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In hypertension or angina
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once-a-day

PROCARDIA XL

(nifedipine)extended release
Tablets 30mg, 60mg and 90mg GITS
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In hypertension or in angina

DIFFERENT PATIENTS—ONE TREATMENT

once-a-day

“ROC

(nifedipine)extended release

DIA XL

Tablets 30mg, 60mg and 90mg GITS

Side effects include peripheral edema, which is not associated with fluid retention, and headache
In controlled clinical trials of 776 patients with PROCARDIA XL, edema resulted in discontinuation of

therapy in 2.7% of patients!

References: 1. Data on file. Pfizer Inc, New York, NY. 2. Luft FC, Fineberg NS, Weinberger MH. Long-term effect of nifedipine and hydrochlorothiazide on blood pressure and
sodium homeostasis at varying levels of salt intake in mildly hypertensive patients. Am J Hypertens. 1991;4:752-760. 3. Reams G, Lau A, Knaus V, Bauer JH. The effect of
nifedipine GITS on renal function in hypertensive patients with renal insufficiency. J Clin Pharmacol. 1991;31:468-472. 4. Bittar N. Usefulness of nifedipine for myocardial ischemia
and the nifedipine gastrointestinal therapeutic system. Am J Cardiol. 1989;64:31F-34F. 5. Parmley WW, Nesto RW, Singh BN, Deanfield J, Gottlieb SO, the N-CAP Study Group.
Attenuation of the circadian patterns of myocardial ischemia with nifedipine GITS in patients with chronic stable angina. J Am Coll Cardiol. 1992;19:1380-1389. 6. Monsen L,
Moisey D, Gaffney M, Fischer J, the Nifedipine GITS Study Group. Consistent blood pressure reduction without loss of diurnal variability with once-daily nifedipine GITS treatment.
Am J Hypertens. 1990;3(pt 2):114A. Abstract. 7. Phillips RA, Ardeljan M, Shimabukuro S, et al. Effects of nifedipine-GITS on left ventricular mass and left ventricular filling.

J Cardiovasc Pharmacol. 1992;19(suppl 2):528-S34.

Brief Summary
PROCARDIA XL® (nifedipine) Extended Release Tablels
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.
WARNINGS: Excessive Hypotension: Although in most angina Faliants the hypotensive effect of nifedipine is modest and well
tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred
guring ini:‘ﬁal titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant
eta blockers.
SevEre hypotension and/or increased fluld volume requirements have been reported in patients receiving nifedipi

For Oral Use

Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu-
lants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area-
under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 40 mg per day. Ranitidine pro-
duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimefidine on hepatic
cytachrome P-450, the enzyme system probably responsible for the first-pass metabolism of nifedipine. If nifedipine therapy is
i'r'mia_led ina pa_,ﬁeng currently receiving cimetidine, cautious titration is advised.

together
with a beta-blocking agent who underwent coronary artery bypass surgery usin%é\[iagh dose fentanyl anesthesia. The i i
with high dose fentanyl appears to be due to the combination of nifedipine and a blocker, but the possibility that it may occur
with nifedirine alone, with low doses of fentanyl, in other surgical procedures, or with other narcofic analgesics cannot be ruled
out. In nifedipine-treated patients where surgery using high dose fentany! anesthesia is contemplated, the physician should be
aware of these potential problems and if the patient’s condition permits, sufficient time (at least 36 hours) should be allowed for
nifedipine to be washed out of the body prior to surgery.

The following information should be taken into account in those patients who are being treated for hypertension as well as
angina:
Increased Angina and/or Mrucardial Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery
disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction
on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established.
Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly before beginning
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably
related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa-
sion has been reported to increase it.
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi-
pine. Patients with tight aortic stenosis may be af greater nsk for such an event, as the unloading effect of nifedipine would be
expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve.
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of
{ itrati ifedipi ion is especially recom-

blood pressure during the initial administration and titration of is Close
mended for gaﬂents already taking medications that are known to lower blood pressure. (See WARNINGS.)

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from
approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon thought to be associated
with vasadilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid
retention. With patients whose angina or hypertension is complicated by cungeslive heart failure, care should be taken to differ-
entiate this peripheral edema from the effects of i ing left ventri dy i

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with
preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of obstructive symptoms in
Eatims with known strictures in association with the ingestion of PROCARDIA XL.

of Fertility: foedi{uine was administered orally to rats, for two years and was not
shown to be carcinogenic. When given to rats prior to mating, nitedipine caused reduced fertility at a dose approximately 30 times
the maximum recommended human dose. /n vivo mutagenicity studies were negative.
Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 times the maximum
recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted
forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at doses of from 3 to 10 times the maximum
recommended human dose. In pregnant monkeys, doses 2/3 and twice the maximum recemmended human dose resulted in small
placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of
re?nancy. There are no adequate and well controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release
ablets should be used during pregnancy only if the potential benefit justifies the potential risk t the fetus.
ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets
in hypertension and angi i in the evaluation of adverse experiences. All side effects reported during PROCARDIA XL
Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect
reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximately 10% to about 30%
atthe highest dose studied (180 mg). Other common adverse experiences refurled in placebo-controlled triais include: headache
(15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared
to 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9%
placeba incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo pati

ients.

The fnllnwlm adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence
of these side effects was similar to that of placebo alone; body as a whole/systemic : asthenia, flushing, pain; cardiovascular: pal-
pitations; central nervous system : insomnia, nervousness, p i i il
nal; abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence;
(nonspecific), dyspnea; urogenital: impotence, pz;\lpurra.

: pruritus, rash; g. intesti
arthralgia, leg cramps; respiratory : chest pain

Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a whole/systemic :
face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascuiar : arthythmia, hypotension, increased angina,
tachycardia, syncope; central nervous system : anxiety, alaxia, decreased libido, depression, hypertonia, hypoesthesia, migraine,
paroniria, tremor, vertigo; dermatologic: alopecia, increased swealing, urticaria, purpura; gastrointestinal: eructation, gastro-
esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: back pain, gout, myalgias; respiratory :
coughing, epistaxis, upper respiratary tract infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnor-
maltxisiun. taste pi ion, tinnitus; urogenii ive: breast pain, dysuria, hematuria, nocturia

aboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline p CPK,
LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some.
These laboratory abnormalities have rarely been i jith clinical nowever, is with or without jaundice
has been reported. A small (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This
was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell outside the normal range.
Rare instances of allergic hepatitis have been reported. In controlled studies, PROCARDIA XL did nat adversely affect serum uric
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi-
tant diuretic therapy, and slightly decreased in patients receiving concomitant diuretics. 5
Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have demon-
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine
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s which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or

medications.

The following adverse experiences, reported in less than 1% of patients, occurred under conditians (e.g., open trials, marketing
experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were reported sponta-
neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust-
ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con-
trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placebo incidence); flushing, heat sensa-
tion (25%, compared to 8% placebo incidence); headache (23%, compared to 20% placebo incidence); weakness (12%, com-
pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%,

patients. This is thoughht 1o be a function of inhibition of calcium transport across the platelet No clinical signifi
for these findings has been demonstrated.

3% placebo ; peripheral edema (7%, compared to 1% placebo incidence); nervousness, mood changes
7%, compared to 4% placebo inci ; palpitation (7%, compared to S%gacebo incidence); dyspnea, cough, and wheezing
6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

Positive direct Coombs test with/without hemolytic anemia has been refnned but a causal between nifedipi
administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in patients with renal dysfunction and has been reported fo exert a beneficial effect in

certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic renal
insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some.
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 gah‘ems with Procardia® cap-
sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual-
Iy well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of
congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-admii with nitrates, but there have been no controlled studies to eval-
uate the antianginal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average
increase was 45%. Another investigator found na increase in digoxin levels in thirteen patients with coronary artery disease. Inan
uncontrolled study of over two hundred patients with congestive heart failure during which digoxin blood levels were not mea-
sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, it is rec-
ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- ar
under-digitalization.

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had vasospastic or
resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blacking agents. The relatively comman
adverse events were similar in nature to those seen with PROCARDIA XL.

In addition, mare serious adverse events were observed, not readily distinguishable from the natural history of the disease in
these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction
occurred in about 4% ofﬁallems and congestive heart failure or puimonary edema in about 2%. Ventricular arthythmias or con-
duction disturbances each occurred in fewer than 0.5% of patients.

In a subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and incidence of
adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS.)

In a subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light-
headed: ipheral edema, headache or flushing each occurred in one in ei?hl patients. Hypotension occurred in about one in
20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or symptoms of congestive heart failure
each occurred in about one patient in 15. Atrial'or ventricular dysrhythmias each occurred in about one patient in 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More detailed professional information available on request Revised October 1992
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BENEFIT FROM THE
EXPERIENCE
* Proven 24-hour control in hypertension

* Proven 24-hour control in angina

* Over 1.8 billion patient therapy
days reported™

EXPERIENCE THE
BENEFITS
e \Well tolerated

» Effective in a wide range of
patient types™®

» Consistent 24-hour plasma levels®

e No clinically significant effect
on heart rate??®

-HCES DENTER
i1$8N, Wi 53792

once-a-day

PROCARDIA XL

Z : i
& (nifedipine)extended release
e Tablets 30mg, 60mg and 90mg GITS

*Methodology on file at Pratt Pharmaceuticals, derived from NPA Plus™,
IMS America, Lid., 1993.

© 1994, Pfizer Inc Please see brief summary of prescribing information on adjacent page .




once-a-day

(nifedipine)extended release
Tablets 30mg, 60mg and 90mg GITS

TRUST THE EXPERIENCE

CONVENIENT DOSING

e Easy to titrate

= Convenient AM or PM dosing

* Can be taken with or without food

WELL-TOLERATED THERAPY

Side effects include peripheral edema,
which is not associated with fluid retention,
and headache
In controlled clinical trials of 776 patients with
PROCARDIA XL, edema resulted in
discontinuation of therapy in 2.6% of patients®

References: 1. Monsen L, Moisey D, Gaffney M, Fischer J, the Nifedipine GITS Study Group. Consistent blood pressure reduction without loss of diurnal variability with once-daily

nifedipine GITS treatment. Am

Hypertens. 1990;3(2):114A. Abstract. 2. Parmley WW, Nesto RW, Singh BN, Deanfield J, Gottlieb SO, the N-CAP Study Group. Attenuation of

the circadian patterns of myocardial ischemia with nifedipine GITS in patients with chronic stable angina. J Am Coll Cardiol. 1992;19:1380-1389. 3. Phillips RA, Ardeljan M, Shimabukuro
S, et al. Effects of nifedipine-GITS on left ventricular mass and left ventricular filling. J Cardiovasc Pharmacol. 1992;19 (suppl 2):528-S34. 4. Sheu WH-H, Swislocki ALM, Hoffman B,
Chen Y-DI, Reaven GM. Comparison of the effects of atenolol and nifedipine on glucose, insulin, and lipid metabolism in patients with hypertension. Am J Hypertens. 1991;4:199-205.
5. Reams G, Lau A, Knaus V, Bauer JH. The effect of nifedipine GITS on renal function in hypertensive patients with renal insufficiency. J Clin Pharmacol. 1991;31:468-472. 6. Data on

file. Pfizer Inc, New York, NY.

Brief Sulmnarl_

PROCARDIA XL (nifedipine) Extended Release Tablets
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is
modest and well folerated, occasional palients have had excessive and poorly tolerated hypotension. These responses
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more
likely in patients on concomitant beta blockers.

Severe hypolension and/or increased fluid volume requirements have been reported in patients receiving nifedipine
together with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a beta
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical
procedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated patients where surgery using
high dose fentanyl anesthesia is contemplated, the physician should be aware of these potential problems and if the
palient's condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the
body prior to surgery.

Tlil1e following information should be laken into account in those palients who are being ireated for hypertension as
well as angina
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe
obstructive coronary arlery disease, have developed well documented increased frequency, duration andjor severity of
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this
effect is not established.

Beta Blocker Withdrawal: It is important to laper beta blockers if possible, rather than stopping them abruptly
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not
prevent this occurrence and on occasion has been reported to increase it.
Congestive Heart Failure: Rarely, palienls usually receiving a beta blocker, have developed heart failure after
beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect
of n@ied‘r[‘)ine would be expected to be of less benefit to those palients, owing lo their fixed impedance to flow across the
aortic valve.
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close
observation is especially recommended for patients already taking medications that are known to lower blood pressure.
(See WARNINGS.)
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left
ventricular dysfunction.
Other: As with any other non-deformable material, caulion should be used when administering PROCARDIA XL in
patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of
obstructive symptoms in patients with known strictures in association with the ingestion of PROCARDIA XL.
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most
cases, but probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms;
however, cholestasis with or without jaundice has been reported. A small (5.4%) increase in mean alkaline
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with
clinical symptoms and |} rarely resulled in values which fell outside the normal range. Rare instances of allergic
. hspallliar&ave _been-repgted. él led studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or
* chofesterd). Sertimi PotdS<ii was tichanget in patients receiving PROCARDIA XL in the absence of concomitant
diurelic therapy, and slightly decreased in palients receiving concomitant diuretics.
Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limiled clinical sludies have
Strateta mgdera&& ul: ically significant decrease in platelet aggregation and increase in bleeding time in
50l dipine patientsaThi ught lo be a function of inhibition of calcium ransport across the platelet
msrim rane.EI No ﬁgnlcalbsignificance f% lhﬁe findings has been d%monslrated, 0 nl
ositive direct Co ith/without hemolytic anemia has been reported but a causal relationship between
ﬁ?:ﬁ@&ﬁunEM A o (Rietaboratory fest, including hemolysis, could not be determined.
. v4 Alfoughwilf@dipinadiay edi: Lal nis with renal dysfunction and has been reported lo exert a beneficial
eftect in certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in
some.
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 palients with
Procardia® capsules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the
combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled
studies to evaluate the antian?inaL effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The
average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary
artery disease. Inan uncontrolled study of over two hundred patients with congestive heart failure during which digoxin
blood levels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients
with elevated digoxin levels, it is recommended that digoxin levels be monitored when iniliating, adjusting, and
discontinuing nifedipine to avoid possible over- or under-digitalization.

For Oral Use

HD120B94 © 1994, Pfizer Inc

Coumarin Anticoagulants: There have been rare reports of increased prothrombin lime in patients taking coumarin
anticoagulants to whom nifedipine was admiristered. However, the relationship to nifedipine therapy is uncertain.

GCimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels
(80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at
40mg per day. Ranitidine produced smaller, non-significant increases. The effect may be mediated by the known
inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the first-pass
metabolism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration
1S advised
Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two
years and was not shown to be carcinogenic. When given lo rats prior to mating, nifedipine caused reduced fertility at a
dose approximately 30 times the maximum recommended human dose. /n vivomulagenicity studies were negative.
Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teralogenic in rats when given in doses 30
times the maximum recommended human dose. Nifedipine was embryotoxic (increased fefal resorptions, decreased
felal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at
doses of from 3 to 10 times the maximum recommended human dose. In pregnant mankeys, doses 2/3 and twice the
maximum recommended human dose resulted in small placentas and underdeveloped chorionic villi. In rats, doses
three times maximum human dose and higher caused prolongation of pregnancy. There are no adequateand well
controlled studies in pregnant women. PROCARDIA XL* (nifedipine) Extended Release Tablets should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open frials with PROCARDIA XL Extended
Release Tablets in hypertension and angina were included in the evaluation of adverse experiences. All side effects
reported during PRgCAHD\A XL Extended Release Tablet therapy were tabulated independent of their causal relation to
medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and
ranged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common
adverse experiences reported in placebo-controlled trials include: headache (15.8%, compared to 9.8% placebo
incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo
incidence}, constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo
incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo palients.

The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of le? cramps, the
incidence of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain;
cardiovascular: palpitations; central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic
pruritus, rash; gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; muscufoskeletal:
arthralgia, leg cramps; respiratory: chest pain (nonspecific), dyspnea; urogenital: impotence, polyuria.

Other adverse reactions were reported sporadically with an incidence of 1.0% o less. These include: bhodyasa
whole/systemic : tace edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arrthythmia,
hypotension, increased angina, lachycardia, syncope; central nervous system: anxiely, alaxia, decreased libido,
depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating,
urticaria, purpura; gastrointestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight
increase; musculoskelelal: back pain, gout, myalgias; respiratory: coughing, epistaxis, upper respiratory tract
infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnormal vision, taste perversion,
tinnitus; urogenital/reproductive; breast pain, dysuria, hematuria, nocluria.

Adverse experiences which occurred in less than 1in 1000 patients cannot be distinguished from concurrent disease
states or medications.

The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials,
marketing experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were
reported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of
therapy or dosage adjustment. Most were expecied consequences of the vasodilator effects of Procardia. Adverse
experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared
to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%,
compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (11%,
compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral
edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo
incidence); palpilation (7%, compared to 5% placeba incidence); dyspnea, cough, and wheezing (6%, compared to 3%
placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had
vasospaslic or resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking
agents. The relatively common adverse events were similar in nature to those seen with PROCARDIA XL,

In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the
disease in these patients. It remains possible, however, that some or many of these events were drug related.
Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%.
Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of patients.

Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and
incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See
PRECAUTIONS.) il

In a subgroup of approximately 250 patients with a diagnesis of congestive heart failure as well as angina, diziness
or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension
occurred in about one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or
symptoms of congestive heart failure each occurred in about one patientin 15. Alrial or ventricular dysrhythmias each
occurred inabout one patientin 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More delailed professional information available on request. Revised October 1992
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Mutticenter, open-label study of the efficacy and safety of PROCARDIA XL included 1155 patients with mild to moderate hypertension
(sitting diastolic BP between 95 and 110 mm Hg). After a 2-wk placebo period, PROCARDIA XL was started at 30 mg gd and titrated
o a maximum dose of 180 mg qd over 1-6 wk to achieve goal BP (sitting diastolic BP<90 mm Hg and a =10 mm Hg reduction from
baseline); 1136 patients were evaluated at their final visit for changes in systolic BP. One 30-mg-qd adjustment of PROCARDIA XL was
permitted during the 12-wk efficacy phase. All BP measurements were made 24 h after the last drug dose. Mean dose at final visit:
83147 mg gd. (Data on file.?)

Once-a-Day

Procardia XL

ifedjpine) Extended Release

Tablets 30 mg, 60mg and 90 mg GITS

Handles their pressure, whatever the level

Please see brief summary of prescribing information on adjacent page.
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Whatever Their Baseline Elevations, Start Your Hypertensive Patients
on Convenient, Once-a-Day PROCARDIA XL

M Start patients on a single 30-mg or 60-mg PROCARDIA XL Extended Release Tablet,
swallowed whole, once a day, and titrate as clinically warranted

M In hypertension, doses above 120 mg are not recommended

M Side effects include peripheral edema, which is not associated with fluid retention, and headache

PROCARDIA XL Also Provides 24-Hour Control of Angina’

H In angina, doses above 90 mg should be used with caution and only when clinically warranted

References: 1. Krakoff LR, Bravo EL, Tuck ML, Friedman CP, the Modern Approach to the Treatment of Hypertension (MATH) Study Group. Nifedipine gastrointestinal therapeutic
system in the treatment of hypertension: results of a multicenter trial. Am | Hypertens. 1990;3:3185-325S. 2. Phillips RA, Ardeljan M, Shimabukuro S, et al. Normalization of left
ventricular structure, hemodynamics and neurohormones after one year of calcium entry blocker therapy for severe hypertension. / Am Coll Cardiol. February 1990;15(abstract
issue):212A. 3. Data on file. Pfizer Inc, New York, NY. 4. Bittar N. Usefulness of nifedipine for myocardial ischemia and the nifedipine gastrointestinal therapeutic system. Am / Cardiol.

1989;64:31F-34F.

Brief Summary

PROCARDIA XL® (nifedipine) Extended Release Tablels

CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.

WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is modest and well

tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred

gunn& ini:al titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant
eta blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine together
with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl anesthesia. The interaction
with high dose fentanyl appears to be due to the combination of nifedipine and a beta blocker, but the possibility that it may occur
with nifedipine alone, with low doses of fentanyl, in other surgical procedures, o with other narcotic analgesics cannot be ruled
out. In nifedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be
aware of these potential problems and if the patient's condition permits, sufficient time (at least 36 hours) should be allowed for
nifedipine to be washed out of the body prior to surgery.

The following information should be taken into account in those patients who are being treated for hypertension as well as
angina:

Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery
disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction
on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established.

Beta Blocker Withdrawal: It is impartant to taper beta blockers if possible, rather than stopping them abruptly before beginning
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably
related to ingreased sensitivity o catecholamines. Initiation of nifedipine treatment will ot prevent this occurrence and on occa-
sion has been reported to increase it.

Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi-
pine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be
expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve.

PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of
blood pressure during the initial administration and titration of nifedipine is suggested. Close abservation is especially recom-
mended for patients already taking medications that are known to lower blood pressure. (See WARNINGS.)

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from
approximately 10% to about 30% at the highest dose studied (180 mg). Itisa localized phenomenon thought to be assaciated
with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid
refention. With patienis whose angina or hypertension is complicated by congestive heart failure, care should be taken to differ-
entiate this peripheral edema from the effects of increasing left ventricular dysfunction.

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with
preexisting severe gastrointestinal narrowing (pathologic or ia{rafgem’c)‘ There have been rare reports of obstructive symptoms in
patients with known strictures in association with the ingestion of PROCARDIA XL.

Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline phosphatase, GPK,
LDH, SGOT. and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some.
These laboratory abnormalities have rarely been associated with clinical symptoms: however, cholestasis with or without jaundice
has been reported. Asmall (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This
was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell outside the normal range.
Rare instances of allergic hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi-
tant diuretic therapy, and slightly decreased in patients receiving concomitant diuretics.

Nifedipine, like other calcium channel blockers, decreases platelet aggregation jn vitro. Limited clinical studies have demon-
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine
patients. This is thought to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance
for these findings has been demonstraled.

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between nifedipine
administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial effect in

certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chranic renal
insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some.
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Procardia® cap-
sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual-
Iy well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of
congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval-
uate the antianginal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average
increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary artery disease. Inan
uncontrolled study of over two hundred patients with congestive heart failure during which digoxin blood levels were not mea-
sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, itis rec-
ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or
under-digitalization.

For Oral Use

Coumarin Anticoagulants; There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu-
lants to whom nifedipine was administered. However, the relationship ta nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area-
under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 40 mg per day. Ranitidine pro-
duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine. on hepatic
cytochrome P-450, the enzyme system probably responsible for the first-pass metabalism of nifedipine. If nifedipine therapy is
initiated in a patient currently receiving cimetidine, cautious titration is advised.

i i i i of Fertility: Nifedipine was admis orally to rats, for two years and was not
shown to be carcinogenic. When given ta rats prior to mating, nifedipine caused reduced fertility ata dose approximately 30 times
the maximum recommended human dose. /n vive mutagenicity studies were negative.

Pregnancy: Pregnancy Category C. Nifedipine has been shown fo be teratagenic in rals when given in doses 30 times the maximum
recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted
forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at doses of from 3 o 10 fimes the maximum
recommended human dose. In pregnant monkeys, doses 2/3 and twice the maximum recommended human dose resulted in small
placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of
regnancy. There are no adequate and well controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release
ablets shauld be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
ADVERSE EXPERIENCES: Over 1000 patients from both controlled and apen trials with PROCARDIA XL Extended Release Tablets
in hypertension and angina were included in the evaluation of adverse experiences. All side effects reported during PROCARDIA XL
Extended Release Tablet therapy were tabulated independent of their causal refation to medication. The most common side effect
reported with PROCARDIA XL vias edema which was dose refated and ranged in frequency from approximately 10% to about 30%
at the highest dose studied (180 mg). Other common adverse experiences reported in placebo-controlled trials include: headache
(15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4.1% placebo incidence). diziness (4.1%, compared
10 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.8%
placebo incidence). Of these, anly edema and headache were more common in PROCARDIA XL patients than placebo patients.

The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence
of these side effects was similar to that of placebo alone: body as a whole/systemic  asthenia, flushing, pain; cardigvascular: pal-
pitations; central nervous system : insomnia, NErvousness, p: somnalence; der ic: pruritus, rash; gastrointesti-
nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: arthralgia, leq cramps; respirafory - chest pain
(nonspecific), dyspnea; urogenital: impotence, polyuria

Other adverse reactions were reparted sporadically with an incidence of 1.0% or less. These include: body as a whole/systemic
face edema, fever, hot flashes, malaise, periorbital edema, rigors; : arrhythmia, ion, increased angina,
tachycardia, syncape; central nervous system : anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine,
paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal. eructation, gastro-
esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: back pain, %nul. myalgias; respiratory
coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis; special senses: abnormallacrimation, abnor-
mal vision, taste perversion, tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia.

Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or
medications.

The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials, marketing
experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reaclions were reported sponta-
neausly, adverse effects were frequent but generally nat serious and rarely required discontinuation of therapy or dosage adjust-
ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con-
trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placeo incidence); flushing, heat sensa-
tion (25%, compared to 8% placebo incidence); headache (23%, compared to 20% placebo incidence), weakness (12%, com-
pared to 10% placebo incidence); nausea, heartburn (1 1%, compared to 8% placebo incidence), muscle cramps, tremor (8%,
compared to 3% placebo incidence); peripheral edema (7%, compared ta 1% placebo incidence); nervousness, mood changes
(7%, compared to 4% placebo incidence); palpitation (7%, compared to 5% placebo incidence), dyspnea, cough, and wheezing
(6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Maost of the patients had vasospastic or
resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common
adverse events were similar in nature to those seen with PROGARDIA XL.

In addition, more serious adverse events were abserved, not readily distinguishable from the natural history of the disease in
these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction
occurred in about 4% of patients and congestive heart failure or pulmanary edema in about 2% Ventricular archythmias or con-
duction disturbances each occurred in fewer than 0.5% of patients.

In a subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and incidence of
adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS )

In a Subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light-

di pl edema, headache or flushing each occurred in one in eight patients. Hypotension occurred in about ong in
20 patients. gyncopa occurred in approximately one patient in 250. Myocardialinfarction or symptoms of congestive heart failure
each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each occurred in about one patient in150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More detailed professional information available on request. Revised July 1990



*MEASURED

In hypertension,

HANDLE THEIR PRESSURE,
WHATEVER THE LEVEL...

@ PROCARDIA XL® (nifedipine) lowers elevated blood pressure (BP),
whether baseline elevations are mild to moderate,’ or severe?2

™ Whatever the level of baseline elevation, you can depend on
an appropriate, 24-hour measured response®

© 1992, Pfizer Inc



WITH B1LOOD PRESSURE
REDUCTIONS THAT CORRELATE
WITH BASELINE ELEVATIONS’

- 200+ 2190
190 180-189 BASELINE
— i (n=41)
o : 170179
z (=102) 150 159
E (0=157) 450.150
i} (0=250) 4400149
= (1=822) 135130
g _ =196 155 409
& (n=39)

|
—|
|_

{
ey
q %
|—

CHANGE
r=0.57 FROM BASELINE
p=0.0001

5

Multicenter, open-label study of the efficacy and safety of PROCARDIA XL included 1155 patients with mild to moderate hypertension
(sitting diastolic BP between 95 and 110 mm Hg). After a 2-wk placebo period, PROCARDIA XL was started at 30 mg gd and titrated
to a maximum dose of 180 mg qd over 1-6 wk to achieve goal BP (sitting diastolic BP<90 mm Hg and a 210 mm Hg reduction from
baseline); 1136 patients were evaluated at their final visit for changes in systolic BP. One 30-mg-gd adjustment of PROCARDIA XL was
permitted during the 12-wk efficacy phase. All BP measurements were made 24 h after the last drug dose. Mean dose at final visit:
83+47 mg qd. (Data on file.?)

Once-a-Day

Procardia XL

(nifedipine) Extended Release

Tablets 30mg, 60mg and 90 mg GITS
Handles their pressure, whatever the level

Please see brief summary of prescribing information on adjacent page.
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Once-a-Da
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ifedipine) Extended Release

lablets 30 mg, 60mg and 90 mq GITS

HANDLES THEIR PRESSURE,
WHATEVER THE LEVEL

Whatever Their Baseline Elevations, Start Your Hypertensive Patients
on Convenient, Once-a-Day PROCARDIA XL

M Start patients on a single 30-mg or 60-mg PROCARDIA XL Extended Release Tablet,
swallowed whole, once a day, and titrate as clinically warranted

M In hypertension, doses above 120 mg are not recommended

W Side effects include peripheral edema, which is not associated with fluid retention, and headache

PROCARDIA X1 Also Provides 24-Hour Control of Angina*

M [n angina, doses above 90 mg should be used with caution and only when clinically warranted

References: 1. Krakoff LR, Bravo EL, Tuck ML, Friedman CP, the Modern Approach to the Treatment of Hypertension (MATH) Study Group. Nifedipine gastrointestinal therapeutic system in
the treatment of hypertension: results of a multicenter trial. Am | Hypertens. 1990;3:3185-3255. 2. Phillips RA, Ardeljan M, Shimabukuro S, et al. Normalization of left ventricular structure,
hemodynamics and neurohormones after one year of calcium entry blocker therapy for severe hypertension. | Am Coll Cardiol. February 1990;15(abstract issue):212A. 3. Data on file. Pfizer
Inc, New York, NY. 4. Bittar N. Usefulness of nifedipine for myocardial ischemia and the nifedipine gastrointestinal therapeutic system. Am | Cardiol. 1989;64:31F-34F.

Brief Summary

PROCARDIA XL® (nifedipine) Extended Release Tablets

CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.

WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is modest and well

tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred

guriﬂgl ini&iaililraliun or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant
eta blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine together
with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl anesthesia, The interaction
with hi?h dose fentanyl appears to be due to the combination of nifedipine and a beta blocker, but the possibility that it may occur
with nifedipine alone, with low doses of fentanyl, in other surgical procedures, or with other narcotic analgesics cannot be ruled
out. In nifedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be
aware of these potential problems and if the patient’s condition permits, sufficient time (at least 36 hours) should be allowed for
nifedipine to be washed out of the body prior to surgery.

The following information should be taken into account in those patients who are being treated for hypertension as well as
angina:

Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery
disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction
on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established.

Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly before beginning
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably
related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa-
sion has been reported to increase it.

Cangestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi-
pine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be
expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve.

PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of
blood pressure during the initial administration and titration of nifedipine is suggested. Close observation is especially recom-
mended for patients already taking medications that are known to lower blood pressure. (See WARNINGS.)

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from
approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon thought to be associated
with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid
retention. With patients whose angina or hypertension is complicated by congestive heart failure, care should be taken to differ-
entiate this peripheral edema from the effects of increasing left ventricular dysfunction.

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with
preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of obstructive symptoms in
patients with known strictures in association with the ingestion of PROGARDIA XL.

Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline phosphatase, CPK,
LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some.
These laboratory abnormalities have rarely been associated with clinical symptoms; however, cholestasis with or without jaundice
has beenreported. Asmall (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This
was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell outside the normal range
Rare instances of allergic hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi-
tant diuretic therapy, and slightly decreased in patients receiving concomitant diuretics.

Nifedipine, like other calcium channel blackers, decreases platelet aggregation Jn witro. Limited clinical studies have demon-
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine
patients. This is thought to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance
for these findings has been demonstrated.

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between nifedipine

i ion and positivity of this | y test, including hemolysis, could not be determined.

Although nifedipine has been used safelg in patients with renal dysfunction and has been reported 1o exert a beneficial effect in

certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic renal
insufficiency. The relationship ta nifedipine therapy is uncertain in most cases but probable in some.
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Procardia- cap-
sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual-
ly well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelinood of
congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval-
uate the antianginal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average
increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary artery disease. Inan
uncontrolled study of over two hundred patients with congestive heart failure during which digoxin blood levels were not mea-
sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, it is rec-
ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or
under-digitalization.

For Oral Use

Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu-
lants ta whom nifedipine was ac i However, the refati ip to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area-
under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 40 mg per day. Ranitidine pro-
duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine on hepatic
cytochrome P-450, the enzyme system probably responsible for the first-pass bolism of nifedipine. If nifedipine therapy is
initiated in a patient currently recewing cimetidine, cautious titration is advised
Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two years and was not
shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 times
the maximum recommended human dose. /n vivo mum%‘eninhy studies were negative.

Pregnancy: Pregnancy Category C. Nifedipine has been shawn fo be teratogenic in rats when given in doses 30 times the maximum
recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted
forms, increased fetal deaths, decreased necnatal survival) in rats, mice, and rabbits at doses of from 3 to 10 times the maximum
recommended human dose. In pregnant monkeys, dases 2/3 and twice the maximum recommended human dose resulted in small
placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of
pregnancy. There are no adequate and well controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release
Tablets should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

ADVERSE EXPERIENCES: Over 1%00 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets
in hypertension and angina were included in the evaluation of adverse experiences. All side effects reported during PROCARDIA XL
Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect
reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximately 10% to about 30%
atthe highest dose studied (180 mg). Other common adverse experiences reparted in placeba-controlled trials include: headache
(15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared
to 4.5% placebo incidence), constipation (3.3%, compared 1o 2.3% placebo incidence), and nausea (3.3%, compared to 1.9%
placebo incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients.

The !olmwig{g1 adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence
of these side effects was similar to that of placebo alone; body as a whole/systemic : asthenia, flushing, pain; cardiovascular: pal-
pitations; central nervous system: insomnia, , P , somnolence; de ic : pruritus, rash; gastrointesti-
nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: arthralgia, leg cramps; respiratory : chest pain
(nonspecific), dyspnea; urogenital : impotence, polyuria

Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a wholg/systemic
face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular : archythmia, hypotension, increased angina,
tachycardia, syncope; ceniral nervous system: anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine,
paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastroinfestinal: eructation, gastro-
esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: back pain, gout, myalgias; respiratory:
coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis; special senses : abnormal lacrimation, abnor-
mal vision, taste ps  tinnitus; urog productive: breast pain, dysuria, hematuria, nocturia.

Agva!se experiences which occurred in less than 1in 1000 patients cannot be distinguished from concurrent disease states or
medications.

The following adverse experiences, reparted in less than 1% of patients, occurred under conditions (e.g., open trials, marketing
experience) where a causal relationship Is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were reported sponta-
neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust-
ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con-
trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared ta 15% placebo incidence); flushing, heat sensa-
tion (25%, compared to 8% placebo incidence); headache (23%, compared ta 20% placebo incidence); weakness (12%, com-
pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%,
compared to 3% placebo incidence); peripheral edema (7%, compared to 1% placebo incidence); nervousness, mood changes
(7%, compared to 4% placebo incidence); palpitation (7%, compared to 5% placebo inm'denceg: dyspnea, cough, and wheezing
(6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had vasospastic or
resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common
adverse events were similar in nature to those seen with PROCARDIA XL.

In addition, more serious adverse events were abserved, not readily distinguishable from the natural history of the disease in
these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction
occurred in about 4% of patients and congestive heart failure or puimonary edema in about 2%. Ventricular arrhythmias or con-
duction disturbances each occurred in fewer than 0.5% of patients.

In a subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and incidence of
adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS.)

In a subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light-
headedness, peripheral edema, headache or flushing each accurred in one in eight patients. Hypotension occurred in about one in
20 patients. Syncope occurred in approximately one patient in 250. infarction or of congesti failure
each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each occurred in about one patientin 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More detailed professional information available on request. Revised July 1990
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® Trusted by medical professionals—over ® Consistent 24-hour plasma levels'
1.8 billion patient therapy days reported™ * Linear plasma concentrations

* Multiple indications: hypertension, proportional to dose?
vasospastic angina, and chronic stable * Essentially constant drug delivery”
angina’

e Easy fo titrate

® Favorable trough/peak ratios'—
minimal BP fluctuations

e Convenient AM or PM dosing
e Can be taken with or without food

® 24-hour control in patients with mild,
moderate, or severe hypertension®
® 24-hour control in angina patients, with or
without a B3-blocker®

* Well-tolerated therapy,’ with no clinically
significant effect on heart rate®

For hypertension or angina

once-a-day
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CARDIOVASCULAR DRUG
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DELIVERY SYSTEM

once-a-day

PrRocCARDIA XL,

4 (nifedipine)extended release
-
g Tablets 30mg, 60mg and 90mg GITS

Side effects include peripheral edema, which
is not associated with fluid retention, and headache

In controlled studies of 776 patients with PROCARDIA XL,
edema resulted in discontinuation of therapy in 2.6%
of patients’

*Based on hypertension and angina agents’ use during the 6 months ending June 1993. NPA Plus™, IMS America, Ltd., 1993.

t Gastrointestinal Therapeutic System.
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Brief Summary

PROCARDIA XL® (nifedipine) Extended Release Tablets
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is
modest and well tolerated, occasional palients have had excessive and poorly tolerated hypotension. These responses
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more
likely in patients on concomitant beta blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine
together with a beta-blocking agent who underwent coronary arlery bypass surgery using high dose fentanyl
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a beta
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical
procedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated palients where surgery using
high dose fentanyl anesthesia is contemplated, the physician should be aware of these potential problems and if the
patient’s condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the
body prior to surgery.

T‘Te following information should be taken into account in those patients who are being trealed for hypertension as
well as angina:

Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe
obstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this
effect is not established.

Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not
prevent this occurrence and on occasion has been reported to increase i,

Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after
beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect
of nliredipine would be expected to be of less benefit to those patients, owing lo their fixed impedance to flow across the
aortic valve.

PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful
manitoring of blood pressure during the initial adminisiration and titration of nifedipine is suggested. Close
observation is especially recommended for patients already taking medications that are known to lower blood pressure
(See WARNINGS.)

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). Itisa localized phenomenon
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left
ventricular dysfunction.

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in
palients with preexisting severe gastrointestinal narrowing (pathologic o iatrogenic). There have been rare reports of
obstructive symptoms in patients with known strictures in assaciation with the ingestion of PROCARDIA XL.
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaling
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most
cases, but probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms,
however, cholestasis with or without jaundice has been reported. Asmall (5.4%) increase in mean alkaline
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with
clinical symptoms and it rarely resulted in values which fell outside the normal range. Rare instances of allergic
hepalitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or
cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomitant
diuretic therapy, and slightly decreased in patients receiving concomitant diuretics.

Nifedipine, like other calcium channel blockers, decreases platelet aggregation /n vitro. Limited clinical studies have
demonstrated a moderate bul statistically significant decrease in platelet aggregation and increase in bleeding time in
some nifedipine patients. This is thought to'be a function of inhibition of calcium transport across the platelet
membrane. No clinical significance for these findings has been demonstrated.

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between
nifedipine administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial
effect in certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in
some.

Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with
Procardia® capsules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the
combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled
studies to evaluate the ant\an?inal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The
average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary
artery disease. Inan uncontrolled study of over two hundred patients with congestive heart failure during which digoxin
blood levels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients
with elevated digoxin levels, it is recommended that digoxin levels be monitored when initiating, adjusting, and
discontinuing nifedipine to avoid possible over- or under-digitalization.

For Oral Use
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Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients faking coumarin
anticoagulants to whom nifedipine was administered. However, the refationship to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels
(80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine al
40 mg per day. Ranitidine produced smaller, non-significant increases. The effect may be mediated by the known
inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the first-pass
rnalghpiism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration
isadvised.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two
years and was not shown to be carcinogenic. When given to rats prior fo mating, nifedipine caused reduced fertility at a
dose approximately 30 times the maximum recommended human dose. /n vivomutagenicity studies were negative.
Pregnancy: Pregnancy Category C. Nifedipine has been shown to be ieratogenic in rats when givenin doses 30
limes the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased
fetal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbils al
doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the
maximum recommended human dose resulted in small placentas and underdeveloped chorionic villi. In rats, doses
three times maximum human dose and higher caused prolongation of pregnancy. There are no adequate and well
controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release Tablets should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended
Release Tablets in rg@erlensinn and angina were included in the evaluation of adverse experiences. Al side effects
reported during PROCARDIA XL Extended Release Tablet therapy were tabulated independent of their causal relation to
medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and
ranged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common
adverse experiences reported in placebo-controlled trials include: headache (15.8%, compared to 8.8% placebo
incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo
incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo
incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients.

The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of Ie? cramps, the
incidence of these side effects was similar to that of placebo alone: body as a whole/systemic : asthenia, flushing, pain;
cardjovascular: palpitations; central nervaus system: insomnia, nervousness, paresthesia, somnolence; dermatologic :
pruritus, rash; gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal:
arthralgia, leg cramps; respiratory: chest pain (nonspecific), dyspnea; urogenital: impolence, polyuria

Other adverse reactions were réported sporadically with an incidence of 1.0% or less. These include: bodyas a
whole/systemic: face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arthythmia,
hypotension, increased angina, tachycardia, syncope; central nervous system:: anxiely, ataxia, decreased libido,
depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatologic: alopecia, increased swealing,
urticaria, purpura; gaslrointestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight
increase; musculoskeletal: back pain, gout, myalgias; respiratory: coughing, epistaxis, upper respiratory tract
infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnormal vision, taste perversion,
tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia,

Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease
states or medications.

The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials,
markeling experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were
reported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of
therapy or dosage adjustment. Most were expected consequences of the vasodilator effects of Procardia. Adverse
experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared
to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%,
compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartourn (11%,
compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral
edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo
incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared to 3%
placebo incidence); and nasal congestion, sore throat (6%, compared io 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had
vasospastic or resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking
agents. The relatively common adverse events were similar in nature o those seen with PROCARDIA XL,

In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the
disease in these patients. It remains possible, however, that some or many of these events were drug refated.
Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%.
Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of patients

Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and
incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See
PRECAUTIONS.)

In a subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness
or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension
occurred in about one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or
symptoms of congestive heart failure each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each
occurred in about one patient in 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More detailed professional information available on request. Revised October 1992
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once-a-day

PROCARDIA XL,

é (nifedipine)extended release

Tablets 30mg, 60mg and 90mg GITS

TRUST THE EXPERIENCE

CONVENIENT DOSING

* Easy to titrate

e Convenient AM or PM dosing

e Can be taken with or without food

WELL-TOLERATED THERAPY

Side effects include peripheral edema,
which is not associated with fluid retention,
and headache
In controlled clinical trials of 776 patients with
PROCARDIA XL, edema resulted in
discontinuation of therapy in 2.6% of patients®
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Brief Summarz

PROCARDIA XL® (nifedipine) Extended Release Tablets
CONTRAINDICATIONS: Known hypersensitivily reaction o nifedipine
WARNINGS: Excessive Hypotension: Although in mostangina patients the hypotensive effect of nifedipine is
modest and we|l tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more
likely in patients on concomilant beta blockers.

Severe hypotension andjor increased fluid volume requirements have been reported in patients receiving nifedipine
together with a beta-blocking agent wha underwent coronary artery bypass surgery using high dose fentany!
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a beta
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical
procedures, or with other narcotic analgesics cannot be ruled out. [n nifedipine-treated palients where surgery using
high dose fentanyl anesthesia is contemplaled, the physician should be aware of these potential problems and if the
palient’s condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the
body prior to surgery.

The following information should be taken into account in those patients who are being treated for hypertension as
well as angina:

Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe
obstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this
effect is not established.

Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not
grevenl this occurrence and on occasion has been reported to increase it

ongestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after
beginning nifedipine. Palients wiih light aortic stenosis may be at greater risk for such an event, as the unloading effect
of nifedipine would be expected to be of less benefit to those patients, owing to their fixed impedance to flow across the
aortic valve.

PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close
observation is especially recommended for patients already laking medicalions that are known to lower blood pressure.
(See WARNINGS.)

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). Itis a localized phenomenon
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left
veniricular dysfunction.

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in
palients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of
obstructive symptoms in patients with known strictures in association with the ingestion of PROGARDIA XL.
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline
phosphatase, GPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most
cases, bul probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms;
however, cholestasis with or without jaundice has been reported. Asmall (5.4%) increase in mean alkaline
phosphatase was noted in patients treated wilh PROCARDIA XL. This was an isolated finding not associated with
clinical symptoms and it rarely resulted in values which fell oulside the normal range. Rare instances of allergic
hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or
cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomitant
diuretic therapy, and slightly decreased in patients receiving concomitant diuretics.

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have
demonstrated a moderate but statistically significant decrease in platelel aggregation and increase in bleeding time in
some nifedipine palients. This is thought to be a function of inhibition of calcium transport across the platelet
membrane. No clinical significance for these findings has been demonstrated.

Positive direct Coombs fest with/without hemolytic anemia has been reported but a causal relationship between
nifedipine administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial
effectin certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in
Some.

Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients wilh
Procardia® capsules in a noncomparative clinical trial has shown that concomilant administration of nifedipine and
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the
combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled
studies to evaluate the antianginal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The
average increase was 45%. Another investigator found no increase in digoxin levels in thirleen patients with coronary
artery disease. Inan uncontrolled study of over two hundred patients with congestive heart failure during which digoxin
blood Ievels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients
with elevated digoxin levels, it is recommended that digoxin levels be monitored when initiating, adjusting, and
discontinuing nifedipine to aveid possible over- or under-digitalization

For Oral Use
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Coumarin Anticoagulants: There have been rare reports of increased prothrombin lime in patients taking coumarin
anticoagulants to whom nifedipine was admiristered. However, the relationship to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels
(80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at
40mq per day. Ranitidine produced smaller, non-significant increases. The effect may be mediated by the known
innibition of cimetidine on hepalic cylochrome P-450, the enzyme system probably responsible for the first-pass
metgbulism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious tilration
is advised.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two
years and was not shown to be carcinogenic. When given to rals prior fo mating, nifedipine caused reduced fertility at a
dose approximately 30 times the maximum recommended human dose. /n vive mulagenicily studies were negative.
Pregnancy: Pregnancy Category C. Nifedipine has been shown o be teratogenic in rats when given in doses 30
times the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased
fetal weight, increased stunted forms, increased fetal deaths, decreased neonalal survival) in rats, mice, and rabbits at
doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the
maximum recommended human dose resulted in small placentas and underdeveloped chorionic villi. In rats, doses
threg times maximum human dose and higher caused prolongation of pregnancy. There are no adequale and well
controlled studies in pregnant women. PROCARDIA XL* (nifedipine) Extended Release Tablets should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended
Release Tablets in hgperlension and angina were included in the evaluation of adverse experiences. All side effects
reported during PROCARDIA XL Extended Release Tablet therapy were tabulated independent of their causal relation to
medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and
ranged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common
adverse experiences reporled in placebo-controlled trials include: headache (15.8%, compared to 9.8% placebo
incidence), fatique (5.9%, compared o 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo
incidence), constipation (3.3%, compared to 2 3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo
incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients.

The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the
incidence of these side effects was similar to thal of placebo alone: body as a whole/systemic: asthenia, flushing, pain;
cardiovascular : palpitations; ceniral nervous system: insomnia, nervousness, paresthesia, somnolence; dermatolagic
pruritus, rash; gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal:
arthralgia, leg cramps; respiratory: chest pain (nonspecific), dyspnea; uragenifal: impotence, polyuria.

Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: bodyas a
whole/syslemic: face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascuiar: arrhythmia,
hypotension, increased angina, tachycardia, syncope; ceniral nervous system : anxiely, ataxia, decreased libido,
depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermalologic: alopecia, increased swealing,
urlicaria, purpura; gaslroinlestinal: eructation, gastro-esophageal reflux, gum hyperpiasia, melena, vomiting, weight
increase; musculoskeletal: back pain, gout, myalgias; respiraory: coughing, epistaxis, upper respiratory tract
infection, respiratory disorder, sinusitis; special senses : abnormal lacrimation, abnormal vision, taste perversion,
tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia.

Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease
states or medications.

The following adverse experiences, reporled in less than 1% of patients, occurred under conditions (e.g., open lrials,
markeling experience) where a causal refationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

Inmultiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were
reported spontaneausly, adverse effects were frequent but generally not serious and rarely required discontinuation of
therapy or dosage adjustment. Most were expected consequences of the vasodilator effects of Procardia. Adverse
experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared
to 15% placebo incidence); flushing, heat sensation (25%, compared lo 8% placebo incidence); headache (23%,
compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (1%,
compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral
edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo
incidence), palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared 10.3%
placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 palients in the United States. Most of the patients had
vasospastic or resistant angina pecloris, and about half had concomitant treatment with beta-adrenergic blocking
agents. The relalively common adverse events were similar in nature to those seen with PROCARDIA XL.

In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the
disease in these paients. It remains possible, however, that some or many of these events were drug related.
Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%.
Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of palients.

Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and
incidence of adverse experiences was nol different from that of the entire group of Procardia treated patients (See
PRECAUTIONS.)

Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness
or lightheadedness, peripheral edema, headache o flushing each occurred in one in eight patients. Hypotension
oceurred in about one in 20 palients. Syncope occurred in approximately one patient in 250. Myocardial infarction or
symptoms of congestive heart failure each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each
occurred inabout one patient in 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More detailed professional information available on request Revised October 1992

Pratt
Pharmaceuticals



THE NUMBER ONE THE ONLY

PRESCRIBED CALCIUM CHANNEL
CARDIOVASCULAR BLOCKER USING THE
DRUG IN THE US GITS' DELIVERY SYSTEM

e Trusted by medical professionals—over * Consistent 24-hour plasma levels'

1.8 billion patient therapy days reported™ e Linear plasma concentrations

* Multiple indications: hypertension, proportional to dose?
vasospastic anging, and chronic stable e Essentially constant drug delivery’"
angina’

® Easy to titrate

* Favorable trough/peak ratios'—
minimal BP fluctuations

e Convenient AM or PM dosing
e Can be taken with or without food

e 24-hour control in patients with mild,
moderate, or severe hypertension®

e 24-hour control in angina patients, with or
without a 3-blocker**

* Well-tolerated therapy,' with no clinically
significant effect on heart rate®

For hypertension or angina

once-a-day

PROCARDIA XL

> (nifedipine)extended release

— Tablets 30mg, 60mg and 90mg GITS

*Based on hypertension and angina agents’ use °
during the 6 months ending June 1993. Trust r e ex er’ence
NPA Plus™, IMS America, Ltd., 1993.

t Gastrointestinal Therapeutic System. Lk

t Methodology on file at Pratt Pharmaceuticals,
derived from NPA Plus™, IMS America, lid., 1993.

Please see brief summary of prescribing information on adjacent page.



\| o ONLY

THE ONLY

THE NUMBER ONE ONLY
CALCIUM CHANNEL BLOCKER

PRESCRIBED
CARDIOVASCULAR DRUG
INTHE US*

USING THE GITS'
DELIVERY SYSTEM

once-a-day

PROCARDIA XL

j (nifedipine)extended release

Tablets 30mg, 60mg and 90mg GITS

Side effects include peripheral edema, which
is not associated with fluid retention, and headache

In controlled studies of 776 patients with PROCARDIA XL,
edema resulted in discontinuation of therapy in 2.6%
of patients’

*Based on hypertension and angina agents’ use during the 6 months ending June 1993. NPA Plus™, IMS America, Ltd., 1993.

t Gastrointestinal Therapeutic System.

References: 1. Dataon file. Pfizer Inc, New York, NY. 2. PROCARDIA XL® Prescribing Information. 3. Monsen L, Moisey D, Gaffney M, Fischer J, the Nifedipine GITS Study Group. Consistent blood pressure reduction without loss of diurnal variability
with once-daily nifedipine GITS freatment. Am J Hypertens. 1990;3(abstractissue, pt 2):114A. 4. Phillips RA, Ardeljan M, Shimabukuro S, etal. Effects of nifedipine-GITS on left ventriculor mass and lef: ventricular filling. J Cardiovasc Pharmacol.
1992;19(suppl 2): 528-534. 5. Parmley WW, Nesto RW, Singh BN, Deanfield J, Gottlieb SO, the N-CAP Study Group. Attenuation of the circadian patterns of myacardial ischemia with nifedipine GITS in patients with chronic stable angina. J Am Coll
Cardiol. 1992;19:1380-1389. 6. Bittar N. Usefulness of nifedipine for myocardial ischemia and the nifedipine gostrointesfinal therapeutic system. AmJ Cordiol. 1989;64:31F-34F. 7. Swanson DR, Barclay BL, Wong PSL, Theeuwes F. Nifedipine
gastrointestinal therapeutic system. Am J Med. 1987;83(suppl 6B):3-9. 8. Chung M, Reitberg DP, Gaffney M, Singleton W. Clinical pharmacokinetics of nifedipine gastrointestinal therapeutic system: a controlled-release formulation of nifedipine.

Am J Med. 1987;83(suppl 6B):10-14.

Brief Summary

PROCARDIA XL® (nifedipine) Extended Release Tablets
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is
modest and well tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more
likely in patients on concomitant beta blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine
together with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a bela
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentany, in other surgical
pracedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated patients where surgery using
high dose fentanyl anesthesia is contemplated, the physician should be aware of these potential problems and if the
patient's condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the
body prior to surgery.

The following information should be taken into account in those patients who are being Ireated for hypertension as
well as angina:

Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe
abstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this
effect is not established.

Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not
prevent this occurrence and on occasion has been reported to increase it.

Congestive Heart Failure: Rarely, palienis usually receiving a beta blocker, have developed heart failure after
beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect
of nifeci'w;[)ine would be expected to be of less benefit to those patients, owing to their fixed impedance to flow across the
aortic valve.

PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close
observation is especially recommended for patients already taking medications that are known to lower blood pressure
(See WARNINGS.)

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). Itis a localized phenomenon
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by
congestive heart failure, care should be taken o differentiate this peripheral edema from ihe effects of increasing left
venlricular dysfunction

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in
patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of
obstructive symptoms in palients with known strictures in association with the ingestion of PROCARDIA XL
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most
cases, but probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms;
however, cholestasis with or without jaundice has been reported. A small (5.4%) increase in mean alkaline
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with
clinical symploms and it rarely resulted in values which fell outside the normal range. Rare instances of allergic
hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or
cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomitant
diuretic therapy, and slightly decreased in patients receiving concomilant diuretics.

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have
demonsirated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in
some nifedipine patients. This is thought to be a function of inhibition of calcium transport across the platelet
membrane. No clinical significance for these findings has been demonstraled.

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between
nifedipine administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in palients with renal dysfunction and has been reported to exert a beneficial
effect in cerfain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in
some.

Drug Interactions—Bela-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with
Procardia® capsules in a noncomparative clinical {rial has shown that concomitant administration of nifedipine and
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the

combination may increase the likelinood of congestive heart failure, severe hypotension, or exacerbaion of angina

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled
studies to evaluate the ant\an?inal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The
average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary
artery disease. Inan uncontrolled study of over two hundred patients with congestive heart failure during which digoxin
blood levels were not measured, digitalis toxicity was not abserved. Since there have been isolated reports of patients
with elevated digoxin levels, it is recommended thal digoxin levels be monitored when initiating, adjusting, and
discontinuing nifedipine to avoid possible over- or under-digitalization
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Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin
anticoagulants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels
(80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at
40 mg per day. Ranitidine produced smaller, nun-sngnilicant increases. The effect may be mediated by the known
inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the firsl-pass
melgbp}igm of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration
s advised.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two
years and was not shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility ata
dose approximately 30 times the maximum recommended human dose. /n vivomutagenicity studies were negalive.
Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rals when given in doses 30
times the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased
fetal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at
doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the
maximum recommended human dose resulted in small placenlas and underdeveloped chorionic villi. Inrats, doses
three times maximum human dose and higher caused prolongation of pregnancy. There are no adeguate and well
controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release Tablets should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open frials with PROCARDIA XL Extended
Release Tablets in hypertension and angina were included in the evaluation of adverse experiences. All side effects
reported during PROCARDIA XL Exiended Release Tablet therapy were tabulated independent of their causal refation to
medication. The most common side effect reparted with PROCARDIA XL was edema which was dose related and
ranged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common
adverse experiences reported in placebo-controlled trials include; headache (15.8%, compared to 9.8% placebo
incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo
incidence), conslipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo
incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients

The following adverse reaclions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the
incidence of Ihese side effects was similar to thal of placebo alone: body as a whole/systemic : asihenia, flushing, pain;
cardiovascular: palpilations; central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic -
pruritus, rash; gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal:
arlhralgia, leg cramps; respiralory : chest pain (nonspecific), dyspnea; urogenital: impotence, polyuria

QOther adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: bodyas a
whole/Systemic : face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular : arrhythmia,
hypotension, increased angina, tachycardia, syncope; cenlral nervous system: anxiely, ataxia, decreased libido,
depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatelogic: alopecia, increased sweating,
urticaria, purpura; gastroinlestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight
increase; musculoskelelal: back pain, gout, myalgias; respiralory: coughing, epistaxis, upper respiratory tract
infection, respiratory disorder, sinusilis; special senses : abnormal facrimation, abnormal vision, laste perversion,
tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia.

Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease
states or medications,

The following adverse experiences, reported in less than 1% of patients, occurred under conditions (.g., open frials,
marketing experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were
reported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of
therapy or dosage adjustment. Most were expected consequences of the vasadilator effects of Procardia. Adverse
experiences reported in placebo-controlled frials include: dizziness, lightheadedness, and giddiness (27%, compared
to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%,
compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (11%,
compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral
edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo
incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared to 3%
placebo incidence); and nasal cangestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the palients had
vasospastic or resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking
agents. The relatively common adverse events were similar in nature to those seen with PROCARDIA XL.

Inaddition, more serious adverse events were observed, not readily distinguishable from the natural history of the
disease in these patients. It remains possible, however, that some or many of these events were drug related.
Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%.
Ventricular arthythmias or conduction disturbances each occurred in fewer than 0.5% of patients.

Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattem and
incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See
PRECAUTIONS.) i

Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness
or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension
occurred inabout one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or
symptoms of congestive hearl failure each occurred in about one palient in 15. Atrial or ventricular dysrhythmias each
occurred in about one patient in 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.
More @g | @ﬁ" formation available on request Revised October 1992
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‘MEASURED

APPROPRIATE 24-HOUR CONTROL...

M PROCARDIA XL lowers elevated blood pressure (BP), whether baseline
elevations are mild to moderate,' or severe®

M Whatever the level of baseline elevation, you can depend on an
appropriate, 24-hour measured response’

© 1992, Pfizer Inc



In hypertension,

How Do You HANDLE
THEIR PRESSURE,
WHATEVER THE LEVEL?
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