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5 In hypertension 

f PLENDIL — dose for dose,” offers an efficacy e PLENDIL — a long-acting calcium channel blocker 
“profile comparable to Norvasc® (amlodipine with an elimination half-life of 27.5 hours 

besylate).' in elderly patients. 

, °+ PLENDIL — an excellent cardiac profile e PLENDIL — offers drug acquisition cost savings 
(no significant effect on cardiac contractility of 25% over Norvasc based on. AWP.S The AWP. 

»' or cardiac conductivity; no effect on may not reflect the actual cost incurred by 
cardiac output).* a patient in the purchase of each product.’ 

The most common unwanted effects are peripheral edema and headache. 

ey PLENDIL is contraindicated in patients who are hypersensitive to this product. 
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f 24-hour control 

- f°) e E a 5 i * ae n i 

, Ree 
| Z / 

y felodipine) Fresca" , 5 mg, 10 mg 

_ * This study did not evaluate the 2.5 mg dose for either product. 

+ In clinical trials in hypertensive patients without clinical evidence of left ventricular dysfunction, no symptoms suggestive of a negative inotropic effect were noted; however, 
mone would be expected in this population. Although 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. 

4, The clinical significance has not been established. 

' § Average Wholesale Price (AWP) at the recommended starting dosages for each product. 

oe Medi-Span, Inc. July 1998 

Plendil is a registered trademark of Astra AB. Norvasc is a registered trademark of Pfizer Inc. 

lease see brief summary of Prescribing Information on the next page. 
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24-hour control Starting dose: 5 mg once a day. 
= BO Ey 2.5 mg once a day for patients over 65 

P ig or those with liver impairment. 

[ , Most commonly dispensed dose*: 
(GRE ee ay ; >! 5 mg once a day. 

fe | di F Tablets, 2.5 mg ‘ell TUT Recommended dosage range: 
yy Le fi Bialik 

6. 0 IpIné, 5 mg, 10 mg / % 2.5 mg to 10 mg once a day. 

e PLENDIL should be swallowed whole and not 
The more you know, the better it looks. crushed or chewed. 
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BRIEF SUMMARY 23.1 or 69.3 mg/kg/day (up to 28 times’ the maximum recommended Percent of Patients with Adverse Events in Controlled Trials* 
®@ human dose on a mg/m? basis), a dose-related increase in the incidence of PLENDIL (N=861) as Monotherapy without Regard to Causality 

PLENDIL® (revopipine) ExtENDED-RELEASE TABLETS of benign interstitial cell tumors of the testes (Leydig cel tumors) was (Incidence of discontinuations shown in parentheses) 
observed in treated male rats. These tumors were not observed in a Body System Placebo 2.5mg 5mg 10mg Before prescribing, please consult full Prescribing Information. similar study in mice at doses up to 138.6 malka/day (28 timest the a cane Need Noe oni Neans ‘ 

CONTRAINDICATIONS: Hypersensitivity to this product. maximum recommended human dose on amg/m’ basis).Felodipine, at © RaqvasaWhole#=#=#=#«#«*~2~2~«7«7#«7CSs*éi‘“‘—S~S~S*;S 
5 ; he é the doses employed in the 2-year rat study, has been shown to lower nl 

PRECAUTIONS: General: Hypotension: May occasionally precipitate testicular testosterone and to produce a corresponding increase in Eaiiieal Edema i 5 a Fa ue § 5 
Significant hypotension and, rarely, syncope, May lead to reflex tachy- serum luteinizing hormone in rats, The Leydig celltumor developmentis warm Sensation 0.0 (00) 00(00) 09(02) 15(00) 
Gane ee May precipitate angina pectoris. possibly secondary to these hormonal effects which have not been pot ae we 

observed in man. 
Heart Failure: Although acute hemodynamic studies in a small In this same rat study a dose-related increase in the incidence of focal oe Se ee ies Dslanc 03) 

number of patients with NYHA Class II or Ill heart failure treated with squamous cell hyperplasia compared to control was observed in the ere AGE aCe OH 

felodipine have not demonstrated negative inotropic effects, safety esophageal groove of male and female rats in all dose groups. No other ee A Bn i ra i 4 i wh 

in patients with heart failure has not been established. Caution, drug-related esophageal or gastric pathology was observed in the rats or Ree 20 % at » ot 9 Teg w ’ 
therefore, should be exercised when using PLENDIL* in patients with with chronic administration in mige and dogs. The later specie, ike ‘onstipation (0.0) 1.2(0.0) 03(00) 1.5 (0.2) 
ee oe ventricular function, particularly in man, has no anatomical structure comparable to the esophageal groove. Hae 10.2 (0.9) 10.6 (0.4) 11.0(1.7) 14.7 (2.0) i Felodipine was not carcinogenic when fed to mice at doses of up t . : ara ag 

Elderly Patients or Patients with Impaired Liver Function: Patients 138.6 ORG (8 ae i Nesta enced nuinen tue mae es 0 3 ou : 0 B 4 3 & ee) 
ver 65 years of age or patients with impaired liver function may have gn a mg/m: basis) for periods of up to 80 weeks in males and 99 weeks aresthesia 5(03) 1.6(0.0) 1.2(0.0) (0.2) 
elevated plasma concentrations of felodipine and may respond to in females. Respiratory 
lower doses of PLENDIL; therefore, a starting dose of 2.5 mg once a day A ALCAN Upper Respiratory k u elodipine did not display any mutagenic activity in vitro in the Ames 

sree esa hah ef eee null haey oe me parade mH EKO] B8UD 1909 07009 
PHARMACOLOGY ahd DOSAGE AND ADMINISTRATION sestonsot ur to aA. No clstogenic poteniial vas seen in vio in the mouse Fh D000) 810m 02100) c2(00) Sean ination See nos Oru micronucleus test at oral doses up to 2500 mg/kg (506 times’ the 4 ao ea) a e H tet ‘ tae 9 oo 

bing a) maximum recommended human dose on a mg/m? basis) or in vitroin a Dez POKOIO) ISS 6 (010) 010(0.0)5 o.0/(0.0) 

ia eee, ia fenton, Was Ine ost common advexs _ tuman ymohocye chromosome aberation assay ma 09(0.0) 20(00) 02(00) 02(00 4 Se i Eran ‘ A fertility study in which male and female rats were administered . ; 7 erent in the hia tris, Te incidence of pera ete was both gases of 2a, 96 oF 269 moKgtny shaved no signet eect ot FUSting ———09(03) 39100) 53107) 89(12) 
ge depe quency of perip! 9 felodipine on reproductive performance. Patients in titration studies may have been exposed to more than 

about 10 percent in patients under 50 years of age taking 5 mg daily : one dose level of PLENDIL? (Felodipine). 
to about 30 percent in those over 60 years of age taking 20 mg daily. Pregnancy: Pregnancy Category C ; averse even tnaecoreui 05 ole parent cipaten wre 
This adverse effect generally occurs within 2-8 weeks ofthe initiation of ‘There areno adequate and well-controlled studies in pregnant women, __ AAerec Hh IT Ou 1 kT 2 er ello DARI 

If felodipine is used during pregnancy, or if the patient becomes preg- treatment. fart Wier th dosage range of 2.5 mg to 10 mg once a day, and serious adverse events fi . ig this drug, she should be apprised of the potential 
Information for Patients rye : ss that occurred at a lower rate, or events reported during marketing expe- 
Take PLENDIL tablets whole; do not crush or chew. Patients should ‘hazard to the fetus, possible digital anomalies of the infant, and the those lower rate events are in italics) ae listed below. Th 

be tod tat mid gingiva hyperplasia (gum sweling) has been reports, teal efets of fone on labor and delivery, and on the ree ene nero decreasing svey wn eh caegoy, 
Good denialhypendectesestsincdenceaniseveny, = ——«aTIaly_ lands of preqant fara, (See fol Peering She tennip ese eins amination of PLENDL & 

Drut ienehine Beta-Blocking Agents: A Freee & 1d) TOA nO) iat Body as @ Whale Chest cain tal leita futke ile: s 
of ‘aod in conjunction with ReUHOT caanetaled 16 significant Nursing Mothers Colinasaier ‘Myocardial infarction, hypotension, syncope, angina 
effects on the pharmacokinetics of felodipine. The AUC and Cra, of {tis not known whether this drug is secreted in human milk and pectoris, arrhythmia, tachycardia, premature beats; Digestive: 
metoprolol, however, were increased approximately 31 and 38 percent, because of the potential for serious adverse reactions from felodipine in Abdominal pain, diarrhea, vomiting, dry mouth, flatulence, acid regurai- 
respectively. In controlled clinical trials, however, beta blockers ‘he infant, a decision should be made whether to discontinue tation; Endocrine: Gynecomastia; Hematologic: Anemia; Metabolic: 
including metoprolol were concurrently administered with felodipine  _"¥'Sing orto discontinue the drug, taking into account the importance of LT (SGPT) increased; Musculoskeletal: Arthralgia, back pain, leg pain, 
and were well tolerated. the drug to the mother. foot pain, muscle cramps, myalgia, arm pain, knee pain, hip pain; 
Cimetidine: \n healthy subjects pharmacokinetic studies showed an Pediatric Use Nervous/Psychiatric: Insomnia, depression, anxiety disorders, irri- 

approximately 50 percent increase in the area under the plasma concen- Safety and effectiveness in pediatric patients have not been estab- tability, nervousness, somnolence, decreased libido; Respiratory: 

tration time curve (AUC) as well as the Crna, of felodipine when given lished. So ne oe ee sri ee ¢ 

Se eo 5 eee ee ADVERSE REACTIONS: in controlled studies in the United States igual disturbances: Urogenital: Impotence, urinary frequency, urinary 
Therefor, itis recommended that ow doses of PLENDIL be used when 274.0¥erseas, approximately 3000 patients were treated with felodipine urgency, dysuria, polyuria. 
given concomitantly with cimetidine. baal a ee cgrae te nese ae Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred in 

igoxin: i i i i: 0.5 percent of patients in controlled studies. This condition may be 
nats of cgoxn n patents wh hea falure vere not sonfeanty PLENDL® (Flodping) administered as monotherapy atthe recom avaded or may rearess_wih-mproved denis hygiene (See 
seed mended dosage range of 2.5 mg to 10 mg once a day were peripheral PRECAUTIONS, information for Patients section.) 

ds i ‘i % edema and headache. Peripheral edema was generally mild, but it was Clinical Laboratory Test Findi 
Anticonvulsants: In a pharmacokinetic study, maximum plasma age and dose related and resulted in discontinuation of therapy in about ae a Pte Ae. ee Hee econ 

concentrations of felodipine were considerably lower in epileptic 3 percent of the enrolled patients. Discontinuation of therapy due to any ' a ae ‘ol ies lo a a ef ie ts on eau ae Ha ue ee 

patients on long-term anticonvulsant therapy (e.9., phenytoin, carba- nical adverse event occurred in about 6 percent of the patients x Tenet ° ae eae au ( a a Peco” 
mazepine, or phenobarbital) than in healthy volunteers. In such patients, receiving PLENDIL, principally for peripheral edema, headache, or haeecre renal/Endocrine Effects section of full Prescribing 

Ss ae iat ecacaveay t Foon eae Adverse events that occurred with an incidence of 1.5 percent or ST ee a Oe ig ee eta eU oer OMe Me 
hey ome ome acy soulat {istacion ney a TG greater at any of the recommended doses of 2.5 mg to 10 mg once a day observed in patients treated with PLENDIL in the U.S. controlled study. 

Ree euae VE con UDY DET SIV MGrapy; SHCUI) Dexconsigered It) (PLENDIL, N=861; Placebo, N=334), without regard to causality, are Liver Enzymes: One of two episodes of elevated serum transaminases 

mi y : z compared to placebo and are listed by dose in the table below. These decreased once drug was discontinued in clinical studies; no follow-up 
Other Concomitant Therapy: \n healthy subjects there were no events are reported from controlled clinical trials with patients who were was available for the other patient. 

clinically significant interactions when felodipine was given concomi- randomized to a fixed dose of PLENDIL or titrated from an initial dose of Ree ath ea ae eta iar ora 
tantly with indomethacin or spironolactone. 2.5 mg or 5 mg once a day. A dose of 20 mg once a day has been eval- yf: e 
Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmaco- ated in some clinical studies. Although the antihypertensive effect of KN Ss T |< a « 

Kinetics and Metabolism section of full Prescribing Information. PLENDIL is increased at 20 mg once a day, there isa disproportionate a v 
Carcinogenesis, Mutagenesis, Impairment of Fertility increase in adverse events, especially those associated with vasodilatory am Astra Pharmaceuticals mam 
In a 2-year carcinogenicity study in rats fed felodipine at doses of 7.7, effects (see DOSAGE AND ADMINISTRATION). i Parca 

/ayne, fi 
eee Manufactured by: Merck & Co., Inc., 

Registered trademark of Astra AB. West Point, PA 19486, USA 
+Based on patient weight of 50 kg 

COPYRIGHT© Astra Pharmaceuticals, L.P. 1998. All rights reserved. January 1998 PLNIO
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tion, 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 
Cemamerlceitcel alate cacn ml cuencnuna acca ects} 
established, 

** The clinical significance has not been established. 

i +} Average Wholesale Price (AWP) at the recommended starting dosages for each product. , 
ott geal CoP =) a nem MC go KA) Ua 
Plendil is a registered trademark of Astra AB. Norvasc is a registered trademark of Pfizer, Inc. WG ASTRA MERCK 
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