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Converts angotensin in Il a potent endogenous.

Inactive ingredients: mi celliose, com starch, lactose,
and stearic acid.
CLINICAL

PPHARMACOLOGY
Mechanism of Action:

captopri ) has not ye y s
theneficial effects in hypertension and heart failure appear 1o result primarily from
suppression of resutting in
Gonceniations of angitensin Il and adosterone. However, thers s o Gonsistent

rmbwmw na-u—n.mulm—-h—um
ACE

3 ykin This
ould explain the lack of a consistent correlation between renin levels and response to
ding.

CAPOTEN ( caplopr ) i . the pes
level occur at abou one hour. The average minimal absorption is appraximately 75
Percent

Protens. The i blood 18 s <
Greater
s unchanged dnug and (disuide dmer of

Studies in animals indicate that CAPOTEN (captopri) does not cross the blood-brain
Earier to any significant extent.

'CAPOTEN ( captopril ) reduces peripheral arterial resistance in patients
wwith sither no change, or an increase, in cardiac output. There is an increase in renal

‘unchanged.
Reductions of blood pressure are usually maximal 60 to 90 minutes after oral
administration of an individual dose of CAPOTEN ( captopril ). The duration of effect is

tiherapeutic effects, several weeks of therapy may be required. The blood pressure
Yowering offects of captopril and thiazide-type duretics are addiive effect.In contast,

Biood pressure is lowered 1o about the same extent in both standing and supine
ostions. Orthostatic eflects and tachycardia are infrequent but may occur in volume-

imcrease in blood pressure.
i patients with heart failure, significantly decreased peripheral (systemic vascular)

(ipreload) and pulmanary vascular mmuﬂww and increased
hemodynamic and

@xercise tolerance time (ETT) have been demonsirated. These

Ciinical Trials:

—

2.231 patients with myocardial infarcion (7-&nmhumm
\Jeniricular (SAVE) trial. For inclusion in the randomized, double-

mmm‘mm(mztnm)mh

£=19%, P = 0.008) or requirnd e use of ACE Inhblor therspy (ek reducion =35%. Y
20%, P = 0.034),

P =0011);

(PTCA)] risk reducton = 24%, P = 0.014).

in subgroups such
Dy age, sex, site of infarction,or ejection fraction were consistent with the overall
survival and

wwhen added 10 other post-myocardial infarction therapies, such as thrombolytics beta
aspirin.

Blockers or

mechanisms by which caplopri improves survival and cirical outcome in
{Patients following myocardial infarction include: attenuation of the progressive left
weniricular dilatation and deferioration in left ventricular function; and Inhibition of

@ 51% risk reduction for the combined morbiditymortality endpoint of
‘lisease (dialysis or renal ransplantation) or death ( Ps 0.01).

R0 any benefit that may have been derived from the reduction in blood pressure. In
atients with diabotes melitus and microalbuminuria, caplopril reduced albumin

Rreatment.

ANDICATIONS AND U

MHypertension: (captopril s indicated for the treatment of hypertension.

“Caplopri is eflective alone and in with

+@specially thiazide - type diuretics. The blood pressure lowering effects of captopril and

thiazides are

lh-\l-lun wom(w)nmunmv—mumm
Tailure. Although the benefical effect of caplopril in heart failure does not require the

"presence of digitalis, most controlled cinical trial experience with caplopril has been in
. 08 well ‘

Iny—«:h'-uon: CAPOTEN ( captoprl ) is indicated following myocardial

dyshuncion to improve survival, delay the onsel of symploma: heart falure, reduce

‘revascularization procedures.
Otsbetc Nephropathy: CAROTEN (cagtopr) i ncoaed o he restrel of dasetc

nephropathy (N.B.renal disease.due 1o diabetes melitus' may be substituled for
“diabetic nephropathy”). In these patients, captopril prevents the progression of renal
disease and reduces assodiated clinical sequelae (dialysis.renal ransplantation and



'CONTRAINDICATIONS
CAPOTEN s in patients who o
other angiotensin-converting enzyme. inhibitor ( e.

be used in patents

apheresis.
mmmn—a ‘consideration should be given to using a diflerent

Neutropenia / Agranulocytosis:
mmdw-wmwmmmmwwu
ummmuﬂ-mv-num)

i 1.6 mg/dL ) but no

ollagen vascular isease, he rsk of neulropenia in cinica vials Was about 0.2%, &
Mwumu uncomplicated hypertension. Daily doses of captopril
mmmmmm‘whmammw

function.

been associated with neutropenia.

In patients with collagen vascular diseases ( e.g., systemic lupus erythematosus,
7 percent of patients

n clinical trials.

While none of the over 750 patients in formal clinical trials of heart failure developed
neutropenia, of the repor

ummm-uommmmnmmmm
receiving procainamide. In heart failure, it appears that.ihe same risk factors (..,
memrmmnwu present.
The neutropenia has usually been detected within three months after captopril was
started. Bone marrow examinations in patients with neutropenia consistently showed
myeloid hypoplasia, frequently accompanied by erythroid hypoplasia and decreased

): anemia

‘and thrombocytopenia were sometimes seen.
n general. wmumnmn“nwm
discontinued, and serlou About 13
percent of the cases of neutropenia have ended fatally, M’mod‘mml\
renal failure, heart failure
therapy, or a combination of these compicating faciors

Evatuatonal
of renal function.

COuns shoukd-be wveusted pror Lo siring ireskment and'st spprosimately two-vesk
Intorvals for about three months, then

I patents with collagen vasculr disease of who are exposed {0 olher drugs knawn fo
SASG1 e e cole o Wi, rearinon erkserty hr Ve impsio el
nd risk, and then

b g

‘sore throa, fever). I
porformed without delay.
hmdwmmmmmmnmmma
the white count to normal,
1W>nmnmmwmmwum-

Protetnuria:
wmwmmmwumdwm

feceiving
disease or 150 mg/day), or both.
Nephrotic syndrome occurred in about one-fifth of proteinuric patients. in most cases,

rmumm,m—mmm.mmmhm
patients with proteinuria.

In & mulicenter, double-biind, placebo-controlled trial in 207 patients with
mmm(zmwmm)mwnmwmm.

Patients with prior renal disease or those receiving captopril at doses greater than 150
mg per day should have wrinary protein estimations ( dip-siick on first moming urine )
prior 1o treatment, and periodically thereafter.

hypotension was rarely seen in is a possible
consequence of captopil use in salt / volume depleted persons ( such as those treated
Vigorously with diuretics ), ‘Wwith heart failure or those renal
be minimized by efther discontinuing the diretic or increasing the salt intake

with CAPOTEN (captopri) or
initating therapy with small doses ( 6.25 or 12.5 mg ). Alernatively, medical supervision
should be provided for at least one dose. A transient

blood 3
In heart failure, where the normal or low,



conduction defects Hipotersicn wes he roskon for dacoréoueton of g n 3.9
percent of patients with heart faiure.
BECAUSE OF THE POTENTIAL FALL IN BLOOD PRESSURE IN THESE PATIENTS,

SHOULD BE VERY
A starting dose of 6.25 mg or 12.5 mg bid or tid may minimize the hypotensive effect

times (on a mg/kg bash) the maximum recommdided human dose, low incidence of
craniofacial malformations were seen. No teratogfic effects of captopril were seen in
hamsters. :

and
625 times (i

Valvular Stenosis: Thare is concem, on grounds. that patients with aortic
umnmn--mmuw—u pertusion when treated with

Surgery / Anesthesia; In patients undergoing Mk surgery or during anesthesia with
‘agents that produce hypotension. captopril will o angiotensin Il formation secondary

(See WARNINGS ).
should be told to report promptly any of infection (e.g., sore throat,
fever) that does not respond o may be a sign of
neutropenia, or of
‘syndrome.
‘excessive fall in blood pressure because of in fluid volume. Other causes of
lead

should be advised not 1o use diuretics, potassium

\
:
patients should be advised to consul with the, :
‘
|



Patients interruption or of medication unless
instructed by the physician.

physical activity.

meals. k2
Female patients of told about the of second-

and third-imester exposure 1o ACE inhibdors,and that thess consequences do not

the frst rmester. Woman shouid be insiructed to. nots their physician immediately
pregnancy is suspected.

Patients on Diuretic Therapy: Paients on diuretics and especially those in whom
or dialysis, may occasionally experience a precipitous reduction of blood pressure

agents. Having Vasodilator Activity: Niroghycern or other nirates or ofher drugs
having vasodialor actvity shoukd be administered cautously. and a lower dosage

considered.
Agents Causing Renin Release: Caploprifs effect wil be augmented by
nple, diuretics (e.g., thiazides)

nay
Agents Affecting Sympathetic Activity: The sympathetic nervous system may be
especially important in supporting blood pressure in patients receiving ACE inhibilors.
alone or with diuretics. Therefore, agents affecting sympathetic activity (e.g., ganglonic
blocking agents or adrenergic neuron blocking agents) should be used with caution.

but

Nmmh—mm
Serum Potassium: Since captoprl decreases aldosterone
mmdmmqmwwm
‘as spironolactone, triamterene, or amiloride, or WM;W
for documented .ao-.u.mmmm oa
only hypokalemia.

also be used with caution.
ummm<nv-ww:u ]
cases
low renin agents (e.g., aspirin) may
also have this effect.
Lithium: Increased serum ithium levels and symptoms of lithium toxicity have been
therapy. These drugs.

recommended. if a diuretic is aiso used, this may futher increase the risk of lthium

oxicty.
leum:

MNWMMM_mMde
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Nursing Mothers:
mammm_nwmmumh
n.wwnamu
from captopri, nmmni—mummmn
mnm g
Pediatric Use:
Safety
AADVERSE REACTIONS
WW”MMW“MMW”
‘sometmes ‘cosinosnia

‘occurs in about 2% of patents. mu-mu-u-up--'--u—m-m
sosinophil andior postive ANA tters. A feversible associaled pemphigoid-ike lesion, and

.av,-\a-—- . and paiptatons have each been oosenved I
‘approxmately ety 1%, o patents. Anga peciots. Myocardel larcion, Raybau syndrome. and

(depending on

dysgeusia.
Hematologic: Anema, ‘pancylopena.
Immunologic: Angicedema has been reporied in approximaiely 0.1% of patents. Angioedema

boen

Renal: renal taure. ‘polyuria, oliguria. y
have been reported rarely ( 5 0.2% ) and are of uncertain relatonship 1o dnug use. Proteinura ( See
WARNINGS ).

s

pain, nausea, vomiting, diarhes, anorexia. CONSHALON, mmmnm
Headache, maliss,fatigus, insomni, dry mouth, dyspnea. aopec.

Fotal / Neonatal Morbidity and Mortality: The use of ACE innbiors during the second and thd
imesters of pregnancy has been associaled wih fetal and neonatal injury. and death ( see




Volume o salt depleted patients or those with renovascular hypertension may occur.
Rapid reduction of longstandng or markedly elevated blood pressure can result in
decreases in the glomerular filation rate and, in tum.lead 1o increases in BUN or serum

Hematologic: A positive ANA has been reported.
Liver Function Tests: Elevations of liver transaminases. akaline phosphatase. and
serum bilinibin have occured.

OVERDOSAGE
Correction of hypotension would be of primary concem. Volume expansion with an
intravenous infusion of normal saline is the treatment of choice for restoration of blood

pressure.
While captopril may be removed from the adult Girculation by hemodialysis, there is

for remaving it from the
circulation of neonates or chidren. Peritoneal dialysis is not effective for removing

from the general circulation.
DDOSAGE AND ADMINISTRATION

CAPOTEN ( captopril ) should be taken one hour before meals. Dosage must be
individualized.

Hypertension: Initaton of therapy requires consideration cf recent

antinypertensive
and other clinical
circumstances. Hf possible, dscontinue the patients previous antihypertensive drug
regimen for one week before starting CAPOTEN.

may be beneficial when CAPOTEN is used alone.

a—(nn—--mn.m.m)-mmu-m
mnm—unmmmmumum

)

titration of CAPOTEN as noted above.
0 considered. The dose
ammwmmmwmwAmmuy

‘medical supervision.
When necessitated by the linical condition, the daily dose of CAPOTEN may
be increased every 24 hours h-u«wf:'mm“d urlb
satisfactory blood pressure response is obtained or the maximum CAPOTEN

‘6.0, lurosemide, May aiso be

Beta-blockers may aleo be used in conjunction with CAPOTEN therapy (see
Pﬁwmsmlm})nnhdnm“—mm

u.-\w- mem—mdmmwm
normal or low blood

.
and /orh ;o of 125 mg bid or i, may
muwumuumu(&mw@s
the next several days.
rummmmwmm-zsuwwum.muwu
bid or tid is reached, further in dosage should blm Mh
at least two weeks 10 determine If a response occurs. Most patients studied

to75mga
h-mmmwmmwmmmmhmmm
f symptomatic: occurs, a dosage reduction may be required. Subsequent
attempts at the target dose of 150 mg should ba based on the patient's
tolerance to captoprl.

o3, Bromboyics, sk, boe

Diabetic Nephropathy: In WMM recommended daily
a—«whu»mmhmmlmmmmh
roquired, other antinypertensive agents such as diuretcs, beta adrenoceptor blockers.

Renal Impairment: Captopril in mm—duwﬂ»

patients with normal renal Thersfore, these may respond to smaller or
less frequent

1 with significant impairment, initial daily dosage of
CAPOTEN (captopril) should be reduced, and smaller increments

HOW SUPPLIED
Boxes of 3 sirips x 10 tablets of 25 mg.
Boxes of 3 strips x 10 tablets of 50 mg.

All captopril tablets are white and may exhibit a siight sulfurous odor
Do not store above 25°C.

Packed by Pharmaline - Lebanon
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