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What Is A
Single-handed Approach
10 Blood Pressure
Reduction



In Many Patients:

One Agent
Once-A-Day

One Price

One price for all tablet
strengths... 10 mg, 20 mg, 40 mg.

# In some patients, the antihypertensive effect may diminish toward the end of the once-daily dosing interval.
In such patients, an increase in dosage or twice-daily administration may be warranted,

Accupril is contraindicated in patients who are hypersensitive to this product and in patients with a
history of angiocdema related to previous treatment with an ACE inhibitor,
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Accuprile (Quinapril Hydrochloride Tablets)

Before prescribing, please see full prescribing information. A brief summary follows.

INDICATIONS AND USAGE

AGCUPRIL is indicated for the treatment of hypertension. It may be used alone or in combination with thiazide diuretics.

In using ACCUPRIL, consideration should be ?iven to the fact that another angiotensin-converting enzyme (ACE) inhibitor, cap-
topril, has caused agranulocytosis, particularly in patients with renal impairment or collagen vascular disease. Available data
are insufficient to show that ACCUPRIL does not have a similar risk (see WARNINGS).

CONTRAINDICATIONS

ACCUPRIL is contraindicated in patients who are hypersensitive to this product and in patients with a history of angioedema
related to previous treatment with an ACE inhibitor.

WARNINGS

AnEinmma: Angioedema of the face, etremities, lips, tongue, lglmtis. and larynx has been reported in patients treated with
ACE inhibitors and has been seen in 0.1% of patients receiving ACCUPRIL. Angioedema associated with laryngeal edema can
be fatal. If Iﬂ?ngea\ stridor or angioedema of the face, tongue, or glottis occurs, treatment with ACCUPRIL should be discon-
tinued immediately, the patient treated in accordance with accepted medical care, and mre!uh?r observed until the swelling
disappears. In instances where swelling is confined to the face and lips, the condition generally resolves without treatment;
antihistamines may be useful in relieving symptoms.

Where there is involvement of the tongue, glottis, or larynx likely to cause airway obstruction, emergency thera yincludinﬁg‘
E\élp‘ rg:%lgnﬁg)ed to, subcutaneous epinephrine solution 1:1000 (0.3 to 0.5 mL) should be promptly administered Fsee ADVERSE
Hypotension: Symptomatic hypotension was rarely seen in uncomplicated hypertensive patients treated with ACCUPRIL but,
as with other ACE inhibitors, it is a possible consequence of therapy in salt/volume depleted patients, such as those previously
treated with diuretics or dietary salt restriction or who are on dialysis (see PRECAUTIONS, DRUG INTERAGTIONS, and
ADVERSE REACTIONS). In controlled studies, syncope was observed in 0.4% of patients (N =3203); this incidence was
similar to that observed for captopril (1%) and enalapril (0.8%).

In patients with concomitant congestive heart failure, with or without associated renal insufficiency, AGE inhibitor therapy may
cause excessive 'H@E‘E"Si"“- ‘which may be associated with oliguria or azotemia and, rarely, with acute renal failure an eath.
In such patients, ACCUPRIL therapy should be started at the recommended dose under close medical supervision. These
patients should be followed closely for the first 2 weeks of treatment and whenever the dosage of antihypertensive medication
1s increased (see DOSAGE AND ADMINISTRATION).

If symptomatic hypotension occurs, the patient should be placed in the supine position and, if necessary, normal saling may
be administered intravenously. A transient hypotensive response is not a contraindication to further doses; however, lower
doses of ACCUPRIL or reduced concomitant diuretic therapy should be considered.

Neutropenia/Agranulocytosis: Another ACE inhibitor, captopril, has been shown to cause agranulocytosis and bone marrow
depression rarely in patients with uncomplicated hypertension, but more frequently in patients with renal impairment, espe-
cially if they also have a collagen vascular disease such as systemic lupus erythematosus or scleroderma. Agranulocytosis did
m:curdurin? ACCUPRIL treatment in one ratient with a history of neutropenia during previous captopril therapy. Available data
from clinical trials of ACCUPRIL are insufficient to show that, in patients without prior reactions to other ACE inhibitors,
ACCUPRIL does not cause agranulocytosis at similar rates. As with other ACE inhibitors, periodic monitoring of white blood
cell counts in patients with collagen vascular disease and/or renal disease should be considered.

Fetal/Neonatal morhidity and mortality: ACE inhibitors, including ACCUPRIL, can cause fetal and neonatal morbidity and
mortality when administered to pregnant women.

Accuprile (Quinapril Hydrochloride Tablets)

Neutropenia: Patients should be told to report promptly any indication of infection (eg, sore throat, fever) which could be a
sign of neutropenia.

NOTE: As with many other drugs, certain advice to patients being treated with ACCUPRIL is warranted. This information is
intended to aid in the safe and effective use of this medication. Itis not a disclosure of all possible adverse or intended effects.

Drug Interactions

Concomitant diuretic therapy: As with other AGE inhibitors, patients on diuretics, especially those on recently instituted
diuretic therapy, may occasionally experience an excessive reduction of blood pressure after initiation of therapy with

CUPRIL. The possibility of hypotensive effects with ACCUPRIL may be minimized by either discontinuing the diuretic or
cautiously increasing salt intake prior to initiation of treatment with ACCUPRIL. If it is not possible to discontinue the diuretic,
the starting dose of quinapril should be reduced (see DOSAGE AND ADMINISTRATION).

Agents increasing serum potassium: Quinapril can attenuate ﬁclassium loss caused by thiazide diuretics and increase serum
potassium when used alone. If concomitant therapy of ACCUPRIL with potassium-sparing diuretics (eg, spironolactone,

triamterene, or amiloride), potassium supplements, or potassi taining salt substitutes is indicated, they should be used
with caution along with apprapriate monitoring of serum potassium (see PRECAUTIONS).

Tetracycline and other drugs that interact with magnesium: Simultaneous administration of tetracycline with ACCUPRIL
reduced the absorption of tetracycling by approximately 28% to 37%, pcssit:{l_ﬁy dug to the high magnesium content in
AGCUPRIL tablets. This inferaction should be considered if coprescribing ACCUPRIL and tetracycline or other drugs that
interact with magnesium.

Lithium: Increased serum lithium levels and symptoms of lithium toxicity have been reported in patients receiving concomi-
tant lithium and AGE mhibilnrtherapdy. These drugs should be co-administered with caution, and frequent monitoring of serum
lithium levels is recommended. If a diuretic is also used, it may increase the risk of lithium toxicity.

Dther agents: Drug interaction studies of ACCUPRIL with other agents showed:

+ Multiple dose therapy with prapranolol or cimetiding has no effect on the pharmacokinetics of single doses of AGCUPRIL.

+ The anticoagulant effect of a single dose of warfarin (measured by prothrombin time) was not significantly changed by
quinapril coadministration twice-daily.

- ACCUPRIL treatment did not affect the pharmacokinetics of digoxin.

+No pharnl?ctr‘:kinetic interaction was observed when single doses of AGCUPRIL and hydrochlorothiazide were administered
concomitantly.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Quinapril hydrochloride was not carcinogenic in mice o rats when given in doses up to 75 or 100 ma/kg/day (50 to 60 times
the maximum human daily dose, respectively, on a mg/kg basis and 3.8 to 10 times the maximum human daily dose when
based on a mg/m? basis) for 104 weeks, Female rats given the highest dose level had an increased incidence of mesenteric
lymph node hemangiomas and skin/subcutaneous lipomas. Neither quinapril nor quinaprilat were mutagenic in the Ames bac-
terial assay with or without metabolic activation. Quinapril was also negative in the following genetic toxicology studies: in
vitro mammalian cll point mutation, sister chromatid exchange in cultured mammelian cells, micronucleus test with mice, in
vitro chromosome aberration with V79 cultured lung cells, and in an in vivo cytogenetic study with rat bone marrow. There
were no adverse effects on fertility or reproduction in rats at doses up to 100 mg/kg/day (60"and 10 times the maximum daily
human dose when based an mg/kg and mg/nv, respectively).

When AGE inhibitors have been used during the second and third Pregnancy

lnmtla?tglrs of pkrelglnancy, there ha;edhe&n rlg.;mrts of hyppter;fwun. w ' Pm&l;:?ny c::itann :J: See WARNINGS, Fetal/Neonatal
renal failure, skull hypoplasia, and death. Olige as . * mo and mortality.

also been reported, presumably resulting from dacreased fetal Ne ONCE-A—-DAY e Nursing Mothers :

renal function; aligohydramnios has been associated with fetal
limb contractures, craniofacial deformities, hypoplastic lung
development, and intrauterine growth retardation.
Prematurity and patent ductus arteriosus have been reported,
although it is not clear whether these occurrences were due to
the ACE-inhibitor exposure or to the mother’s underlying dis-
ease. Itis not known whether exposure limited to the first
trimester can adversely affect fetal outcome.

A patient who becomes pregnant while takin? AGE inhibitors, or who takes AGE inhibitors when already pregnant, should be
apprised of the potential hazard to her fetus. If she continues to receive AGE inhibitors during the second or third trimester of
pregnancy, frequent ultrasound examinations should be performed to look for ligohydramnios. When oligohydramnios is
found, ACE inhibitors should generally be discontinued.

Infants with histories of in utero exposure to AGE inhibitors should be closeir observed for hsgwlens‘sun. oliguria, and hyper-
kalemia, If oh?una occurs, attention should be directed toward support of blood pressure and renal perfusion. Hemodialysis
and peritoneal dialysis have little effect on the elimination of quinapril and quinapril

No fetotoxic or teratogenic effects were observed in rats at quinapril doses as high as 300 mg/kg/day (180 and 30 times the
maximum daily human dose when based on mg/kg and mg/m?, respectively), despite maternal toxicity at 150 ma/kg/day.
Tested later in gestation and during lactation, reduced offspring body weight was seen at =25 mg/kg/day, and changes in
renal histology Hux!ag\nmerulsr cell hygenrophy. tubular/pelvic dilation, glomerulosclerosis) were observed both in dams and
uﬁsprin? treated with 150 mg/kg/day. Quinapril was not teratogenic in the rabbit; however, as noted with other ACE inhibitors,
maternal toxicity and emhryoloxw‘itg were seen in some rabbits at quinapril doses as low as 0.5 mg/kg/day (one time the
recommended fuman dosg) and 1.0 mg/kg/day, respectively.

PRECAUTIONS

General

Impaired renal function: As a consequence of inhibiting the renin-angiotensin-aldosterone system, changes in renal function
may be anticipated in susceptible incividuals. In patients with severe heart failure whose renal function may depend on the
actwilr of the renin-angiotensin-aldosterone system, treatment with AGE inhibitors, including ACCUPRIL, may be associated
with oliguria and/or progressive azotemia and rarely acute renal failure and/or death.

In clinical studies in hygerlansiue patients with unilateral or bilateral renal artery stenosis, increases in blood urea nitrogen and
serum creatinine have been observed in some patients following AGE inhibitor therapy. These increases were almost always
reversible upon discontinuation of the ACE inhibitor and/or diuretic therapy. In such patients, renal function should be mon-
itored during the first few weeks of therapy.

Some hypertensive patients with no apparent preexisting renal vascular disease have developed increases in blood urea and
serum creatining, usually minor and transient, especially when ACCUPRIL has been given concomitantly with  diuretic. This
s more likely to occur in patients with preexisting renal impairment. Dosage reduction and/or discontinuation of any diuretic
and/or ACCUPRIL may be required.

Evaluation of hypertensive patients should always include assessment of renal function (see DOSAGE AND
ADMINISTRATION).

Hyperkalemia and potassium-sparing diuretics: In clinical trials, h{nerka\emia (serum potassium =5.8 mmol/L) occurred in
approximately 2% of patients receiving ACCUPRIL. In most cases, elevated serum notassium levels were isolated values which
resolved despite continued therapy, Less than 0.1% of patients discontinued therapy due to hyperkalemia. Risk factors for the
development of hyperkalemia include renal insufficiency, diabetes mellitus, and the concomitant use of potassium-sparing
diuretics, potassium supplements, and/or potassium-containing salt substitutes, which should be used cautiously, if at all,
with ACCUPRIL (see PRECAUTIONS, Drug Interactions).

Smenﬁ’anaslhuia: In patients undergoing major surgery or during anesthesia with agents that produce hypotension,
ACGUPRIL will block angiotensin |1 formation secandary to compensatory renin release. If hypotension occurs and is consid-
ered to be due to this mechanism, it can be corrected by volume expansion.

Information for Patients

Angioedema: Angioedema, including laryngeal edema, can ocour with treatment with AGE inhibitors, especially following the
first dose. Patients should be so advised and told to report immediately any signs or symptoms suggesting angioedema
(swelling of face, extremities, eyes, lips, tongue, difficulty in swallowing or breathing) and to stop taking the drug until they
have consulted with their physician (see WARNINGS).

S’mglumaiin hypotension: Patients should be cautioned that lightheadedness can occur, especially during the first few days

of AGCUPRIL tharaﬁy. and that it should be reported to a physician, If actual syncope occurs, patients should be told to not take
the drug until they have consulted with their physician (see WARNINGS).
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Itis not known if quinapril or its metabolites are secreted in
human milk. Quinapril is secreted to a limited extent, however, in
milk of lactating rats (5% or less of the plasma drug concentra-
tion was found in rat milk). Because magy drugs are secreted in
human milk, caution should be exercised when ACCUPRIL is
given to a nursing mother.

griatric Use
Elderly patients exhibited increased area under the plasma con-
centration time curve (AUC) and peak levels for quinaprilat compared to values observed in younger patients; this appeared to
relate to decreased renal function rather than to aﬁe itself. In controlled and uncontrolled studies of ACCUPRIL where 918
(21%) patients were 65 years and older, no overall differences in effectiveness or safety were observed between older and
younger palients. However, greater sensitivity of some older individual patients cannot be ruled out.
Pediatric Use
The safety and effectiveness of ACCUPRIL in children have not been established.
ADVERSE REACTIONS
ACCUPRIL has been evaluated for safety in 4960 subjects and patients. Of these, 3203 falienls, including 655 elderly patients,
1participmed in controlled clinical trials. ACCUPRIL has been evaluated for long-term safety in over 1400 patients treated for

year or more.
Adverse experiences were usually mild and transient.
Discontinuation of therapy because of adverse events was required in 4.7% of patients treated with ACCUPRIL in placebo-
controlled hypertension trials.
Adverse experiences probably or possibly related to therapy or of unknown relationship to therapy occurring in 1% or more of
the 1563 patients in placebo-controlled hypertension trials who were treated with ACCUPRIL are shown below.

Adverse Events in Placebo-Controlled Trials

ACCUPRIL Placebo

(N=1563) N=579)

Incidence ncidence

(Discontinuance) (Discontinuance)

Headache 5.6 (0.7 10.9 D.T}
Dizziness 3.9(0.8 2.6(0.2
Fatigue 2.6 (0.3 1.0
Coughing 2.01(0.5 0.0
Nausea/Vomiting 1.4 (0.3 1.9 (0.2)
Abdominal Pain 1.0 (0.2 0.7

Clinical adverse experiences probably or possibly related, or of uncertain relationship to therapy, occurring in 0.5% 1o 1.0%
(except as noted) of the patients treated with AG(!.UPRIL (with or without concomitant mureticg in controlled or uncontrolled
trials (N =4397) and less Irec!uent‘ clinically significant events seen in clinical trials or post-marketing experience (the rarer
events are in italics) include (listed by body system):

General: back pain, malaise

Cardiovascular: palpitation, vasodilation, tachycardia, heart failure, hyperkalemia, myocardial infarction, cerebrovascular
accident, hypertensive crisis, angina pecloris, orthostatic hypotension, cardiac rhythm disturd

Gastrointestinal: dry mouth or throat, constipation, gastrointestinal h hage, pancreatitis, abnormal liver function tests
Nervous/Psychiatric: somnolence, vertigo, syncope, nervousness, depression

Intagumentary: increased sweating, pruritus, exfoliative dermatitis, photosensitivity reaction

Urogenital: acute renal failure

Other: amblyopia, pharyngitis, sinusitis, bronchitis, agranulocytosis, thrombocytopenia

Angioedema: angioedema has been re?loned in patients receiving ACCUPRIL (0. 1%). Angioedema associated with laryngeal
edema maY be fatal. If angioedema of the face, extremities, lips, fongue, glottis, and/or larynx occurs, treatment with AGCU-
PRIL should be discontinued and appropriate therapy instituted immediately. (See WARNINGS.)

Clinical Laboratory Test Findings

Hematology: (See WARNINGS)

Hyperkalemia: (See PRECAUTIONS)

Creatinine and blood urea nitrogen: Increases (>1.25 times the upper limit of normal) in serum creatinine and blood urea
nitrogen were observed in 2% and 2%, respectively, of patients treated with ACCUPRIL along. Increases are more likely to
occur in patients receiving concomitant diuretic therapy than in those on ACCUPRIL alone. These increases often remit on

All patients should be cautioned that inadequate fluid intake or excessive perspiration, diarrhea, or vomiling can lead to an

excessive fall in blood pressure because of reduction in fluid volume, with the same consequences of lig iedness and

possible syncape.

sgtéa.ntﬁ glanning to undergo any surgery and/or anesthesia should be told to inform their physician that they are taking an
inhibitor.

Hyperkalemia: Patients should be told not to use potassium supplements or salt substitutes containing potassium without

consulting their physician (see PRECAUTIONS).
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