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f ROCAR D IA XL 

<s (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 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. Bitar 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):S28-S34. 
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Brief Summary Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu- 
PROCARDIA XL® (nifedipine) Extended Release Tablets For Oral Use lants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain. 
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine. Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area- 
WARNINGS: Excessive Hypotension: Although in most anaes care the hypotensive effect of nifedipine is modest and well 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- 
tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine on hepatic 
during initial titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant cytochrome P-450, the enzyme system probably responsible for the first-pass metabolism of nifedipine. If nifedipine therapy is 

beta Coes initiated in a patient currently receiving cimetidine, cautious titration is advised. 
Severe pce en and/or increased fluid volume requirements have been reported in patients receiving nifedipine together Carcinogenesis, Mutagenesis, Impairment of Fertility: Nee was administered orally to rats, for two years and was not 

with a beta-blocking agent who underwent coronary artery bypass surgery naa dose fentanyl anesthesia. The interaction ‘shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 times 
with high dose fentanyl appears to be due to the combination of nifedipine and a beta blocker, but the possibility that it may occur ‘the maximum recommended human dose. /n vivo mutagenicity studies were negative. 
with nifedipine alone, with low doses of fentanyl, in other surgical procedures, or with other narcotic analgesics cannot be ruled Pregnancy: Ereonane) Cateoa ‘C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 times the maximum 
‘ut. In nifedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal veo increased stunted 
aware of these potential problems and if the patient's condition permits, sufficient time (at least 36 hours) should be allowed for forms, increased fetal deaths, decreased neonatal ey fats, mice, and rabbits at doses of from 3 to 10 times the maximum 
nifedipine to be washed out of the body prior to surgery. recommended human dose. In pregnant monkeys, doses 2/3 and twice the maximum recommended human dose resulted in small 

The following information should be taken into account in those patients who are being treated for hypertension as well as placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of 
angina: ‘ promanty ‘There are no adequate and well controlled studies in pregnant women. PROCARDIA XL° (nifedipine) Extended Release 
Increased Angina and/or Myecaalel Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery lablets should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. 
disease, have developed well documented increased fealency) duration and/or severity of angina or acute myocardial infarction ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets 

‘on. pay eae or at the time of dosage increase. The mechanism of this effect is not established. in hypertension and angina were included in the evaluation of adverse experiences. All side effects porte during PROCARDIA XL 
Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly before beginning Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect 
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximately 10% to about 30% 
related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa at the highest dose studied (180 mg). Other common adverse experiences | repo in placebo-controlled trials include: headache 
sion has been reported to increase it. (15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared 
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi- ‘to 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% 
pine. Patients with Nant aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be placebo reece) Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 
ope ‘to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve. ‘The al adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence 
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of of these side effects was similar to that of placebo alone: body as a whole/systemic:: asthenia, flushing, pain; cardiovascular : pal- 
blood pressure during the initial administration and titration of nifedipine is suggested. Close observation is especially recom- pitations; central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic : pruritus, rash; gastrointesti- 

mended fo eae already king medications that are known to lower blood pressure. (See WARNINGS.) ‘nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: arthralgia, leg cramps; respiratory : chest pain 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from (nonspecific), dyspnea; urogenital: impotence, polyuria. 
approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon thought to be associated Other adverse reactions were reported conte with an incidence of 1.0% or less. These include: body as a HOS aT 
‘with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular : arrhythmia, hypotension, increased angina, 
retention. With titers ‘whose angina or hypertension is complicated by Sorpths heart failure, care should be taken to differ- tachycardia, syncope; central nervous system : anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine, 
entiate this peripheral edema from the effects of increasing left pecual oF function. paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal: eructation, gastro- 
Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: back pain, gout, myalgias; respiratory: 
preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of obstructive symptoms in coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnor- 
eee ‘with known strictures in association with the ingestion of PROCARDIA XL. mal vision, taste perversion, tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia. 
Aen Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline phosphatase, CPK, Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or 

LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some. medications. 
‘These laboratory abnormalities have rarely been associated with clinical symptoms; however, cholestasis with or without nee ‘The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.9., open trials, marketing 
has been reported. A small (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This el where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding. 
‘was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell outside the normal range. In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were reported sponta- 
Rare instances of allergic hepatitis have been reported. in controlled studies, PROCARDIA XL did not adversely affect serum uric neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust- 
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi- ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse epee reported in placebo-con- 
tant diuretic therapy, and slightly decreased in patients eating concomitant diuretics. trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placebo incidence); flushing, heat sensa- 

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have demon- tion (25%, compared to 8% placebo incidence); headache (23%, compared to 20% placebo incidence); weakness (12%, com- 
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%, 
patients. This is ove ‘to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance compared to 3% placebo cae peripheral edema (7%, compared to 1% placebo incidence); nervousness, mood changes 

tor these findings has been demonstrated. (7%, compared to 4% placebo incidence); palpitation (7%, compared to 5%. pete eae dyspnea, on and wheezing 
Positive direct Coombs test with/without hemolytic anemia has been recone but a causal relationship between nifedipine (6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 

administration and positivity of this laboratory test, including hemolysis, could not be determined. There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had vasospastic or 
Although nifedipine has been used Boy in patients with renal dysfunction and has been reported to exert a beneficial effect in resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common 

certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic renal adverse events were similar in nature to those seen with PROCARDIA XL. 
insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some. In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the disease in 
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 fee with Procardia® cap- these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction 
‘sules in a noncomparative clinical trial has shown that concomitant administration of ediping and beta-blocking agents is usual- occurred in about 4% of | pees and congestive heart failure or pulmonary edema in about 2%. Ventricular arrhythmias or con- 
ly well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of duction disturbances each occurred in fewer than 0.5% of patients. 
‘congestive heart failure, severe hypotension, or exacerbation of angina. Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker Herey, peal and incidence of 

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval- adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS. ) 
uate the antianginal effectiveness of this combination. _ In a subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light- 

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average headedness, peripheral edema, headache or flushing each occurred in one in. on patients. Hypotension occurred in about one in. 
increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with ona artery disease. Inan 20 patients. Scope ‘occurred in approximately one patient in 250. Myocardial infarction or symptoms of congestive heart failure 
uncontrolled study of over two hundred patients with congestive heart failure during which again blood levels were not mea- each occurred in about one patient in 15. Atrial or ventricular ryt each occurred in about one patient in 150. 
‘sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, itis rec- In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine. 
ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or 

under-digitalization. More detailed professional information available on request. Revised October 1992 
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~ ¢ Proven 24-hour control in hypertension —— == wf 
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once-a-day 6 

PROCARDIAXL. CONVENIENT Dosine es . i e Easy to titrate 
. = ; : . 

zs (nifedipine) extended release Convenient AM or PM dosing 

Tablets 30mg, 60mg and 90mg GITS e Can be taken with or without food 

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

TRUST THE EXPERIENCE 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 J 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):S28-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 Summa Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin 
PROCARDIA xe (nifedipine) Extended Release Tablets For Oral Use anticoagulants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain. 
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels 
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is (80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 
modest and well tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses 40 mq per day. Ranitidine produced smaller, non-significant increases. The effect may be mediated by the known, 
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the first-pass 
likely in patients on concomitant beta blockers. Metabolism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration 
Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine isadvised ni 

together with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two 
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine anda beta years and was not shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility ata 
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical dose approximately 30 times the maximum recommended human dose. /n vivomutagenicity studies were negative. 
procedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated patients where surgery using Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30. 
high dose fentany! anesthesia is contemplated, the physician should be aware of these potential problems and if the times the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased 
patient's condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the fetal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at 
body prior to surgery. doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the 
The following information should be taken into account in those patients who are being treated for hypertension as maximum recommended human dose resulted in small placentas and underdeveloped chorionic villi. In rats, doses 

well as angina: three times maximum human dose and higher caused prolongation of pregnancy. There are no adequate and well 
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release Tablets should be used during 
obstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of pregnancy only ifthe potential benefit justifies the potential risk to the fetus. 
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended 
effect is not established. Release Tablets in hypertension and angina were included in the evaluation of adverse experiences. All side effects 
Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly reported during PROCARDIA XL Extended Release Tablet therapy were tabulated independent of their causal relation to, 
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and 
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not fanged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common 
prevent this occurrence and on occasion has been reported to increase it. adverse experiences reported in placebo-controlled trials include: headache (15.8%, compared to 9.8% placebo 
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo 
beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo 
of nifedipine would be expected to be of less benefit to those patients, owing to their fixed impedance to flow across the incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 
aortic valve. The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of ie ‘cramps, the 
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful incidence of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain; 
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close cardiovascular : palpitations; central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic 
observation is especially recommended for patients already taking medications that are known to lower blood pressure. pruritus, rash; gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: 
(See WARNINGS.) arthralgia, leg cramps; respiratory: chest pain (nonspecific) dyspnea; Urogenital: impotence, polyuria 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: bodyas a 
fanging from approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon whole/systemic : face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arrhythmia, 
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left hypotension, increased angina, tachycardia, syncope; central nervous system: anxiely, ataxia, decreased libido, 
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, 
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left urticaria, purpura; gastrointestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight 
ventricular dysfunction, increase; musculoskeletal: back pain, gout, myalgias; respiratory : coughing, epistaxis, upper respiratory tract 
Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in infection, respiratory disorder, sinusitis; special senses : abnormal lacrimation, abnormal vision, taste perversion, 
patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia. 
obstructive symptoms in patients with known strictures in association with the ingestion of PROCARDIA XL. Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline states or medications. 
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials, 
cases, but probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms; marketing experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding. 
however, cholestasis with or without jaundice has been reported. A small (5.4%) increase in mean alkaline In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were 
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with reported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of 
Clinical symptoms and it rarely resulted in valyes which fell outside the normal range. Rare instances of allergic therapy or dosage adjustment. Most were expected consequences of the vasodilator effects of Procardia. Adverse 

. bonalistve are Feat PROCARDIA XL did not adversely affect serum uric acid, glucose, or experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared 
 chotesterdl. Serbiti potaSsiutn was Ufictanged in patients receiving PROCARDIA XL in the absence of concomitant to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%, 

diuretic therapy, and slightly decreased in patients receiving concomitant diuretics. compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (11%, 
Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral 

dempnstratedka méderat ay significant decrease in platelet aggregation and increase in bleeding time in edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo 
conksrae patientsaaT hi jugAt to be a function of inhibition of calcium transport across the platelet incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared to 3% 
membrane. No clinical significance for these findings has been demonstrated. placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 
Foslive di ct. Coombs fest with/without hemolytic anemia has been reported but a causal relationship between. There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had 

Sie HRB iipotineetaboratory test, including hemolysis, could ndt be determined vasospastic or resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking 
1 AltfouohaRe di pinadhiag Be igwpattents with renal dysfunction and has been reported to exert a beneficial agents. The relatively common adverse events were similar in nature to those seen with PROCARDIA XL. 

effect in certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre- In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the 
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in disease in these patients. It remains possible, however, that some or many of these events were drug related. 

some i Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. 
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of patients. 
Procardia® capsules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and 
bela-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See 
‘combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina. PRECAUTIONS.) 

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness 
studies to evaluate the atari effectiveness of this combination. or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension 

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The occurred in about one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or 
average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary symptoms of congestive heart failure each occurred in about one patient in 15. Altral or ventricular dysrhythmias each 
artery disease. In an uncontrolled study of over two hundred patients with congestive heart failure during which digoxin ‘occurred in about one patient in 150. 
blood levels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine. 
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. More detailed professional information available on request. Revised October 1992 

HD120B94 © 1994, Pfizer Inc Pharmaceuticals
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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 qd 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-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: 
83447 mg qd. (Data on file.’) 
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WHAT EVER THE LEVEL 1g 

Wh Thei line Elevati: Si [ i atever Their Baseline Elevations, Start Your Hypertensive Patients 
: 

on Convenient, Once-a-Day PROCARDIA XL 

§ 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 

In hypertension, doses above 120 mg are not recommended 

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

PROCARDIA XL Also Provides 24-Hour Control of Angina* 
In angina, doses above 90 mg should be used with caution and only when clinically warranted 

ere cae NCDP Eo a nee Seal SE CREN 
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;3:318S-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. J 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 J Cardiol. 
1989;64:31F-34F. 
Brief Summary Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu- 

PROCARDIA XL° (nifedipine) Extended Release Tablets For Oral Use lants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain. 

CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine. Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area- 

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

tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine on hepatic 

during initial titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant cytochrome P-450, the enzyme system probably responsible for the first-pass metabolism of nifedipine. If nifedipine therapy is 

beta blockers, initiated in a patient currently receiving cimetidine, cautious titration is advised. 
Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine together Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two years and was not 

with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl anesthesia. The interaction shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 times 

with in dose fentanyl appears to be due to the combination of nifedipine and a beta blocker, but the possibility ‘that it may occur ‘the maximum recommended human dose. /n vivo mutagenicity studies were negative. 

with nifedipine alone, with low doses of fentanyl, in other surgical procedures, or with other narcotic analgesics cannot be ruled Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in: doses 30 times the maximum 

‘out. In nifedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted 

aware of these potential problems and if the patient's condition permits, sufficient time (at least 36 hours) should be allowed for forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at doses of from 3 to 10 times the maximum 

nifedipine to be washed out of the body prior to surgery. recommended human dose. in pregnant monkeys, doses 2/3 and twice the maximum recommended human dose resulted in small 

The following information should be taken into account in those patients who are being treated for hypertension as well as placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of 

angina: Bean ‘There are no adequate and well controlled studies in pregnant women. PROCARDIA XL°* (nifedipine) Extended Release 

Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery fablets should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. 

disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets 

‘on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established. in hypertension and angina were included in the evaluation of adverse experiences. All side ‘effects reported during PROCARDIA XL. 

Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly before beginning Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect 

nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximately 10% to about 30% 

related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa- at the highest dose studied (180 mg). Other common adverse experiences reported in placebo-controlled trials include: headache 

sion has been reported to increase it. (15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4.4% placebo incidence), dizziness (4.1%, compared 

Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi- to 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% 

pine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be placebo incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 

expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve, The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence 

PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain; cardiovascular: pal- 

blood pressure can ‘the initial administration and titration of nifedipine is suggested. Close observation is especially recom- pitations: central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic : pruritus, rash, gastrointesti- 

mended for patients already taking medications that are known to lower blood pressure. (See WARNINGS.) ‘nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence, musculoskeletal: arthralgia, leg cramps; respiratory: chest pain 

Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from (nonspecific), dyspnea; urogenital: impotence, polyuria. 

approximately 10% to about 30% at the highest dose studied (180 mg). Itis a localized phenomenon thought to be associated Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a whole/systemic 

with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular : arrhythmia, hypotension, increased angina, 

retention. With patients whose angina or hypertension is complicated by congestive heart failure, care should be taken to differ- tachycardia, syncope; central nervous system : anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine, 

entiate this peripheral edema from the effects of increasing left ventricular dysfunction. paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal: eructation, gastro- 

Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: back pain. Gout myalgias, respiratory: 

preexisting severe gastrointestinal narrowing (pathologic or trogen) There have been rare reports of obstructive symptoms in coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis, special senses: abnormal lacrimation, abnor- 

patients with known strictures in association with the ingestion of PROCARDIA XL. mal vision, taste perversion, tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia. 

eee Rare, usually transient, but occasionally significant elevations of enzymes ‘such as alkaline phosphatase, CPK, ‘Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or 

LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some. medications. 

‘These laboratory abnormalities have rarely been associated with clinical symptoms; however, cholestasis with or without jaundice The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials, marketing 

has been reported. A small (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding. 

‘was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell ‘outside the normal range. In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in. which adverse reactions were reported sponta~ 

Rare instances of allergic hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust- 

acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi- ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con- 

tant diuretic therapy, and slightly decreased in patients receiving concomitant diuretics. trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placeno incidence); flushing, heat sensa- 

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have demon- tion (25%, compared to 8% placebo incidence): headache (23%, compared to 20% placebo incidence); weakness (12%, com- 

strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%, 

patients. This is thought to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance compared to 3% placebo incidence); peripheral edema (7%, compared to 1% placebo incidence); nervousness, mood changes 

tor these findings has been demonstrated. (7%, compared to 4% placebo incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing 

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between nifedipine (6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 

administration and positivity of this laboratory test, including hemolysis, could not be determined. ‘There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had vasospastic or 

‘Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial effect in resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common 

certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic tenal adverse events were similar in nature to those seen with PROCARDIA XL. 

insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some. In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the disease in 

Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Procardia cap- these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction 

sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual- ‘occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. Ventricular arrhythmias or con- 

ly well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of duction disturbances each occurred in fewer than 0.5% of patients. 

‘congestive heart failure, severe hypotension, or exacerbation of angina. In a subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and incidence of 

‘Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval- adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS.) 

uate the antianginal effectiveness of this combination. Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light- 

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average headecness, panelist edema, headache or flushing each occurred in one in eight patients. Hypotension occurred in about one in 

increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary artery disease. Inan 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or symptoms: of congestive heart failure 

uncontrolled study of over two hundred patients with congestive heart failure during which digoxin blood levels were not mea- each occurred in about one patient in 15. Atrial or ventricular oe each occurred in about one patient in 150. 

‘sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, it is rec- In post-marketing experience, there have been rare reports of exfoliative dermatitis: caused by nifedipine. 

‘ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or 
under-digitalization. More detailed professional information available on request. Revised July 1990
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™ PROCARDIA XL® (nifedipine) lowers elevated blood pressure (BP), 

whether baseline elevations are mild to moderate,! or severe” 

; ™ Whatever the level of baseline elevation, you can depend on 
an appropriate, 24-hour measured response?’ 
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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 qd 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 >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 ait final visit: 
83447 mg qd. (Data on file.*) 
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Tablets 30mg, 60mg and 90 mg GITS 

Wh Thei line Elevati: i I atever Their Baseline Elevations, Start Your Hypertensive Patients 
: 

on Convenient, Once-a-Day PROCARDIA XL 
@ 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 

™ In hypertension, doses above 120 mg are not recommended 

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

PROCARDIA XL Also Provides 24-Hour Control of Angina‘ 
@ 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 J Hypertens. 1990;3:3185S-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. Bitar N. Usefulness of nifedipine for myocardial ischemia and the nifedipine gastrointestinal therapeutic system. Am J Cardiol. 1989;64:31F-34F. 

Brief Summary Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu- 
PROCARDIA XL® (nifedipine) Extended Release Tablets For Oral Use lants to whom medoine was administered. However, the relationship to nifedipine therapy is uncertain. 
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine. Cimetidine: aaa in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area- 
WARNINGS: Excessive Hypotension: Although in most ange Patients the hypotensive effect of nifedipine is modest and well 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- 
tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine on hepatic 
during initial titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant cytochrome P-450, the enzyme system probably responsible for the first-pass metabolism of nifedipine. If nifedipine therapy is 
beta blockers. initiated in a patient currently receiving cimetidine, cautious titration is advised. 
Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine together Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two years and was not 

with a beta-blocking agent who underwent coronary artery bypass surgery an high dose fentanyl anesthesia. The interaction ‘shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 times. 
with nn dose fentanyl. coheere to be due to the combination of nifedipine and a beta blocker, but the possibility that it may occur the maximum recommended human dose. /n vivo’ mutagenicity studies were negative. 

with nifedipine alone, with low doses of fentanyl, in other surgical procedures, or with other narcotic analgesics cannot be ruled Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 times the maximum. 
‘out. In nifedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted 
aware of these potential problems and if the patient's condition permits, sufficient time (at least 36 hours) should be allowed for forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at doses of from 3 to 10 times the maximum. 
nifedipine to be washed out of the body prior to surgery. recommended human dose. In pregnant monkeys, doses 2/3 and twice the maximum recommended human dose resulted in small 

The following information should be taken into account in those patients who are being treated for hypertension as well as placentas and underdeveloped chorionic villl. In rats, doses three times maximum human dose and higher caused prolongation of 
angina: pregnancy. There are no adequate and well controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release 
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe obstructive poor artery ‘Tablets should be used during peony only if the potential benefit justifies the potential risk to the fetus. 
disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets 
‘on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established. in hypertension and angina were included in the evaluation of adverse experiences. All side effects reported during PROCARDIA XL_ 
Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly before beginning Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect 
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximate 10% to about 30% 
‘elated to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa- at the highest dose studied (180 mg). Other common adverse experiences reported in placebo-controlled trials include: headache 
sion has been reported to increase it. (15.8%, compared to 9.8% placebo Incidence fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared 
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi- to 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% 
pine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be placebo incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 
expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve. The folowing adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence 
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain; cardiovascular: pal- 
blood pressure during the initial administration and titration of nifedipine is suggested. Close observation is especially recom- pitations; central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic: pruritus, rash; gastrointesti- 
‘mended for patients already taking medications that are known to lower blood pressure. (See WARNINGS.) ‘nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: arthralgia, leg cramps; respiratory : chest pain 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from (nonspecific), dyspnea; urogenital: impotence, polyuria. 
approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon thought to be associated Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a whole/systemic 
‘with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular : arrhythmia, hypotension, increased angina, 
retention. With patients whose angina or hypertension is complicated by cel heart failure, care should be taken to differ- tachycardia, syncope; central nervous system : anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine, 
entiate this peripheral edema from the effects of increasing left ventricular dysfunction. paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal: eructation, gastro- 
Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with ‘esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: back pain, gout, myalgias; respiratory : 
preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of obstructive symptoms in coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnor- 
fae with known strictures in association with the ingestion of PROCARDIA XL. ‘mal vision, taste perversion, tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia, 
-aboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline phosphatase, CPK, Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or 

LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some. medications. 
‘These laboratory abnormalities have rarely been associated with clinical symptoms; however, cholestasis with or without jaundice The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials, marketing 
has been reported. Asmall (5. 4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding. 
‘was an isolated finding not associated with clinical Symptons and it rarely resulted in values which fell outside the normal range. in multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were reported sponta- 
Rare instances of allergic hepatitis have been reported. in controlled studies, PROCARDIA XL did not adversely affect serum uric neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust- 
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi- ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con- 
tant diuretic therapy, and slightly decreased in patients ean concomitant diuretics. trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placebo incidence); flushing, heat sensa- 

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have demon- tion (25%, compared to 8% placebo incidence); headache (23%, compared to 20% placebo incidence); weakness (12%, com- 
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%, 
patients. This is thought to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance ‘compared to 3% placebo incidence); peripheral cera ‘compared to 1% placebo incidence); nervousness, mood changes 
for these findings has been demonstrated. (7%, compared to 4% placebo incidence); palpitation (7%, compared to 5% placebo mice) dyspnea, cough, and wheezing 

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between nifedipine (6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 
administration and positivity of this laboratory test, including hemolysis, could not be determined. There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had vasospastic or 

Although nifedipine has been used Sey in patients with renal dysfunction and has been reported to exert a beneficial effect in fesistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common 
certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic renal adverse events were similar in nature to those seen with PROCARDIA XL. 
insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some. In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the disease in 
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Procardiar cap- these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction 
‘sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual- ‘occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. Ventricular arrhythmias or con- 

ly well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of duction disturbances each occurred in fewer than 0.5% of patients. 
congestive heart failure, severe hypotension, or exacerbation of angina. Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker nerey, ee and incidence of 

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval- adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS.) 
uate the antianginal effectiveness of this combination. Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light- 

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average peas: eral edema, headache or flushing each occurred in one in eight patients. Hypotension occurred in about one in 
increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary artery disease. In an 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or symptoms of congestive heart failure 
uncontrolled study of over two hundred patients with congestive heart failure during which igor blood levels were not mea- each occurred in about one patient in 15. Atrial or ventricular See ‘each occurred in about one patient in 150. 
‘sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, it is rec- In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine. 
commended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or 

under-digitalization, More detailed professional information available on request. Revised July 1990
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*Based on hypertension and angina agents’ use during the 6 months ending June 1993. NPA Plus™, IMS America, Ltd., 1993. 
+ Gastrointestinal Therapeutic System. 
References: 1. Data on ile. 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 treatment. Am J Hypertens. 1990;3(abstract issue, pt 2):114A. 4. Phillips RA, Ardeljan M, Shimabukuro, etal. Effects of nifedipine-GITS on left ventricular mass and left ventricular filling. J Cardiovasc Pharmacol. 
1992;19(suppl 2):$28-S34. 5. Parmley WW, Nesto RW, Singh BN, Deanfield J, Gottlieb SO, the N-CAP Study Group. Attenuation ofthe circadian patterns of myocardial ischemia with nifedipine GITS in patients with chronic stable angina. J Am Coll 
Cardiol, 992:19:1 380-1389. 6. Bittor N. Usefulness of nifedipine for myocardial ischemia and the nifedipine gastrointestinal therapeutic system. Am_J Cardiol. 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: o controlled-release formulation of nifedipine. 
‘Am J Med. 1987;83(suppl 68):10-14. 

Brief Summa Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin 
PROCARDIA 1° (nifedipine) Extended Release Tablets For OralUse anticoagulants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain. 
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine. Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels 
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is (80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 
modest and well tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses 40 mg per day. Ranitidine produced smaller, non-significant increases. The effect may be mediated by the known 
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the first-pass _ 
likely in patients on concomitant beta blockers. metabolism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration 

‘Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine is advised. 
together with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two 
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a beta years and was not shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility ata 
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical dose approximately 30 times the maximum recommended human dose. /n vivo mutagenicity studies were negative. 
procedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated patients where surgery using Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 
high dose fentany! anesthesia is contemplated, the physician should be aware of these potential problems and if the times the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased 
patient's condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the fetal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at 
body prior to surgery. doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the 

The following information should be taken into account in those patients who are being treated for hypertension as ‘maximum recommended human dose resulted in small placentas and Aerie ped chorionic villi. In rats, doses 
well as angina’ three times maximum human dose and higher caused prolongation of pregnancy. There are no adequate and well 
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe controlled studies in pregnant women. PROCARDIA XL® (nifedipine) Extended Release Tablets should be used during 
obstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of pregnancy only if the potential benefit justifies the potential risk to the fetus. 
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended 
effect is not established. Release Tablets in Hee and angina were included in the evaluation of adverse experiences. All side effects 
Beta Blocker Withdrawal: |t is important to taper beta blockers if possible, rather than stopping them abruptly reported during PROCARDIA XL Extended Release Tablet. Ee tabulated independent of their causal relation to 
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with Medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and 
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not fanged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common 
prevent this occurrence and on occasion has been reported to increase it. adverse experiences reported in placebo-controlled trials include: headache (15.8%, compared to 9.8% placebo 
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo 
beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo 
of nifedipine would be expected to be of less benefit to those patients, owing to their fixed impedance to flow across the incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 
aortic valve. The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of Ey cramps, the 
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful incidence of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain; 
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close cardiovascular: palpitations; central nervous system: insomnia, nervousness, paresthesia, somnolence; dermatologic: 
observation is especially recommended for patients already taking medications that are known to lower blood pressure. pruritus, rash; gastrointestinal : abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; muscufoskeletal: 
(See WARNINGS.) arthralgia, leg cramps; respiratory: chest pain (nonspecific), dyspnea; urogenital: impotence, polyuria. 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body asa 
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon whole/systemic : face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular : arrhythmia, 
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left hypotension, increased angina, tachycardia, syncope; central nervous system : anxiety, ataxia, decreased libido, 
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, 
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left urticaria, purpura; gastrointestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight 
ventricular dysfunction. increase; musculoskeletal: back pain, gout, myalgias; respiratory: coughing, epistaxis, upper respiratory tract 
Other: Aswith any other non-deformable material, caution should be used when administering PROCARDIA XL in infection, respiratory disorder, sinusitis; special senses : abnormal lacrimation, abnormal vision, taste perversion, 

patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia. 
obstructive symptoms in patients with known strictures in association with the ingestion of PROCARDIA XL. Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline states or medications. 
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g. open trials, 
cases, but probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms; marketing experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding, 
however, cholestasis with or without jaundice has been reported. A small (5.4%) increase in mean alkaline In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were 
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with feported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of 
Clinical symptoms and it rarely resulted in values which fell outside the normal range. Rare instances of allergic therapy or dosage adjustment. Most were expected consequences of the vasodilator effects of Procardia. Adverse 
hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared 
cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomitant to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%, 
diuretic therapy, and slightly decreased in patients receiving concomitant diuretics. compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (11%, 

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral 
demonstrated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo 
‘some nifedipine patients. This is thought to be a function of inhibition of calcium transport across the platelet incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared to 3% 
membrane. No clinical significance for these findings has been demonstrated. placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had 
nifedipine administration and positivity of this laboratory test, including hemolysis, could not be determined. ‘vasospastic or resistant angina pectoris, and about half had concomitant treatment with Pee blocking 
Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial agents. The relatively common adverse events were similar in nature to those seen with PROCARDIA XL. 

effect in certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre- In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the 
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in disease in these patients. It remains possible, however, that some or many of these events were drug related. 
some. : Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. 
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of patients. 
Procardia® capsules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and 
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See 
combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina. PRECAUTIONS.) 

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness 
studies to evaluate the annie effectiveness of this combination. or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension 

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The ‘occurred in about one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or 
average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary symptoms of congestive heart failure each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each 

artery disease. In an uncontrolled study of over two hundred patients with congestive heart failure during which digoxin ‘occurred in about one patient in 150. 
blood levels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine. 
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. More detailed professional information available on request. Revised October 1992 
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Side effects include peripheral edema, 
which is not associated with fluid retention, 

TRUST THE EXPERIENCE 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 J 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):S28-S34. 4. Sheu WH-H, Swislocki ALM, Hoffman B, 
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Brief Summar Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin 
PROCARDIA XL (nifedipine) Extended Release Tablets For Oral Use anticoagulants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain. 
GONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine. Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels 
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is (80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 
modest and wel! tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses 40mg per day. Ranitidine produced smaller, non-significant increases. The effect may be mediated by the known 
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the first-pass 
likely in patients on concomitant beta blockers. metabolism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration 

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine is advised. 
together with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two 
anesthesia, The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a beta years and was not shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility ata 
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical dose approximately 30 times the maximum recommended human dose. /n vivo mutagenicity studies were negative. 
procedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated patients where surgery using Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 
high dose fentanyl anesthesia is contemplated, the physician should be aware of these potential problems and if the times the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased 
patient's condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the fetal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at 
body prior to surgery. doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the 

The following information should be taken into account in those patients who are being treated for hypertension as maximum recommended human dose resulted in small placentas and underdeveloped chorionic villi. In rats, doses 
well as angina: three times maximum human dose and higher caused prolongation of pregnancy. There are no adequate and well 
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe controlled studies in pregnant women. PROCARDIA XL° (nifedipine) Extended Release Tablets should be used during 
obstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of pregnancy only ifthe potential benefit justifies the potential risk to the fetus. 
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended 
effect is not established Release Tablets in hypertension and angina were included in the evaluation of adverse experiences. All side effects 
Beta Blocker Withdrawal: | is important to taper beta blockers if possible, rather than stopping them abruptly reported during PROCARDIA XL Extended Release Tablet therapy were tabulated independent of their causal relation to 
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and 
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not ranged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common 
pera this occurrence and on occasion has been reported to increase it. adverse experiences reported in placebo-controlled trials include: headache (15.8%, compared to 9.8% placebo 
ongestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo 

beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo 
of nifedipine would be expected to be of less benefit to those patients, owing to their fixed impedance to flow across the incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 
aortic valve. The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the 
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful incidence of these side effects was similar to that of placebo alone: bodyas a whole/systemic: asthenia, flushing, pain; 
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close cardiovascular : palpitations, central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic: 
‘observation is especially recommended for patients already taking medications that are known to lower blood pressure. pruritus, rash; gastrointestinal : abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: 
(See WARNINGS.) . arthralgia, leg cramps; respiratory : chest pain (nonspecific), dyspnea; urogenital : impotence, polyuria. 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: bodyasa 
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon whole/systemic: face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arrhythmia, 
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left hypotension, increased angina, tachycardia, syncope; central nervous system: anxiely, ataxia, decreased libido, 
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, 
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left urticaria, purpura; gastrointestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight 
ventricular dysfunction. increase; musculoskeletal: back pain, gout, myalgias; respiratory: coughing, epistaxis, upper respiratory tract 
Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in infection, respiratory disorder, sinusitis; special senses : abnormal lacrimation, abnormal vision, taste perversion, 
patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia. 
obstructive symptoms in patients with known strictures in association with the ingestion of PROCARDIA XL. Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline states or medications. 
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials, 
cases, but probable in some. These laboratory abnormalities have rarely been associated with clinical symptoms; marketing experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding, 
however, cholestasis with or without jaundice has been reported. A small (5.4%) increase in mean alkaline In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were 
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with feported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of 
Clinical symptoms and it rarely resulted in values which fell outside the normal range. Rare instances of allergic therapy or dosage adjustment. Most were expected consequences of the vasodilator effects of Procardia. Adverse 
hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared 
cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomitant to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%, 
diuretic therapy, and slightly decreased in patients receiving concomitant diuretics. compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (11%, 

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have ‘compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral 
demonstrated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo 
‘some nifedipine patients. This is thought to be a function of inhibition of calcium transport across the platelet incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared to 3% 
membrane. No clinical significance for these findings has been demonstrated. placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had 
nifedipine administration and positivity of this laboratory test, including hemolysis, could not be determined, vasospastic or resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking 
Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial agents. The relatively common adverse events were similar in nature to those seen with PROCARDIA XL. 

effect in certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre- In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the 
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in disease in these patients. It remains possible, however, that some or many of these events were drug related. 
some. si Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. 
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of patients. 
Procardia® capsules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and 
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See. 
combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina. PRECAUTIONS.) 

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled Ina subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness 
studies to evaluate the antianginal effectiveness of this combination. or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension 

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The occurred in about one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or 
average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary. ‘symptoms of congestive heart failure each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each 
artery disease. In an uncontrolled study of over two hundred patients with congestive heart failure during which digoxin occurred in about one patient in 150. 
blood levels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine. 
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. More detailed professional information available on request. Revised October 1992 
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A ROC XL ( as (nifedipine) extended release 
Tablets 30mg, 60mg and 90mg GITS 

rn hg Side effects include peripheral edema, which 
CAMCICGNQ aakne(s ue — is not associated with fluid retention, and headache 

USING THE GITS' In controlled studies of 776 patients with PROCARDIA XL, 
DELIVERY SYSTEM 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. 
+ Gastrointestinal Therapeutic System. 

References: 1. Data on 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 treatment. AmJ Hypertens. 1990;3(abstract issue, pt 2):114A. 4. Phillips RA, Ardeljan M, Shimabukuro S, et al. Effects of nifedipine-GITS on left ventricular mass and lef? ventricular filling. J Cardiovasc Pharmacol. 

1992; 19(suppl 2): $28-S34. 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. Bittar N. Usefulness of nifedipine for myocardial ischemia and the nifedipine gastrointestinal therapeutic system. Am J Cardiol. 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 68):10-14. 

Brief Summary. Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin 
PROCARDIA ae (wouipine) Extended Release Tablets For Oral Use anticoagulants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain. 
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine. Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels 
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is (80%) and area-under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 

modest and well tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses 40 mg per day. Ranitidine produced smaller, en eal cat increases. The effect may be mediated by the known 
have usually occurred during initial titration or at the time of subsequent upward dosage adjustment, and may be more inhibition of cimetidine on hepatic cytochrome P-450, the enzyme system probably responsible for the first-pass 
likely in patients on concomitant beta blockers. metabolism of nifedipine. If nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titration 
Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine is advised. 

together with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentany! Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was administered orally to rats, for two 
anesthesia. The interaction with high dose fentanyl appears to be due to the combination of nifedipine and a beta years and was not shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility ata 
blocker, but the possibility that it may occur with nifedipine alone, with low doses of fentanyl, in other surgical dose approximately 30 times the maximum recommended human dose. /n vivo mutagenicity studies were negative. 
procedures, or with other narcotic analgesics cannot be ruled out. In nifedipine-treated patients where surgery using Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 
high dose fentanyl anesthesia is contemplated, the physician should be aware of these potential problems and if the times the maximum recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased 
patient's condition permits, sufficient time (at least 36 hours) should be allowed for nifedipine to be washed out of the fetal weight, increased stunted forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at 
body prior to surgery. doses of from 3 to 10 times the maximum recommended human dose. In pregnant monkeys, doses 2/3 and twice the 

The following information should be taken into account in those patients who are being treated for hypertension as maximum recommended human dose resulted in small placentas and underdeveloped chorionic villi. In rats, doses 
well as angina: three times maximum human dose and higher caused prolongation of pregnancy. There are no adequate and well 
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe controlled studies in pregnant women. PROCARDIA XL° (nifedipine) Extended Release Tablets should be used during 
obstructive coronary artery disease, have developed well documented increased frequency, duration and/or severity of pregnancy only if the potential benefit justifies the potential risk to the fetus. 
angina or acute myocardial infarction on starting nifedipine or at the time of dosage increase. The mechanism of this ‘ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended 
effect is not established. Release Tablets in Hee and angina were included in the evaluation of adverse experiences. All side effects 
Beta Blocker Withdrawal: {tis important to taper beta blockers if possible, rather than stopping them abruptly reported during PROCARDIA XL Extended Release Tablet therapy were tabulated independent oftheir causal relation to 
before beginning nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with medication. The most common side effect reported with PROCARDIA XL was edema which was dose related and 
increased angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not ranged in frequency from approximately 10% to about 30% at the highest dose studied (180 mg). Other common 
prevent this occurrence and on occasion has been reported to increase it. adverse experiences reported in placebo-controlled trials include: headache (15.8%, compared to 9.8% placebo. 
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heat failure ater incidence), fatigue (5.9%, compared to 4.1% placebo incidence), dizziness (4.1%, compared to 4.5% placebo 
beginning nifedipine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9% placebo 
of nifedipine would be expected to be of less benefit to those patients, owing to their fixed impedance to flow across the incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients. 
aortic valve. The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the 
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful incidence of these side effects was similar to that of placebo alone: body as a whole/systemic:: asthenia, flushing, pain; 
monitoring of blood pressure during the initial administration and titration of nifedipine is suggested. Close cardiovascular: palpitations; central nervous system : insomnia, nervousness, paresthesia, somnolence; dermatologic: 
observation is especially recommended for patients already taking medications that are known to lower blood pressure. pruritus, rash; gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; musculoskeletal: 
(See WARNINGS.) arthralgia, leg cramps; respiratory: chest pain (nonspecific), dyspnea; urogenital: impotence, polyuria 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a 
ranging from approximately 10% to about 30% at the highest dose studied (180 mg). It isa localized phenomenon whole/systemic : face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arrhythmia, 
thought to be associated with vasodilation of dependent arterioles and small blood vessels and not due to left hypotension, increased angina, tachycardia, syncope; central nervous system: anxiety, ataxia, decreased libido, 
ventricular dysfunction or generalized fluid retention. With patients whose angina or hypertension is complicated by depression, hypertonia, hypoesthesia, migraine, paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, 
congestive heart failure, care should be taken to differentiate this peripheral edema from the effects of increasing left urticaria, purpura; gastrointestinal: eructation, gastro-esophageal reflux, gum hyperplasia, melena, vomiting, weight 
ventricular dysfunction. r increase; musculoskeletal: back pain, gout, myalgias; respiratory : coughing, epistaxis, upper respiratory tract 
Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnormal vision, taste perversion, 
patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia 
‘obstructive symptoms in patients with known strictures in association with the ingestion of PROCARDIA XL. Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline states or medications. 
phosphatase, CPK, LDH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most The following adverse experiences, reported in less than 1% of patients, occurred under conditions (e.g., open trials, 
cases, but proable in some. These laboratory abnormalities have rarely been associated with clinical symptoms: marketing experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding. 
however, cholestasis with or without jaundice has been reported. A small (5.4%) increase in mean alkaline In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were 
phosphatase was noted in patients treated with PROCARDIA XL. This was an isolated finding not associated with reported spontaneously, adverse effects were frequent but generally not serious and rarely required discontinuation of 
Clinical symptoms and it rarely resulted in values which fell outside the normal range. Rare instances of allergic therapy or dosage adjustment. Most were expected consequences of the vasodilator effects of Procardia. Adverse 
hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric acid, glucose, or experiences reported in placebo-controlled trials include: dizziness, lightheadedness, and giddiness (27%, compared 
cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomitant to 15% placebo incidence); flushing, heat sensation (25%, compared to 8% placebo incidence); headache (23%, 

diuretic therapy, and slightly decreased in patients receiving concomitant diuretics. compared to 20% placebo incidence); weakness (12%, compared to 10% placebo incidence); nausea, heartburn (11%, 
Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have compared to 8% placebo incidence); muscle cramps, tremor (8%, compared to 3% placebo incidence); peripheral 

demonstrated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in edema (7%, compared to 1% placebo incidence); nervousness, mood changes (7%, compared to 4% placebo 
some nifedipine patients. This is thought to be a function of inhibition of calcium transport across the platelet incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing (6%, compared to 3% 
membrane. No clinical significance for these findings has been demonstrated. placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence). 

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between ‘There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had 
nifedipine administration and positivity of this laboratory test, including hemolysis, could not be determined. vasospastic or resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking 
Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial agents. The relatively common adverse events were similar in nature to those seen with PROCARDIA XL. 

effect in certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre- In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the 
existing chronic renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in disease in these patients. It remains possible, however, that some or many of these events were drug related. 

some Myocardial infarction occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. 
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Ventricular arrhythmias or conduction disturbances each occurred in fewer than 0.5% of patients. 
Procardia® capsules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and Ina subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and 
beta-blocking agents is usually well tolerated but there have been occasional literature reports suggesting that the incidence of adverse experiences was not different from that of the entire group of Procardia treated patients (See 
combination may increase the likelihood of congestive heart failure, severe hypotension, or exacerbation of angina PRECAUTIONS.) 
Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled In subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness 

studies to evaluate the arta ie effectiveness of this combination. or lightheadedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension 
Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The occurred in about one in 20 patients. Syncope occurred in approximately one patient in 250. Myocardial infarction or 

average increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary ‘symptoms of congestive heart failure each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each 
artery disease. In an uncontrolled study of over two hundred patients with congestive heart failure during which digoxin ‘occurred in about one patient in 150. 
blood levels were not measured, digitalis toxicity was not observed. Since there have been isolated reports of patients In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine. 
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. More @etai brat formation available on request. Revised October 1992 
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APPROPRIATE 24-HOUR CONTROL... 
@ PROCARDIA XL lowers elevated blood pressure (BP), whether baseline 

elevations are mild to moderate,' or severe?” 

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