cvents dialysis. renal transplantation
and death.
CONTRAINDICATIONS
Captopril 1s contraindicated in patients who are hypersensitive to this prod-
uctor any other angiotensin-converting enzyme inhibitor (c.g. a patient who
has exparienced angiocdema during therapy with any other ACE inhibitor).
WARNINGS
Angiocdema: Angioedema involving the extremities, face, lips mucous
membrane:, tongue. glottis or larynx, has been scen in paticnts treated with
ACE inhibitors. including captopril. If angioedema involves the tonguc,
glottis or larynx, airway obstruction may occur and be fatal. Emergency ther-
apy. ivcluding but not nccessarily limited to, subcutancous administration of
a L: 1000 solution of cpincphrine should be promptly instituted. Swelling
confined to the face. mucous membranes of the mouth, lips and extremities
has usually resolved with discontinuation of captopril: some cases required
medical therapy.
Ncutropenis/Agranulocytosis

Neutropenia (<10004nm’) with mycloid hypoplasia has resulted from use of
capiopril.

Evitluation of the hypertensive or heart failure paticnt should always
includc assessment of renal function.

If captopril is usexl in patients with inpaired renal function. white blood cell
and differential counts should be cvaluated prior to starting treatmicnt and at
approximaicly two-wecek intervals for about three monihs, then periodical-
ly.

in paticnts with collagen vascular disease or who are exposed to other drugs
known to afficct the white cells or immune response particularly when there
is impaired renal function, caplopril should be usedonly after an assessment
of benefit and risk. and then with caution.
All paticnts treated with captopril should be told to report any signs of infec-
tion (c.g. sorc throat, fever). If infection is suspected. white cell counts
should be performed without dclay.

Proteinuria
Total urinary protcins greater than Ig per day were seen in about 0.7 percent
of paticnts receiving captopril. Since most cases of protcinuria occured by
the cighth month of therapy with captopril. patients with prior renal diseasc
or those receiving captopril at doses greater than 150 mg per day. should
have urinary protcin cstimaiions (dipstick on first morning urine) prior to
treatment, and periodically therearter.
Hypotension
Excessive hypotension wa. rarcly seen in hypertensive paticnts but is a pos-
sible consequence of captopril use in sult/volume depleted persons. patients
with heart failute or those patients undergoing renal dialysis,
BECAUSE OF THE POTENTIAL FALL IN BLOOD PRESSURE IN
THESE PATIENTS. THERAPY SHOULD BE STARTED UNDER
VERY CLOSE MEDICAL SUPERVISION,
A starting dosc of 6.25 or 12.5mg tid may minimizcthe hypotensive effect.
Paticnts should be followed closcly for the first two weeks of treatinent and
whenever the doise of captopril and/or diuretic is increased.
PRECA UTIONS
General

Impaircd Renal Function,

Hypertension:  Some paticnts with renal dise'ase, particularly those with
severe renal antery stenosis. have developed increases in BUN and serum
creatimne after reduction of blood pressure with captopril. Captopril dosage
reduction and/or discontinuation of diurctic may be required. For some of
these patients, it may not be possible to normalize blood pressure and main-
tain adequatc renal perfusion.
Hecart Failure: About 20 percent of paticnts develop stable clevation of
BUN and scrum creatinine greater than 20 percent above normal of baseline
upon long-term treatmem with captopril.

Hyperkalemia: Elevations in serum potassitim have been observed in some
paticnts treated with ACE inhibitors, including captopril. When treated
with ACE inhibitors, paticnts at risk for the development of hyperkalemia
include those with renal incolficiency. diabetes millitus, and those using
concomitant potassium-sparing diurctics, potassium supplements. potassi-
um-containing salt substitutes or other drugs associated with increases m
serum potassiun,
Cough: Cough has been reported with the use of ACE inhibitors.
Characteristically. the cough is nonproductive, persistent and resolves afiter
discontinuation of therapy. ACE inhibitor-induced cough should be consid-
cred as part of the diffcreniial diagnonis of cough.

Valvular Stenosis: There is concem. on theor:tical grounds, that paticnts
with aortic stenosis might be at particular nisk of decreased coronary perfu-
sion when treated with vasodilators because they do not develop as much
alterload reduction as others.
Surgety/Anesthesia: In patients undergoing mavjor surgery or during anes-
thesia  with agents that produce hypotension, captopril will  block
angiotensin 1! formation sccondary to compensatory renin rclease. If
hypotension occurs and is considered to be due to this mechanism, it can be
corrected by yolume expansion.
Hemodialyssis
Recent clinical studies have shown an association of hypersensitivity - like
(anaphylact.oid) reactions during hemodialysis with high-flux dialysis mem-
brancs (c.g. AN69) in paticnts recciving ACE inhibitors. In these patients,
consideration should be given to using a different type of dialysis membrane
or a diffcrent class of medication.
Information for Patients
Paticnts should be advised to |mmcdmlcly report to theirphysician any signs
or p (c.g. swelling of face, eyes. lips,
longuc l.uyn\ and extremities: difficulty in swallowing or breathing;

) and to discontinue therapy.

Patients should be told to rcpait promptly any indication of inficction (e.g.
sore throau. fever). which may be a sign of neutropenia. or of progressive
edcma which might be related to proteinuria and nephrotic syndroine.,

All paticnts should be cautioned that excessive perspiration and dehydra.
tion may Icad to an excessive fall in blood pressure because of reduction in
fluid voluine. Other causes of volume depletion such as vomiting or diarrhea

Salt ium should also be used with caution,
[nhibitors of Endogenous Proalaglandm Synthesis: It has been reported that
indocthacin may reduce the antihy pertensive effear of captopril. especial-
Jy in cases of low renin hypertension, Other nonsteroidal anti-inflammatory
ageats (e.g. aspirin) may also have the same effiect.

Lithium: Increased serum lithium level and symptoins of lithium toxicity
have been reported in patients receiving concomitant lithivin and ACE
hibitor lhcrap), These drugs should be coadministered with caution and
frequent monitoring of sctum lithium level is recommended. If a diuretic is
also used. it may increase the risk of lithium toxicity.

Drug / Laboratory Test Intcraction

Captopril may cause a falsc-positive urinc test for acctonc.
Carcinogencsis. Mutagenesis and Impairment of Fertility

Two-ycar studics with doses of 50 to 1350 mg/Kg/day in micc and rats
failed to show any cvidence of carcinogenic potential.

Studics in rats have revealied no impainnent of fentility.

Nursing Mothers
Concentrations of captopril in human milk are approximately onc percent of
those in | blood. B of the p | for serious adverse teac-

tions in nursing infants from captopril. a ' decision should be made whether

to discontinue nursing or to discontinuc the drug. taking into account the

importance of Captopril to the mother.

Pediatric Use

Safety and effectivencss in children have not been established.

Captopril should be used in children only if other measures for controlling

blood pressure have not been effective.

OVERDOSAGE

Corrcectton of hypotension would be of primaty concern. Volume expansion

with an intravenous infusion of normal saline is the treatment ot choice for

1estoration of blood pressure.

While captopril may be removed from the adult circulation by hemodialysis,

there is mnadequate data conceming the cffectivencss of hemodialysis for

removing i from the circulation of nconates or children. Peritoneal dialysis

is not effective for removing captoprif: there is no information conceming

exchange transfusion for removing captopril from the genetal circulation.

DOSAGE AND ADMINISTRATION

Claplopril should be tak.cn one hour befiore meals. Dosage must be individu-

alized.

Nypcrtension - The initial dose of Captopril is 25 mg bid or tid. If sats-

factory reduction of blood pressure has not been achieved after one or two

wecks, thedose may be increased to 50 mg tid. Therefore, if the blood pres-

sure has not been satisfactorily controlled after onc to two wecks at this

dosc. (and the patient is not aiready receiving a diuretic). a modest dose of

a thiazide-type diuretic (c.g. hydrochlorothiazide, 25 mg daily). should be

added. The diuretic dose may be increased at one - 1o two week intervals

until its highest usual antihypertensive dose is reached.

If Captopril is being started in a paticnt alrcady receiving a diuretic.,
a topril therupy should be initianted under close medical supervision.

f further blood pressure reduction is required. the dosc of Captopril may be
mcreascd to 100 mg bid or tid and then. if necessary. to 150 mg bid or tid
(while continuing the diuretic). The usual dose range is 25 to 150 mg bid or
tid. A maximum daily dose of 450 mg Captopril should not be cxceeded.
Heart failure - For most paticnts the usual initial daily dosage is 25 mg tid.
After a dose of S50 mg ud is reached. further increasc in dosage should be
delayed. where possible. for at least two weeks o determine if a satisfacto-
1y response occurs. Most paticnts studied have had a satisfactory clinical
improvement at 50 or 100 mg tid. A maximum daily dose of 400 mg of
Captopril should not be exceeded.

Captopril should gencrally be used in conjunction with a diuretic and digi-
talis.
Captopril therapy must be initiated under sery close inedical supervision,
Dosage Adjustment in Renal Impairment - For paticnts with significant
renal impaiment, initial daily dosage of Captopril should bz reduced, and
smaller increments utilized for titration, which shouki be quite slow (onc -
to two - wecek intervals). Afer the desired therapeutic cffect has been
achieved. thedose should be slowly back - titrated to determine the minimal
effective dose. When concomitant diuretic therapy is requited. aloop diuret-
ic (e.g. furoscmidc). rather thun thiazide diuretic. is preferred in patients
with severe renal impairement.
Storage conditions
Stose in a dry place below 30°C protected from light.
Do nax refrigerate
Do not use after expiry date.
Packaging quantities:
Tablet 12.5 mg - blister pack of 30°s
Tablet 25 mg - blister pack of 30's
Tablet 50 mg - blister pack of 30°s
THIS IS A MEDICAMENT

A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.
- Follow stiic:tly the doctor's prescription, the method of use and the instruc-
tions of the pharmacist who sold the medicament.
- The doctor and the pharmacist arc experts in medicine. its bencfits and
risks.
- Do not by yourself interrupt the period of treatment prescribed.
- Do not repeat the same prescription without consuilting your doctor.

KEEP MEDICAMENT OUT OF REACH OF CHILDREN

Manufactured in Zouk Mosbeh Lebanon by
ALGORITHM SAL.
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