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|  PLENDIL — No significant effect on cardiac 
contractility. No significant effecton 
conductivity. No effect on cardiac output. 
No negative inotropic effect.* 

| PLENDIL — Suitable for a wide range of 
| hypertensive patients, including those with 

hypercholesterolemia, arthritis, diabetes, 
impaired renal function, asthma or COPD. 

| PLENDIL — Few known drug interactions.* 

| PLENDIL — Worldwide experience: More than 
800 million patient days worldwide.’ 

| PLENDIL - One of the least expensive 
dihydropyridine calcium channel blockers 
available today.”* 

The most common unwanted effects are peripheral edema and headache. 

| 24-hour control 

| Li = © 

© Plendi 
cee eS eae 

a a YS Shey | 

| te lo di ine Tablets, 2.5 mg, 
| ) 51mg, 10mg 
! 

cD i ‘ f 14 y the iL eS | LTant Because you consider the whole patient. 
! 
| * In clinical trials in hypertensive patients without clinical evidence of left ventricular dysfunction, no 

symptoms suggestive of a negative inotropic effect were noted; however, none would be expected in 
this population. Although acute hemodynamic studies in a small number of patients with NYHA Class Il 
or Ill heart failure treated with felodipine have not demonstrated negative inotropic effects, safety in | 
patients with heart failure has not been established. q 

{See PRECAUTIONS section of Prescribing Information. ae 

Based on the Average Wholesale Price (AWP) at the recommended starting dosages for each 

product. AWP is from a published price list and does not necessarily represent the actual price to 

pharmacists or consumers. — : 

Please see brief summary of Prescribing Information on the next page. 
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BRIEF SUMMARY Felodipine was not carcinogenic when fed to mice at doses of up to Adverse Placebo 25mg 50mg 100mg  20mg* 
PLENDIL® 138.6 mg/kg/day (28 times’ the maximum recommended human dose Effect N=121 W=7l N=72  N=123  N=50 

(FELODIPINE) EXTENDED-RELEASE TABLETS on a mg/m? basis) for periods of up to 80 weeks in males and 99 Parotid cc 1555 RUROINI Ta 
Before prescribing, please consult full Prescribing Information. weeks in females. i ' Edema -2.5(1.6) 1.4(0.0) 13.9(28) 19.5(24) 36.0(10.0) 

INDICATIONS AND USAGE: PLENDIL* since forthe treatment of ee a ae acetone lonard Fe CHE FENG ATES ee tT 
. . 210 feadache © 12.4 (0.0) 11.3 (14) 11.1 (0.0) 18.7 (4.1) 28.0(18.0) 

hypertension. PLENDIL may be used alone or concomitantly with other mutation assay. No clastogenic potential was seen in vivo in the : 

antihypertensive agents. mouse micronucleus test at oral doses up to 2500 mg/kg (506 times’ muting et A2(00) 28(00) 8.1 (08) 200 (80) 

CONTRAINDICATIONS: PLENDIL is contraindicated in patients who the maximum recommended human dose on a mg/m’ basis) or in vitro aa a (emma ee din 05 15 
are hypersensitive to this product. ina human lymphocyte chromosome aberration assay. . In addition, adverse experiences that Ce aD to L 

A fertility study in which male and female rats were administered percent of patients who received PLENDIL® (Felodipine) in all con- 
PRECAUTIONS: General: Hypotension: Felodipine, like other calcium doses of 3.8, 9.6 or 26.9 mg/kg/day showed no significant effect of trolled clinical studies (listed in order of decreasing severity within 

antagonists, may occasionally precipitate significant hypotension and felodipine on reproductive performance. each category) and serious adverse events that occurred at a lower 

rarely syncope. It may lead to reflex tachycardia which in susceptible Pregnancy: Pregnancy Category C rate or were found during marketing experience (those lower rate 

individuals may precipitate angina pectoris. (See ADVERSE REACTIONS.) Teratogenic Effects: Studies in pregnant rabbits administered events are in italics) were: Body as a Whole: Facial edema, warm 

Heart Failure: Although acute hemodynamic studies in a small doses of 0.46, 1.2, 23 and 46 mo/kg/day (from 0.4 to 4 times’ the sensation; Cardiovascular: Tachycardia, myocardial infarction, 

number of patients with NYHA Class II or Ill heart failure treated with maximum recommended human dose on a mg/m? basis) showed hypotension, syncope, angina pectoris, arrhythmia; Digestive: 

felodipine have not demonstrated negative inotropic effects, safety digital anomalies consisting of reduction in size and degree of ossifi- Vomiting, dry mouth, flatulence; Hematologic: Anemia; 

in patients with heart failure has not been established. Caution cation of the terminal phalanges in the fetuses. The frequency and Musculoskeletal: Arthralgia, arm pain, knee pain, leg pain, foot pain, 

therefore should be exercised when using PLENDIL in patients with severity of the changes appeared dose-related and were noted even at hip pain, myalgia; Nervous/Psychiatric: Depression, anxiety disorders, 

heart failure or compromised ventricular function, particularly in the lowest dose, These changes have been shown to occur with other insomnia, irritability, nervousness, somnolence; Respiratory: 

combination with a beta blocker. members of the dihydropyridine class and are possibly a result of Bronchitis, influenza, sinusitis, dyspnea, epistaxis, respiratory infection, 

Elderly Patients or Patients with Impaired Liver Function: Patients compromised uterine blood flow. Similar fetal anomalies were not sneezing; Skin: Contusion, erythema, urticaria; Urogenital: Decreased 

over 65 years of age or patients with impaired liver function may lie observed in rats given felodipine. eee) urinary ae a) He ae eee 
elevated plasma concentrations of felodipine and may therefore elodipine, as an immediate release formulation, has also been 

respond to lower doses of PLENDIL. These patients should have their Se rN nia ated studied as monotherapy in 680 patients with hypertension in U.S. 

blood pressure monitored closely during dosage adjustment of the distal phalanges was noted in about 40 percent of the fetuses. and overseas controlled clinical studies. Other adverse experiences 

PLENDIL and should rarely require doses above 10 mg. (See CLINICAL INonteratovenie’ Effects; & proloneation of garturtian with difficult not listed above and with an incidence of 0.5 percent or greater 

PHARMACOLOGY and DOSAGE AND ADMINISTRATION sections of faanand me in reaeeditre Hae Fel a earivinusthatelecalts include: Body as a Whole: Fatigue; Digestive: Gastrointestinal pain; 

complete Prescribing Information.) Werecheenediiats FRE doses of 96 Tehgay (G times Musculoskeletal: Arthritis, local weakness, neck pain, shoulder pain, 

Peripheral Edema: Peripheral edema, generally mild and not asso- the maximum human dose on a mg/m? basis) and above. ankle pain; Nervous/Psychiatric: Tremor, Respiratory: Rhinitis; Skin: 
ciated with generalized fluid retention, was the most common adverse Sionicantenlarsement ui liemieiainirlands inlesessor te Hyperhidrosis, pruritus; Special Senses: Blurred vision, tinnitus; 
event in the clinical trials. The incidence of peripheral edema was both Feed GHREAEE TEE GREER EOE Wand Gath dees Urogenital: Nocturia. 
dose- and age-dependent. Frequency of peripheral edema ranged Ae aeaae alto 12 mal day (equal to the maximum human Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred 

from about 10 percent in patients under 50 years of age taking 5 mg We ana ranebasih is Hat ed arivinnresnantraboits in <0.5 percent of patients in controlled studies. This condition may 

daily to about 30 percent in those over 60 years of age taking 20 mg igri recessed dire actationerstnilapchan an i an rail be avoided or may regress with improved dental hygiene. (See 

daily. This adverse effect generally occurs within 2-3 weeks of the aint vee itt seg in rats or monkeys. 8 My PRECAUTIONS, Information for Patients.) 

initiation of treatment. i nc i Clinical Laboratory Test Findings 
Information for Patients we at i aceauale an et cooled sulle Dest Serum Electrolytes: No significant effects on serum electrolytes were 

Patients should be instructed to take PLENDIL whole and not to ieee STH tahinethis ie au Pratl tea Ls) at observed during short- and long-term therapy. 

crush or chew the tablets. They should be told that mild gingival the tential hazard to the falls osstle digital annals of the oes No significant effects on fasting serum glucose were 
hyperplasia (gum swelling) has been reported. Good dental hygiene mat and the potential effects ‘i feidinine on labor and delivery, observed in patients treated with PLENDIL in the U.S. controlled study. 

decreases its incidence and severity. and on the mammary glands of pregnant females. : Liver Enzymes: One of two episodes of elevated serum transaminases 

NOTE: As with many other drugs, certain advice to patients being ‘Nursing Mothers decreased once drug was discontinued in clinical studies; no follow-up 

treated with PLENDIL is warranted. This information is intended to itis not known whether this drug is secreted in human milk and was available for the other patient. 

at in the safe and effective use of this medication. It is not a because of the potential for serious adverse reactions from felodipine OVERDOSAGE 
ISOS Of AIL Sn sey nee es in the infant, a decision should be made whether to discontinue i ass je : ; nt 6 C S Oral doses of 240 mg/kg and 264 mg/kg in male and female mice, 

Fe ea celina aT SC nursing or to discontinue the drug, taking into account the importance respectively and 2390 mg/kg and 2250 mg/kg in male and female 

cant effects on the pharmacokinetics of felodipine. The AUC and Cmax See mothe rats, respectively, caused Significant lethalty. “ 

of metoprolol, however, were increased approximately 31 and 38 Safety and effectiveness in children have not been established. fh Ste ML oe een oe ee eee 
percent, respectively. In controlled clinical trials, however, beta . tablets each of atenolol and spironolactone and 20 tablets of nitrazepam. 

blockers including metoprolol were concurrently administered with ADVERSE REACTIONS The patient's blood pressure and heart rate were normal on admission 
felodipine and were well tolerated. In controlled studies in the United States and overseas approxi- to hospital; he subsequently recovered without significant sequelae. 

Cimetidine: \n healthy subjects pharmacokinetic studies showed mately 3000 patients were treated with felodipine as either the Overdosage might be expected to cause excessive peripheral 
an approximately 50 percent increase in the area under the plasma extended-release or the immediate-release formulation. vasodilation with marked hypotension and possibly bradycardia. 
concentration time curve (AUC) as well as the Cmax of felodipine The most common clinical adverse experiences reported with If severe hypotension occurs, symptomatic treatment should be 

when given concomitantly with cimetidine. It is anticipated that a PLENDIL® (Felodipine) administered as monotherapy in all settings instituted. The patient should be placed supine with the legs elevated. 

Clinically significant interaction may occur in some hypertensive and with all dosage forms of felodipine were peripheral edema and The administration of intravenous fluids may be useful to treat 

patients. Therefore, it is recommended that low doses of PLENDIL be headache. Peripheral edema was generally mild, but it was age- and hypotension due to overdosage with calcium antagonists. In case of 

used when given concomitantly with cimetidine. dose-related and resulted in discontinuation of therapy in about 4 accompanying bradycardia, atropine (0.5-1 mg) should be adminis- 

Digoxin: When given concomitantly with felodipine the peak plasma percent of the enrolled patients. Discontinuation of therapy due to tered intravenously. Sympathomimetic drugs may also be given if the 
concentration of digoxin was significantly increased. There was, any clinical adverse experience occurred in about 9 percent of the physician feels they are warranted. 
however, no significant change in the AUC of digoxin. patients receiving PLENDIL, principally for peripheral edema, It has not been established whether felodipine can be removed 
Anticonvulsants: In a pharmacokinetic study, maximum plasma headache, or flushing. from the circulation by hemodialysis. 

concentrations of felodipine were considerably lower in epileptic Adverse experiences that occurred with an incidence of 1.5 percent or DOSAGE AND ADMINISTRATION 
patients on long-term anticonvulsant therapy (e.g., phenytoin, greater during monotherapy with PLENDIL without regard to causality are The recommended starting dose is 5 mg once a day. Depending on 
carbamazepine, or phenobarbital) than in healthy volunteers. In such compared to placebo in the table below. Arcenatenesnes tee ca iS d ae eos We tr 
patients, the mean area under the felodipine plasma concentration Percent of Patients with Adverse Effects in Controlled ne ae to 10 Danse 4 fe Ai ‘i oe Should ve = 
time curve was also reduced to approximately six percent of that Trials of PLENDIL as Monotherapy aay tin ae a Stent e he Th : a tar . 
observed in healthy volunteers. Since a clinically significant interaction (incidence of discontinuations shown in parentheses) ae S10 mg ae tail, amen ae Fae Ae 10 me 

ee tive antihypertensive therapy should be Adverse Effect PLENDIL % Placebo % showed an increased blood pressure response but a large increase in 

Other Ci ‘tant The In health h N= 730 N= 283 the rate of peripheral edema and other vasodilatory adverse events (see 
eier, Concomitant Therapy, niealny Subir Mere Mv 0) ee i ea a ee EST ADVERSE REACTIONS). Modification of the recommended dosage is 

clinically significant interactions when felodipine was given Peripheral Edema 22.3 (4.2) 3.5 usually not required in patients with renal impairment. 
concomitantly with indomethacin or spironolactone. Headache 18.6 (2.1) 10.6 ‘ 

ss . PLENDIL should be swallowed whole and not crushed or chewed. 
Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmaco- Flushing 64 (1.0) ll Use in the Elderly or Patients with Impaired Liver Function: 

‘netics and Metabolism section of complete Prescribing Information. Dizziness 58 (0.8) 32 Paeaeoerte iu) te one : i th eae vee 

Carcinogenesis, Mutagenesis, Impairment of Fertility linger Recoiraty tients over 65 years of age or patients with impaired liver function, 
‘ REE KESpIaLONy because they may develop higher plasma concentrations of felodipine, In a two-year carcinogenicity study in rats fed felodipine at doses of Infection 55 (01) ih should’ haves their bloat raamatarediclusely durmenlasate 

7.7, 23.1 or 69.3 mg/kg/day (up to 28 times’ the maximum recom- asthenia 47 (01) 28 a ‘ an G PRECAUTIONS) "i o ae fF ie cae 

mended human dose on a mg/m? basis), a dose-related increase in Cough 29 (0.0) 04 io aa Id not b considered these Sg “ erat 
the incidence of benign interstitial cell tumors of the testes (Leydig cell P, a 95 (Ol 18 mie SHouldi nos De considereuan tese panes 
tumors) was observed in treated male rats. These tumors were not alestlesia S(O) 
observed in a similar study in mice at doses up to 138.6 mg/kg/day (28 Dyspepsia 23° (0.0) 14 Dist. by: 
oe the maximum recommended human dose on a mg/m? basis). fee Pain a ca Tt ‘ M 
elodipine, at the doses employed in the two-year rat study, has lausea . R . 

been shown to lower testicular testosterone and to produce a mee Cramps i te 1 iA A STRA ERCK 
corresponding increase in serum luteinizing hormone in rats. The alpitation if . 25) iu 

lend e| tumor development is possibly secondary to these hormonal Abdominal Pain 18 (0.3) ll Vane Cus 
effects which have not been observed in man. Constipation 16 (0.1) LL ‘ 

In this same rat study a dose-related increase in the incidence of Diarrhea 16 (0.1) 11 Ee error 
focal Sry cell eee compared to control was aera Pharyngitis 1.6 (0.0) 04 feferance : 

the esophageal groove of male and female rats in all dose groups. No i I Si 
other drug-tlated esophageal or gastric pathology was observed in Sines tear it 1, Data on file (DA-PLN9), Astra Merck Inc. 
the rats or with chronic administration in mice and dogs. The latter Rash 15 (01) ll 2. Medi-Span, Inc., November 1994. 
species, like man, has no anatomical structure comparable to the 
esophageal groove. In the two dose response studies using PLENDIL as monotherapy, 

the following table describes the incidence (percent) of adverse 
Registered trademark of AB Astra experiences that were dose-related. The incidence of discontinuations COPYRIGHT © Astra Merck Inc., 1995. All rights reserved. 

Based on patient weight of 50 kg due to these adverse experiences are shown in parentheses. August 1994 PLEOS
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* In clinical trials in hypertensive patients without clinical evidence of left ' 

ventricular dysfunction, no symptoms suggestive of a negative inotropic effect 

were noted; however, none would be expected in this population. Although 

acute hemodynamic studies in a small number of patients with NYHA Class II f a > 

or Ill heart failure treated with felodipine have not demonstrated negative 

inotropic effects, safety in patients with heart failure has not been established. 

+See PRECAUTIONS section of Prescribing Information. ReEcCaLisi yu cONnside Oe 

Based on the Average Wholesale Price (AWP) at the recommended starting ea * 5 

dosages for each product. AWP is from a published price list and does not WnOl€ Patient. 

necessarily represent the actual price to pharmacists or consumers. 

Please see brief summary of Prescribing Information on the next page. at 
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BRIEF SUMMARY Felodipine was not carcinogenic when fed to mice at doses of up to Adverse Placebo 25mg 50mg 100mg  20mg* 
PLENDIL® 138.6 mg/kg/day (28 times’ the maximum recommended human dose Effect N=l2) N=71 N=72 N=123 N=50 

(FELODIPINE) EXTENDED-RELEASE TABLETS on a mg/m? basis) for periods of up to 80 weeks in males and 99 iii Waa Ee ee eee 
Before prescribing, please consult full Prescribing Information. en ite te Ree ar ON eee Edema 4 18 ‘ oy w CF 4 : al a 

. elodipine did not display any mutagenic activity in vitro in the Palpitation (0.8) 1.4 (0.0) 0.0 (0.0) 0 (8.0) 
INDICATIONS AND USAGE: PLENDIL* is indicated for the treatment of ‘Ames microbial mutagenicity test or in the mouse lymphoma forward Weitie 124(00) 11304) 1100) 187141) 28.0118.) 

hypertension. PLENDIL may be used alone or concomitantly with other mutation assay. No clastogenic potential was seen in vivo in the Flushing 0.0 (0.0) 4200) 28100) 81008) 200 (@0) 
antihypertensive agents. mouse micronucleus test at oral doses up to 2500 mg/kg GP times’ sorcaals te manor recone ‘ tally tie ghee 

. i in pati the maximum recommended human dose on a mg/m? basis) or in vitro z fi 
FOR eReIRe hes ie contraindicated inpallents ho in a human lymphocyte chromosome aberration assay. In addition, adverse experiences that occurred in 0.5 up to 1.5 

ji A fertility study in which male and female rats were administered percent of patients who received PLENDIL® (Felodipine) in all con- 
PRECAUTIONS: General: Hypotension: Felodipine, like other calcium doses of 3.8, 9.6 or 26.9 mg/kg/day showed no significant effect of trolled clinical studies (listed in order of decreasing severity within 
antagonists, may occasionally precipitate significant hypotension and felodipine on reproductive performance. each category) and serious adverse events that occurred at a lower 
rarely syncope. It may lead to reflex tachycardia which in susceptible Pregnancy: Pregnancy Category C rate or were foun during mare epee iiss lower rate 
individuals may precipitate angina pectoris. (See ADVERSE REACTIONS.) Teratogenic Effects: Studies in pregnant rabbits administered events are in italics) were: Body as a Whole: ciel exe4, warm 
Heart Failure: Although acute hemodynamic studies in a small doses of 0.46, 1.2, 2.3 and 4.6 mg/kg/day (from 0.4 to 4 times’ the sensation; Cardiovascular: Tachycardia, meee ial b farction, 

number of patients with NYHA Class Il or Ill heart failure treated with maximum recommended human dose on a mg/m? basis) showed hypotension, syncope, ete pectoris, arthythmia; Digestive: 
felodipine have not demonstrated negative inotropic effects, safety digital anomalies consisting of reduction in size and degree of ossifi- Vomiting, dry neat latul ei Lee ee 
in patients with heart failure has not been established. Caution cation of the terminal phalanges in the fetuses. The frequency and Musculoskeletal: Arthralgia, arm pain, knee pain, leg pain, foot pain, 
therefore should be exercised when using PLENDIL in patients with severity of the changes appeared dose-related and were noted even at hip pain, myalgia; Nervous/Psychiatric: Denes, a a 

heart failure or compromised ventricular function, particularly in the lowest dose. These changes have been shown to occur with other ane n Ha Nervousness, somnolence; esnlat aoe 
combination with a beta blocker. a ; members of the dihydropyridine class and are possibly a result of ronchitis, influenza, sinusitis, dyspnea, Sse ieee nu al 

Elderly Patients or Patients with Impaired Liver Function: Patients compromised uterine blood flow. Similar fetal anomalies were not sneezing; Skin: fants, erythema, urticaria; Urogenital: Decrease 
over 65 years of age or patients with impaired liver function may have observed in rats given felodipine. libido, impotence, urinary frequency, urinary urgency, dysuria. 
elevated plasma concentrations of felodipine and may therefore In teratology study in cynomolgus monkeys no reduction in the size Felodipine, as an ined ee dancin, has also i 
respond to lower doses of PLENDIL. These patients should have their of the terminal phalanges was observed but an abnormal position of studied as Monel ay ih y paras i wpertension in U.S. 

HOG Su oelisintea seine noua Tete Ui OS es Sa et sien fen ate 
PHARMACOLOGY. and DOSAGE AND AOMNSTRATON ae if Nonteratogenic Effects: A prolongation of parturtion with difficult include Body as a Whole: Fatigue; Digestive: Castnintetinal pain; 

ete Prescribing Information.) labor and an increased frequency of fetal and early postnatal deaths ‘Musculoskeletal: Arthritis, local weakness neck pain, shoulder pain, 
ee tei riene: areal Wwefe observed in rats administered doses of 0 me/keitay 4 times ankle pain; Nervous/Psychiatric: Tremor, Respiratory: Rhinitis; Skin: 
Se ee ev eam Mie He aU en se A esis a Aendis edn patel Senses: Blired fen tinnitus 

aa th eee ral Teton ee the tS ae ee Significant enlargement of the mammary glands in excess of the Urogenital: Nocturia, y : 

cases and a Ae zit rrealenGy if Ai pera eter rahe mtmal enlatgeien! ir Present Falivis was found will doses Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred 
from about 10 it in Ants mnie 0 years of age takin; om greater than or equal to 1.2 mg/kg/day (equal to the maximum human in <0.5 percent of patients in controlled studies, This condition may 
daily to abot 30 yercent i those over 60 z if ri kin; 60 i dose on a mg/m basis). This effect occurred only in pregnant rabbits be avoided or may regress with improved dental hygiene. (See 
CaMV OmINeadtee eet sree ccousrvtin/24 wee gette and regressed during jactation: Similar changes in) the mammary PRECAUTIONS, Information for Patients} 
ination af feather ensue EO a Sey, CS ee rset anes Clinical Laboratory Test Findings : 
Information for Patients ae “ foodie ie a Ae HEE aD che Sat Serum Electrolytes: No significant effects on serum electrolytes were 

rales nd ee RODE i te Espn igs se dean CETRDGSTE SE ac 
Ae i i Gl smell ‘ he en ret Gand aA the potential hazard to the fetus, possible digital anomalies of the observed in mente with PLENDIL in the U.S. controlled study. 
deen ie ae u ei aS if See yelent infant, and the potential effects of felodipine on labor and delivery, Liver Er pi coneai ee televala t 

Cee ee ae EN: and on the mammary glands of pregnant females. VEN ERAS, HDC 0) 189 SDISUES EEVBIER: SEIU C@NSAIINASES 
NOTE: As with many other drugs, certain advice to patients being Nursing Mothers decreased once drug was discontinued in clinical studies; no follow-up 
treated with PLENDIL is warranted. This information is intended to It ee known whether this drug is secreted in human milk and was available for the other patient. 

ae i the av and cle use of iis medatign {tis not a because of the potential for serious adverse reactions from felodipine OVERDOSAGE 
ISOLOSUIE Ol al DOSS Die adverse OF Intended’ erlecls. in the infant, a decision should be made whether to discontinue Oral doses of 240 mg/kg and 264 mg/kg in male and female mice, 

Drug Interactions: Beta-Blocking Agents: A pharmacokinetic study nursing or to discontinue the drug, taking into account the importance respectively and 2390 mg/kg and 2250 mg/kg in male and female 
of felodipine in conjunction with metoprolol demonstrated no signifi- of the drug to the mother. 

nt effects on the pharmacokinetics of felodipine. The AUC and C : Eats eso eh caused Se eee SL 
Sei Teoria Taare Pediatric Use Ina suicide attempt, one patient took 150 mg felodipine together with 15 
SOE, Beh COME CRATING tonic, Safety and effectiveness in children have not been established tablets each of atenolol and spironolactone and 20 tablets of itrazepam percent, respectively. In controlled clinical trials, however, beta The patient's blood i eartat en admission 
blockers including metoprolol were concurrently administered with ADVERSE REACTIONS le patient i 100 ie and hear ae were some on at issiol 

felodipine and were well tolerated. In controlled studies in the United States and overseas approxi- to hospital; he subsequently recovered without significant sequelae. 
Cimetidine: \n healthy subjects pharmacokinetic studies showed mately 3000 patients were treated with felodipine as either the Overdosage might be expected to cause excessive peripheral 

an approximately 50 percent increase in the area under the plasma extended-release or the immediate-release formulation. vasodilation with marked hypotension and possibly bradycardia, 
concentration time curve (AUC) as well as the Cmax of felodipine The most common clinical adverse experiences reported with If severe hypotension occurs, symptomatic treatment should be 
when given concomitantly with cimetidine. It is anticipated that a PLENDIL® (Felodipine) administered as monotherapy in all settings instituted. The patient should be placed supine with the legs elevated. 
clinically significant interaction may occur in some hypertensive and with all dosage forms of felodipine were peripheral edema and The administration of intravenous fluids may be useful to treat 
patients. Therefore, it is recommended that low doses of PLENDIL be headache. Peripheral edema was generally mild, but it was age- and hypotension due to overdosage with calcium antagonists. In case of 
used when given concomitantly with cimetidine. dose-related and resulted in discontinuation of therapy in about 4 accompanying bradycardia, atropine (0.5-1 mg) should be adminis- 
Digoxin: When given concomitantly with felodipine the peak plasma percent of the enrolled patients. Discontinuation of therapy due to tered intravenously. Sympathomimetic drugs may also be given if the 
concentration of digoxin was significantly increased. There was, any clinical adverse experience occurred in about 9 percent of the physician feels they are warranted. : 
however, no significant change in the AUC of digoxin. patients receiving PLENDIL, principally for peripheral edema, It has not been established whether felodipine can be removed 
Anticonvulsants: \n a pharmacokinetic study, maximum plasma headache, or flushing. from the circulation by hemodialysis. 

concentrations of felodipine were considerably lower in epileptic Adverse experiences that occurred with an incidence of 1.5 percent or DOSAGE AND ADMINISTRATION 
patients on long-term anticonvulsant therapy (e.g., phenytoin, greater during monotherapy with PLENDIL without regard to causality are The recommended starting dose is § mg once a day. Depending on 
carbamazepine, or phenobarbital) than in healthy volunteers. In such compared to placebo in the table below. the patient's response the tseee com me een tas mg of 
patients, the mean area under the felodipine plasma concentration- Percent of Patients with Adverse Effects in Controlled increased to 10 mg once a day. These adjustments should occur gen- 

time curve was also reduced to approximately six percent of that Trials of PLENDIL as Monotherapy erally at intervals of nat less than two weeks, The recommended dosage observed in healthy volunteers. Since a clinically significant interaction (incidence of discontinuations shown in parentheses) range is 25-10 mg once daily. In ilincalnalstdasesrannentO mg 

Mey i anal al a ative: antinypertensve therapy should be Adverse Effect + +-PLENDIL% © ~—~Placebo % showed an increased blood pressure response but a large increase in 
SODSIGETER IR MeSe avs N= 730 N= 283 the rate of peripheral edema and other vasodilatory adverse events (see 
ther Concomitant Therapy: In healthy subjects there were no Beir ee LS ae ADVERSE REACTIONS). Modification of the recommended dosage is 

clinically significant interactions when felodipine was given Peripheral Edema 22.3 (4.2) 30 Usually not required in patients with renal impairment. 
concomitantly with indomethacin or spironolactone. Headache 186 (2.1) 106 i 

pit PLENDIL should be swallowed whole and not crushed or chewed. 
Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmaco- Flushing 6.4 (1.0) dl Use in the Elderly or Patients with Impaired Liver Function: 

lpeties and Metabolism section of complete Preseibing Information. Dizziness 58 (0.8) 32 Patients over 65 years of age or patients with impaired liver function, 
Carcinogenesis, Mutagenesis, Impairment of Fertility Upper Respiratory because they may develop higher plasma concentrations of felodipine, In a two-year carcinogenicity study in rats fed felodipine at doses of Infection 55 (0.1) 1 should have their sblond|presstreunanitared closely dune dosage 
7.7, 23.1 or 69.3 mg/kg/day (up to 28 times’ the maximum recom- . ‘ 0 pI ly during dosag 

" f Asthenia 47 (0.1) 28 adjustment (see PRECAUTIONS). In general, doses above 
Imended huyran dose (ona me/m basis) a dose lated novee se Cough 2.9 (0.0) 04 10 mg should not be considered in these patients. 
the incidence of benign interstitial cell tumors of the testes (Leydig cell P. a 25 (01) 18 6 p 
tumors) was observed in treated male rats. These tumors were not afestnesta : ‘ i s 
observed ina similar study in mice at doses up to 138.6 mg/kg/day (28 Dyspepsia 23° (0.0) 14 Dist. by: 
times’ the maximum recommended human dose on a mg/m? basis). Chest Pain 21 (0.1) 14 
Felodipine, at the doses employed in the two-year rat study, has Nausea 1.9 (0.8) ll A STRA M ERCK 
been shown to lower testicular testosterone and to auc a ee Cramps 1 ny HM i d 

corresponding increase in serum luteinizing hormone in rats. The alpitation .5) 

Leydig cell humo, etomet pest secondary to these hormonal Abdominal Pain 18 (0.3) ll See 
effects which have not been observed in man. Constipation 16 (0.1) nt ‘ 

In this same rat study a dose-related increase in the incidence of Diarrhea 16 (0.1) 1 ae Soe ere 
focal squamous cell hypatiasia soi para to control was observed in Pharyngitis 1.6 (0.0) 0.4 ataronces: - 
the esophageal groove of male and female rats in all dose groups. No 1.6 (0.0) 0.0 i 
other drug-related esophageal or gastric pathology was observed in eee 16 a LL 1. Data on file (DA-PLNS), Astra Merck Inc. 
the rats or with chronic administration in mice and dogs. The latter Rash 15 (Ql) ll 2. Medi-Span, Inc., November 1994, 
species, like man, has no anatomical structure comparable to the ke ‘ 
esophageal groove. In the two dose response studies using PLENDIL as monotherapy, 

the following table describes the incidence (percent) of adverse 
AReglstered (ratlemark of AB/Astia experiences that were dose-related. The incidence of discontinuations COPYRIGHT © Astra Merck Inc., 1995. All rights reserved. 
+Based on patient weight of 50 kg due to these adverse experiences are shown in parentheses, ‘August 1994 PLEOG
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*In clinical trials in hypertensive patients without clinical evidence of left 

ventricular dysfunction, no symptoms suggestive of a negative inotropic effect 

were noted; however, none would be expected in this population. Although S 

acute hemodynamic studies in a small number of patients with NYHA Class II 

or Ill heart failure treated with felodipine have not demonstrated negative 

inotropic effects, safety in patients with heart failure has not been established. 

{See PRECAUTIONS section of full Prescribing Information. 

Based on the Average Wholesale Price (AWP) at the recommended starting 

dosages for each product. AWP is from a published price list and does not 

necessarily represent the actual price to pharmacists or consumers. o 

Please see brief summary of Prescribing Information on the next page. a4 ; 7 
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F h t t ti ts Starting dose: 5 mg once a day. 
or yper ensive pa ien 2.5 mg once a day for patients over 65 and 

o le ie patients with liver impairment. 

with concomitant disorders. most commonly dispensed dose: 
5 mg once a day. 

Recommended dosage range: 
24-hour control b, a 2.5 mg to 10 mg once a day. 

) Pl] = I / es PLENDIL should be swallowed whole and not 
= n ad I / € crushed or chewed. 

ea EE oe ra = References: 
8 ae fe lo di in e@ Tablets, 2.5 mg, jaa 1. Data on file, DA-PLN9. 

51mg, 10mg : 7 2. Medi-Span, Inc., June 1995. 
* * 3. IMS NPA Plus™ May 1995 prescription data; 

Because you consider the whole patient. Data on fle, DA-PLNS. 
ee EEE 

Carcinogenesis, Mutagenesis, Impairment of Fertility Percent of Patients with Adverse Events in Controlled Trials* 
In a two-year carcinogenicity study in rats fed felodipine at doses of of PLENDIL (N=861) as Monotherapy without Regard to Causality 

NEW LABELING 1.7, 23.1 or 69.3 me/ke/day (up to 28 times’ the maximum recom- (ncidence of discontinuations shown in parentheses) 
mended human dose on a mg/m’ basis), a dose-related increase in __ 
the incidence of benign interstitial cell tumors of the testes (Leydig cell Body System Placebo 25mg 5m 10 mg 

BRIEF SUMMARY tumors) was observed in treated male rats. These tumors were not Adverse Events N=334_N=255N=581__—N=408 
observed in a similar study in mice at doses up to 138.6 mg/kg/day (28 Body as a Whole 

PLENDIL® (revoovpine) extennen-ReLease TABLETS times’ the maximum recommended human dose on a mg/m ass). Peripheral Edema 33(0.0) 20(00) 88(22) 17.4125) 
‘ Felodipine, at the doses employed in the two-year rat study, has Asthenia 3.3(0.0) 3.9(0.0) 3310.0) 2.2 (0.0) 

Before prescribing, please consult full Prescribing Information. been shown to lower testicular testosterone and to produce a Warm Sensation 0.0(0.0) 0.0(0.0) 0.90.2) 1.5 (0.0) 
7 i corresponding increase in serum luteinizing hormone in rats. The 7 

ee eer Leydig cell tumor development is possibly secondary to these hormonal sole ee tien nteIT ase TSU 
PRECAUTIONS: General: Hypotension: May occasionally precipitate sig- effects which have not been observed in man. eM) eles : : 3 
nificant hypotension and rarely syncope. May lead to reflex tachycardia In this same rat study a dose-related increase in the incidence of Digestive 
which in susceptible individuals may precipitate angina pectoris. (See focal squamous cell hyperplasia compared to control was observed in Nausea 15(08) 1.2(0.0) 1.7 (03) 1.0 (0.7) 
ADVERSE REACTIONS.) the esophageal groove of male and female rats in all dose groups. No Dyspepsia 12 (0.0) 3910.0) 0.7 (0.0) 0.5(0.0) 

Heart Failure: Although acute hemodynamic studies in a small other drug-related esophageal or gastric pathology was observed in Constipation 0.9(0.0) 1.2 (0.0) 0.3(0.0) 1.5 (0.2) 
number of patients with NYHA Class Il or III heart failure treated with the rats or with chronic administration in mice and dogs. The latter Nervous 
felodipine have not demonstrated negative inotropic effects, safety species, like man, has no anatomical structure comparable to the Headache 10.2(0.9) 10.6 (0.4) 11.0 (1.7) 14.7 (2.0) 
in patients with heart failure has not been established. Caution esophageal groove. Dizziness 27 (0.3) 2.7 (0.0) 3.6(0.5) 3.7 (0.5) 
therefore should be exercised when using PLENDIL* in patients with Felodipine was not carcinogenic when fed to mice at doses of up to Paresthesia 15 (0.3) 1.6(0.0) 1.2(0.0) 1.2 (0.2) 
heart failure or compromised ventricular function, particularly in 138.6 mg/kg/day (28 times’ the maximum recommended human dose Respiratory 

combination with a beta blocker. ‘on a mg/m? basis) for periods of up to 80 weeks in males and 99 weeks Upper Respiratory 
Elderly Patients or Patients with Impaired Liver Function: Patients in females. Infection 1.8(0.0) 3.9(0.0) 1.90.0) 0.7 (0.0) 

aver 65 years of age or patients with impaired liver function may have Felodipine did not display any mutagenic activity in vitroin the Ames Cough 03(0.0) 08(00) 1.2(0.0) 1.7(0.0) 
elevated plasma concentrations of felodipine and may respond to microbial mutagenicity test or in the mouse lymphoma forward muta- Rhinorthea 0.0(0.0) 1.6 (0.0) 0.2(0.0) 0.2 (0.0) 
lower doses of PLENDIL, therefore a starting dose of 2.5 mg once a day tion assay. No clastogenic potential was seen in vivo in the mouse Sneezing 0.0(0.0) 1.6(0.0) 0.00.0) 0.00.0) 
Ra ie Le Seen imicronucleus test at oral doses up to 2500 mg/kg (506 times’ the Skin 

. Maximum recommended human dose on a mg/m* basis) or in vitro in Rash 0.9(0.0) 2.0(0.0) 0.2(0.0) 0.2 (0.0) 
EA-PARVAGILOY an DOSAGE AND ADMINISTRATOR scons thay mgs came aerator 03 fishing —-=«=«0903) 49100) 8310) SOUL) 

‘i A fertility study in which male and female rats were administered * ‘an titratit have d th 
Peripheral Edema: Peripheral edema, generally mild and not associ- doses of 3.8, 9.6 or 26.9 mg/kg/day showed no significant effect of Patients in titration studies may have been exposed to more than 
ated with generalized fluid retention, was the most common adverse felodipine on reproductive performance. one dose level of PLENDIL® (Felodipine). 

event in the clinical trials. The incidence of peripheral edema was both Pregnancy: Pregnancy Category C Adverse events that occurred in 0.5 up to 1.5 percent of patients who 
dose- and age-dependent. Frequency of peripheral edema ranged from There are no adequate and well-controlled studies in pregnant received PLENDIL in all controlled clinical trials at the recommended 
cat 1 peat ' bales une Sai - sane mee women. If felodipine is used during pregnancy, or if the patient dosage range of 2.5 mg to 10 mg once a day and serious adverse events 

This ia en . se a veals eat ma et a becomes pregnant while taking this drug, she should be apprised of that occurred at a lower rate or events reported during marketing experi- 
fH “ a fT ee t BOneCaNY OCOUTS, WADI Aas WeENS TOI UIE the potential hazard to the fetus, possible digital anomalies of the enice (those lower rate events are in italics) are listed below. These events 
eee fe ie infant, and the potential effects of felodipine on labor and delivery, are listed in order of decreasing severity within each category andthe rela- 
Take PLENDIL tablets whole; do not crush or chew, Patients should SETA of pregnant females. (See FULL PRE- toned teers 2 atnigstam os neater 0) 

be told that mild gingival hyperplasia (gum swelling) has been report- Mursiie Mothers UO ageless a Mie aU ue ga ey Ae 
ed. Good dental hygiene decreases its incidence and severity. itis , it known whether this drug: i fediinth ilk and Myocardial infarction, hypotension, syncope, angina pectoris, arrhythmia, 

anh 2 el g IS secreted in human mulK. ant tachycardia, premature beats; Digestive: Abdominal pain, diarrhea, 
Drug Interactions: Beta-Blocking Agents: A pharmacokinetic study of because of the potential for serious adverse reactions from felodipine iti i i poe Tela vomiting, dry mouth, flatulence, acid regurgitation; Hematologic: felodipine in conjunction with metoprolol demonstrated no significant in the infant, a decision should be made whether to discontinue Ml 5 
effects on the pharmacokinetics of felodipine, The AUC and Cmax of nursing orto discontinue the drug, taking into account the importance Anemia; Metabolic: ALT (SGPT) increased; Musculoskeletal: Arthralgia, 
metoprolol, however, were increased approximately 31 and 38 of the drug to the mother : back pain, leg pain, foot pain, muscle cramps, myalgia, arm pain, knee 
percent, respectively. In controlled clinical trials, however, beta block- Pediatric Use ‘ ae iy a ee HS eon amy 
ers including metoprolol were concurrently administered with felodip- i isorders, irritability, nervousness, somnolence, decreased libido; 
ine and were well tolerated. ae) Ue ees OTe ays Ook Des etal Sea Respiratory: Dyspnea, pharyngitis, bronchitis, influenza, sinusitis, 

Cimetidine: \n healthy subjects pharmacokinetic studies showed an ADVERSE REACTIONS: In controlled studies in the United States and epistaxis, respiratory infection; Skin: Contusion, erythema, urticaria; 
approximately 50 percent increase in the area under the plasma con- overseas approximately 3000 patients were treated with felodipine as Special Senses: Visual disturbances; Urogenital: Impotence, urinary fre- 
centration time curve (AUC) as well as the Cmax of felodipine when either the extended-release or the immediate-release formulation. quency, urinary urgency, dysuria, polyuria 
given concomitantly with cimetidine. It is anticipated that a clini- The most common clinical adverse events reported with Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred 

cally significant interaction may occur in some hypertensive patients. PLENDIL® (Felodipine) administered as monotherapy at the recom- in <0.5 percent of patients in controlled studies, This condition may 
Therefore, it is recommended that low doses of PLENDIL be used when mended dosage range of 2.5 mg to 10 mg once a day were peripheral i i : be avoided or may regress with improved dental hygiene. (See 
given concomitantly with cimetidine. edema and rercaet ani cen ms sally nie it PRECAUTIONS, Information for Patients section.) 

Digoxin: When given concomitantly with PLENDIL the pharmacoki- was age- and dose-related and resulted in discontinuation of therapy (Glitical Laboratory Test Fladings 
netics of digoxin in patients with heart failure were not significantly in about 3 percent of the enrolled patients. Discontinuation of therapy Seri Fectrobtes: No senteant effects on serum electrolytes were 

altered. due to any clinical adverse event occurred in about 6 percent of the observed during short- and long-term therapy. (See CLINICAL PHARMA- 

Anticonvulsants: \n a pharmacokinetic study, maximum plasma con- palais ee PLENDIL, principally for peripheral edema, COLOGY, Renai/Endocrine Effects section of full Prescribing 
centrations of felodipine were considerably lower in epileptic patients on alate OU UNSINne < f Information.) 
long-term anticonvulsant therapy (e.g., phenytoin, carbamazepine, or Adverse events that occurred with an incidence of 1.5 percent or Serum Glucose: No significant effects on fasting serum glucose were 
phenobarbital) than in healthy volunteers. In such patients, the mean greater at any of the recommended doses of 2.5 mg to 10 mg once a observed in patients treated with PLENDIL in the U.S. controlled study. 

area under the felodipine plasma concentration-time curve was also day (PLENDIL, N=861; Placebo, N=334), without regard to causality, Liver Enzymes: One of two episodes of elevated serum transaminases 
reduced to approximately six percent of that observed in healthy volun- are compared to placebo and are listed by dose in the table below. decreased once drug was discontinued in clinical studies; no follow-up 
teers. Since a clinically significant interaction may be anticipated, alter- These events are reported from controlled clinical trials with patients was available for the other patient. 
native antihypertensive therapy should be considered in these patients. who were randomized to a fixed dose of PLENDIL or titrated from an 

Other Concomitant Therapy: \n healthy subjects there were no initial dose of 2.5 mg or 5 mg once a day. A dose of 20 mg once a day 
Clinically significant interactions when felodipine was given has been evaluated in some clinical studies, Although the antihyper- Distributed by 
concomitantly with indomethacin or spironolactone. tensive effect of PLENDIL is increased at 20 mg once a day, there is a ene 
Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmaco- disproportionate increase in adverse events, especially those ASTRA MERCK 

‘inetics and Metabolism section of full Prescribing Information. associated with vasodilatory effects (see DOSAGE AND ADMINISTRATION). y, — Wayne, PA 19087, USA 

+ Rook Manufactured by: Merck & Co., Inc. Registered trademark of Astra AB. West Point, PA 19486, USA 
Based on patient weight of 50 kg 

COPYRIGHT © Astra Merck Inc., 1995. All rights reserved. July 1995 PLNO8
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