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In 1975, Bayer AG introduced Adalat® (nifedipine) In the 

in Europe. We've since made the Adalat brand available in United States, 

1 formulati d the world, and nifedipi ee several formulations aroun e world, and nifedipine prescribe is... 

has been in clinical use for over twenty years. 

Backed by a worldwide clinical database of Once-A-Day 

tens of thousands of patients and hundreds 

of clinical studies, the Adalat brand today © 

provides therapy for millions of a a 

patients* around the globe. ‘ See Pein Dp 

iA BsENEohssS nifedipine: ses: : 
ea ne eee 

30mg,60mg &90mg 

Providing a World of Confidence 
Jor Hypertension Control 

Frequency and type of side effects, eg, peripheral edema, headache, flushing/heat sensation, 
dizziness and fatigue/asthenia, are typical of dihydropyridine calcium channel blockers. 
Please see brief summary of Prescribing Information on following page. *Data on file, Bayer Corporation, Pharmaceutical Division:



Once-A-Day 
mas ae 

: . " EXTENDED nifedipine?! .?7¢! TABLETS 

Ee ee 
30mg,60mg &90mg 

BRIEF SUMMARY AONLAT was al weed ven insted nonin wih el lr n The flowing aves rns ave ben exe ry in ans gen ii i 
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING 18 betes ptes opened al were re oath for: legenc tit, dopec, ei, ris wih AA), 

en occasional literature reports suggesting that the combination of nifedipine and depression, erythromelalga, exfoliative dermatitis, fever, gingival hyperplasia, gyneco- 
For Oral Use bel adeneac blkig ig ay inrease te Iksiod of cate hea Toure, mast, lope, mood gs, mse con, eae, parol scone, 

severe hypotension, or exacerbation of angina in patients with cardiovascular disease. purpura, shakiness, sleep disturbances, syncope, taste perversion, thrombocytopenia, 
PZ5000258S 6/95 ta Since teeta been ae Ga of nee digoxin ) Transient blindness atthe peak plasma level, remor and urticaria, 

INDICATION AND USAGE: ADALAT CC is indicated forthe treatment of hyperten- 4 there fs @ possible interaction between digoxin, an CG 8 fecommer 
a th cnn cameo tat gi ee be mona he ng, afsing, an cntining MDALATCC soppnsas 6/95 © 1995 Bayer Crportn S387 ned nUSA 

c eae Ae 2 Sy .  Coumarin Anticoagulants: There have been rare reports of increased prothrombin time 
Hee Mepec cael lel oerael ceeded pens ow talc, eters keg ‘ounarnancogulns ‘hom fede wos insted 

: A ‘OKCESSIVE However, the relationship fo nifedipine therapy is uncertain, 
me eat are i hoe oe om pi Cus Thre en repair ie 
likely inpatients using concomitant beo- blockers. : nifetipine (with a decrensed plosma lve of quinidine). oh 
See gion noice id ole eens eben eo in ine ols ek Hes ene ef A cer A 
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ol 10 underwent coronary arter ‘sur using high dose fentanyl anesthe- 4 E. eee Earl es 
sit The interacion wih hgh i Seer et nie eet ase pny rege for tgs meth of wade nisi hc 
nifedipine and a beta-blocker, but the possibilty tha it may ocur wih nifedipine alone, PY iit in patient currently receiving cimetidine, cautious ration is advised. | 
with low doses of fentany in other surgical procedures, wih athernarctic anal. Carcinogenesis, Mutagenesis, Impotment of Fertility: Nifedipine was odminis- 
pesca be ruled out. in nifedpine-treated patients where surgery using high dose tered orally to rots fortwo years and was not shown to be carcinogenic. When fo 
fentanyl anesthesia is conempae, the physician should be aware of these potential rats prior to mating, nifedipine caused reduced fertility at a dose mene, 0 mes 
problems and, if the patient's condition permits, sufficient time (at least 36 hours) the maximum recommended human dose. nvvo mutagenic suis were negave 
shouldbe allowed for nifedipine to be washed out ofthe body prior to surgery. Pregnancy: Pregnancy Category C. In rodents, rabbits and monkeys, nifedipine has 
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly been shown to have a variety of embryotoxic, placentotoxic and fetotoxic effects, 

those vho have severe obstucve coronary artery dsense, have developed wel doce, including suned fetuses (ts mie od obs} daa angles (ct od eb), 
mente ceased equeney, duration end/or seventy of ngina or acte nrocard| i deformities (nic), det pole ric), smal placents and under rd horn 
inforcion upon starting nfeipine or atthe time of dosage increase. The mechanism of ic vill (monkeys), embryonic and fetal deaths (rats, mice and rabbis), pro onged preg: 
this effect is not established. hana) {rats ra pend i Hea a ccatad fat anhal rats; tet 

drawal iscontinuit blocker iis evaluated in other species). On a mg/kg or mg/m? basis, some ofthe doses associa 
Bote-Blsker Mithdrewo: When dsciing abt Hocar s imprtt aoe hes varius et fg hn the moximum recarmended fumen he 

rece vithrovn from beta locker may develop owithraval syndrome wi ncensed 004 sme re lower, but oll are within on order of magnitude oft 
‘angina, probably related to increased sensitivity to catecholamines. Initiation of nifedipine its digital anomalies seen if plies ones ee pups are skint Feat = 
treatment vill nt prevent this occurrence and on ocasion has been reported to incense, those seen in pups exposed to phenytoin, and these are in turn similar Yo the, pho- 
Congestive Heart Failure: Rarely, patients aly while receiving a beta-blocker) ned deformities that rs the most common malformation seen in human children 

have developed heart failure after beginning nifedipine, Patients with ight aortic steno- itt in utero exposure to phenytoin. i 
sis may be at greater risk for such an event, os the unloading effec of nifedipine would There are no adequate and well-controlled studies in pees women. ADALAT CC should 
be expected to be of less benefit fo these patients, owing to ther fixed impedance to be used during pregnancy only if the potential benefit justifies the potential risk tothe fetus. 
flow across the aortic valve. Nersing Mothers Nifedipine is excreted in human milk. Therefore, a decision should 
PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral vos. be made to eons ie fe to discontinue the drug, taking into account the 
cular resistance, careful monitoring of blood pressure during the initial administration and importance ofthe drug tothe mother. 
hes at posla cis sl cana "ey Tone fx pte ADVERSE EXPERIENCES: The ince of vere vents suing recent wh 

taki ions tha are known fo lower re . in doses up to 90 mg daily were derived from muli-center placebo-cont 
Peripheral Edema: id to maercte peighealedenn occurs ino dose-dependent cial tin 370 Iperse us Hend S ao day wewd acs 
‘manner with ADALAT CC. The placebo subtracted rate is approximately 8% at 30 mg, 12% tantly in 187 of the 370 patients on ADALAT CC and in 64 of the 126 patients ee 
‘at 60 mg and 19% at 90 mg daily. This edema is a localized phenomenon, thought to be All adverse events reported during ADALAT CC therapy were tabulated independently of 
‘associated with vasodilation of dependent arterioles and vel Yess anno dye their cosa lationship to medication, 
to left ventricular dysfunction or generalized fluid retention. With patients whose hyper- The most common adverse event reported with ADALAT® CC was peripheral edema. This 
tension is complicated by congestive heart failure, care should be taken to differentiate was dose related ond the onan 18% on ADALAT CC 30 mg daly 22% on 
this peripheral edema from the effects of increasing lft ventricular dysfunction. ADALAT CC 60 mg daily and 29% on ADALAT C90 mg daily versus 10% on placebo. 
Information for Patients: ADALAT CC is on extended release tablet and should be Other common adverse events reported in the above placebo-controlled trials include: 
swollowed whole and token on an empty stomach. It should not be administered with Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus 
food. Do not chew, divide or crush tablets. 0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/asthenia 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of (4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence); 
enzymes such os alkaline spa, PK, LDH, SGOT, and Soe? have been noted, The Constipation (1%, versus 0% placebo incidence). 
rosin ' nite Hheropy etn nes ce, tat poke insome. These Where te frequen of aver een with ADALAT CC and placebo is similar, causal 
laboratory abnormalities have rarely been associated with cinical symptoms; however, relationship cannot be established. 
cholestasis with or without jaundice te been reported, A small increase (<5%) in mean The following adverse events were reported with an incidence of 3% or less in daily en ph we mle ed wh DAT Th wed dos 0g 
Finding and it rarely resulted in values whch fell outside the normal range. Rare instances i i i : 
ole pts he be repre einen In ctale sts, arate vento, Dermeelogle: rt: Gusrinentiel:cotgron 3 inti eelanaicdatepecod gon aclomnan a oot htc eek te Saget QYEL f= Niel he oe cum Gre! Blake, decess del oreo in to. ten uray emery ; i 
Limited clinical studies have demonstrated a moderate but statistically Signet kas ci arss Ghani ecvted wah’Ge raidanca of Bhan LOX Wore: sae ee 

decrease fy slit soap ond ines » bleeding ime in some nif ede Body as a Whole (srtn EUnet eal eee ie eee 
tients, Ths is thought to be a funcion of inhibition of calcium transport across the Body as a. eter! fy D i 

Iie weir clea an (ores fea ee bee ae tel fe 5 ai aes Koa fasealore exept Enaimeceutical 
Poste iret Coombs test with or wihout hemolytic anemia hes been reported but a icoses Central Nervous System: onxely,conuson, decreased libido, depression, 
col aie fre eee and positivity of this laboratory ypertonia, insomnia, aii Daraerela ic: pruritus, sweating 
Tern eae cece er ea : Gastrointestinal abdonina pin, dato, ry moh, eyspepsn, ecophgts ay 
Although nifedipine has been used safely in patients with el diem ‘and has been fence, gastrointestinal hemorrhage, vomiting Hematologic: Hmph lenopathy — Bayer Corporation 
Teported to exert a beneficial effect in certain os a oes elevations in BUN ond ~— Metabolic: gout, weight loss Musculoskeletal: ates arthritis, myalgia. + Pharmaceutical Division 
serum creatinine have been reprted in patients wth pre-existing chronic renal insufcien- Respiratory: Grey, ngeselcuh rs, sharis Spdal Senses thor. 400 Morgan Lane 

¢y. The relationship to nifedipine therapy is uncertain in most cases but probable in some. mal vision, amblyopia, conjunctivitis, diplopia, tinitus Urogenital Reproductive: VVest Haven, CT 06516 USA 
Drug Interactions: Beta-adrenergic blocking agents: (See WARNINGS). kidney calculus, nocturia, breast engorgement Made in U.S.A and Germany 

© 1996, Bayer Corporation XO9136 M-14630
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: : 7 EXTENDED nifedipine??? TABLETS 

eae | 
30mg,60mg &90mg 

with Hypertension : 
Real Therapeutic Value Real Economic Value 

¢ The benefits of long-acting nifedipine therapy ¢ Lower price (AWP) than Procardia XL° 30 mg, 
for hypertension*' 60 mg and 90 mg—potential 25% savings?” 

Real Human Value ee tee eid ren 
* Convenient, well-tolerated therapy titration Hay. De nieceausiey tien aeitching GeERe a eroeanita XI 

a and Adalat® CC. Procardia XL is a registered trademark of 
e Peripheral edema and headache were the Pfizer Labs Division, Pfizer Inc. 

most common dose-related adverse events #Calculations based on suggested Average Wholesale Price (AWP). 
reported; flushing/ heat sensation, dizziness, Please see brief summary of Prescribing Information 
and fatigue/asthenia were all reported at an on back of this page. 
incidence of 4% 
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Start with* Titrate, if necessary* 

Once-A-Day R R 

Ad tCG oa eri 
. iy EXTENDED _ Lit 

TABLETS 

30mg,60mg &90mg 

*Please see DOSAGE AND ADMINISTRATION section in brief 
summary of Prescribing Information below. 

BRIEF SUMMARY Although nifedipine has been used safely in patients with renal dysfunction and has Body as a Whole/Systemic: chest pain, leg pain Central Nervous System: 
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING been reported to exert a beneficial effect in certain cases, rare reversible elevations in eee vertigo Dermatologic: rash Gastrointestinal constipation 

INFORMATION BUN and serum creatinine have been reported in patients with pre-existing chronic Musculoskeletal: iG cramps Respiratory: epistoxis, rhinitis Urogenital: impo- 
For Oral Use renal insufficiency. The relationship to nifedipine therapy is uncertain in most cases but tence, urinary frequency 

710074485 5/93 poate sane len oak OMe Dee ae aia bolts peer a ashe 1.0% ae 
a rug Interactions: Beto-adrenergic blocking agents: (See jody as a Whole /Systemic: cellulitis, chils, facial edema, neck pain, pelvic pain, 

INDICATION AND USAGE: ADALAT Cs indict fr he teomant of hyper: AUATAT Ces wal lolscod ateg ehoarsiven i comtioayon wal abe lotr im) pane Cardiovescelcr ered frllren,brefycanig caine rest extosyaol, 
sion. It may be used alone or in combination with other antihypertensive agents. 187 hypertensive patients in a placebo-controlled clinical trial. However, there have Frpiieran palpitations, phlebitis, postural hypotension, tachycardia, cutaneous ang- 
CONTRAINDICATIONS: Known hypersensitivity to nifedipine. been occasional literature reporls suggesting that the combination of nifedipine and —jectoses Court Norse: System: anxiety, confusion, decreased libido, depression, 
WARNINGS: Excessive Hypotension: Although in most patients the peas beta-adrenergic blocking a may increase the likelihood of oaree heart failure, hypertonia, insomnia, somnolence Dermatologic: pruritus, sweating 
effect of nifedipine is modest and wel tolerated, occasional patients have had excessive severe hipaa ‘or exacerbation of angina in pele with cardiovascular disease. Gastrointestinal: abdominal pain, diarrhea, dry mouth, Wak esophagitis, flatu- 
‘and poorly tolerated hypotension. These responses have usually occurred during initial bat ince there have been isolated reports of patients with elevated digoxin levels, lence, gastrointestinal hemorthage, vomiting Hematologic: ym Hanan 
Ho oe eo sen pwd den sine, od ny be noe he = pe an ben dr ed MAT commen Metabo: gu, wt Musculoskeletal: arthralgio, arthritis, myalgia 
likely in patients using concomitant beta-blockers. that digoxin levels be monitored when initiating, adjusting, and discontinuing ADALAT Respiratory: dyspnea, increased cough, rales, pharyngitis Special Senses: abnor- 

Severe Heanor ‘and/or increased fluid volume requirements have been reported in CC to avoid possible over- or under-digitalization. ‘mal vision, eae conjunctivitis, Tila, tinnitus Urogenital /Reproductive: 
patients who received immediate release capsules together with a beta-blocking agent Coumarin Anticoagulants: There have been rare ea of increased prothrombin time kidney calculus, nocturia, breast engorgement 
‘and who underwent cure artery bypass surgery cl] high dose cea ‘nesthe- in patients taking coumarin anticoagulants to whom nifedipine was administered. The following adverse events ie et reported rarely in patients given nifedipine in 
sia. The interaction with high dose ue appears to be due to the combination of However, the le oie (metas tea uncertain, other Tarn allergenic hepatitis, alopecia, anemia, arthritis with ANA (+), 
nifedipine and a beta-blocker, but the possiblity that it may occur with nifedipine clone, Quinidine: There have been rare reports of an interaction between quinidine and depression, erythromelalgia exfoliative dermatitis, fever, gingival hyperplasia, gyneco- 
with low doses of fentanyl, in other surgical procedures, or with other narcotic anal- nifedipine (with a decreased plasma level of quinidine). ‘mastia, leukopenia, mood changes, muscle cramps, nervousness, paranoid ate 
gesics cannot be ruled out. In fie purpura, shokines, slep disturbances, syn- 
ed patients where surgery using high dose Cope, taste perversion, thrombocytopenia, 
alsa ane tesla is fontamelated ih aap a a a tronsient als at the peak plasma level, 

physician should be aware of these potential ‘remor and urticaria. 
problems and, if the patient's condition per- al al \ Jal DOSAGE AND ADMINISTRATION: 

ero the oe Re People, Real Needs, Re TS aig oul be ofl acorn xt 
be alowed for nifedipine to be washed out of ftiients nesds N14: teconmentl thal 
the body prior to surgery. 8281 be odiinistered orally once daly 
Increased Angina and/or Myocardial an on empty stomach. ADALAT CC fs an 
Infarction: Rarely, patients, particularly | aah we er extended release dosage form and tablets 
those who have severe obstructive coronary artery disease, have developed well docu- Cimetidine: Both the peak plasma level of nifedipine and the AUC may increase in the should be swallowed whole, not bitten or divided. In general, titration should proceed 
mented increased frequency, duration and/or severity of angina or acute myocardial presence of cimetidine. Ranitidine produces smaller non-significant increases. This effect over q 7-14 day period starting with 30 mg once daily. Upward ftration should be 
infarction upon starting nifedipine or at the time of dosage increase. The mechanism of of cimetidine may be mediated by its known inhibition of hepatic cytochrome P-450, based on therapeutic efficacy and safety. The usual maintenance dose is 30 mg to 60 
this effect is not established. the enzyme system probably responsible for the first-pass metabolism of nifedipine. If img once daily. ‘ition to doses He img daily i not recommended. 
Beta-Blocker Withdrawal: When discontinuing a beta-blocker it is important to nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titra- |f discontinuation of ADALAT CC is necessary, sound clinical practice suggests that the 
toper its dose, if possible, rather than doppia abruptly before aa nifedipine. tion is advised. dosage should be decreased graduolly with fee hysician supervision. 
Patients recently withdrawn from beta blockers may develop a withdrawal syndrome Cesdeogenest Mutagenesis, Impairment of Fertility: Nifedipine was adminis- (gre should be taken when dispensing ADALAT tc to assure that the extended release 
with increased angina, probably related to increased sensitivity to ie gan tered orally to rats for two years and was not shown to be carcinogenic. When given to dosage form has been prescribed. 
Initiation of nifedipine treatment will not prevent this occurrence and on occasion has rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 
been reported to ee it, ; (vent eae times the maximum recommended human dose. In vivo mutagenicity studies were neg- 
Congestive Heart Failure: Rarely, patients (usually while receiving o beta-blocker) ative. i 

fave developed hear flue afer beginning nifedipine, Polen wih gh ooricsleno- Pregnancy: Pregnancy Category C In rodents, rabis and monkeys, nifedipine has 7" 0074488 3 Oe ie ace 
sis may be at greater risk for such an event, as the unloading effect of nifedipine would been shown to have a variety of embryotoxic, placentotoxic and fetotoxic effects, includ- 
be expected to be of less benefit to these patients, owing to their fixed impedance to ing stunted fetuses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib 
flow across the aortic valve. deformities (mice), cleft palate (mice), small placentas and underdeveloped chorionic villi § $$ 
PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral (monkeys), embryonic and feol deaths (rats, mice ond rabbis), prolonged pregnancy References: 
rae Pa) careful monitoring sited ee during the aes inne: ns a praia ate ey onl dae Cea (rats; not sl A Duta‘on file: Milos Ine 
tion and ftration of ADALAT CC is suggested. Close observation is especially recommend- ed in other species). On a mg/kg or mg/m? basis, some of the doses associated with 5° i = , - 
ed for pts olendyiking mediation hat ae known to eneceny (See thes vrious effec ar higher han the maximum recommended human dose and some 2+ Redbook Update. Montvale, NJ, Medical Economics Data, Inc, 
WARNINGS), are lover, but ll are wihin an order of magnitude of i October 1993;p. 34. 
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose-dependent The digital anomalies seen in nifedipine-exposed rabbit pups are strikingly similar to 
manner with ADALAT CC. The placebo subtcted rales, approximately 8% ai 30 mg, those seen in pups exposed to phenytoin, and these ore in turn similar to the pho- 
24 af 60 mg and 19% at $0 mg daly, This edema so lcekzed phenomenon, though Ingen ht oe te me! ormon oleate enn humo hen 
to be asocaed wih vsodafon of dependent erlerles and smal Hood vesek and. wh in ulero exposure fo Heros ; 
not due to left ventricular dysfunction or generalized fluid retention. With patients whose There are no adequate and wel<ontrlled studies in pregnant women. ADALAT (C should 
hypertension is cp! cogetve heart failure, care should be token to differ- be used during pregnancy only if the potential benefit justifies the potential risk to the 
entiate this peripheral edema from the effects of increasing left ventricular dysfunction, fetus. See ‘i 
Information for Patients: ADALAT CCis on extended Telease tbl! and shuld be fersing Mothers: Nifedipine is excreted in human milk. Therefore, a decision should 
swallowed whole ond taken on an empty stomach, It should not be administered with be made to discontinue nursing or to discontinue the drug, taking into account the 
food. Do not chew, divide or crush tablets. importance ofthe drug to the mother. 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of ADVERSE EXPERIENCES: The incidence of adverse events during treatment with 
enzymes such as alkaline phosphatase, (PK, LDH, SGOT, and ser have been noted. ADALAT CC in doses up to 90 mg daily were derived from multi-center placebo-con- 
The relationship to nifedipine therapy is uncertain in most cases, but probable in some. trolled clinical trials in 370 Hoseeee patients. Atenolol 50 my once ot ‘was used 
These laboratory abnormalities have rarely been associated with ica srs onconlint in 187 of the 370 patients on ADALAT CC and in 64 of the 126 patients 
however, cholestasis with or without jaundice has been reported. A small increase on placebo. All adverse events reported during ADALAT CC therapy were tabulated inde- 
(<5) in za dle phosphoenol in pies eed wih ADALACC Thi pen of ei cas elon medication. MILES 
‘was an isolated finding and it rarely resulted in values which fell outside the normal The most common adverse event reported with ADALAT® CC was peripheral edema. This 
range. Rare neal hepatitis have been reported with ateeei treatment. was dose related and the frequency was 18% on ADALAT (C 30 mg coily, 224] ———— 
In controlled studies, ADALAT CC did not adversely affect serum uric acid, glucose, cho-  ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% on placebo. Pharmaceutical Division 
lesterol or potassium. Other common adverse events reported in the above placebo-controlled trials include: 
Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus 
Limited clinical studies have demonstrated a moderate but staialy ei 0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/asthenia 
decrease in platelet sogrealon and increase in bleeding time in some nifedipine (4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence); Distributed by: 
patients. This is thought to be a function of inhibition of calcium transport across the Constipation (1%, versus 0% placebo incidence). Miles Inc. 
Hee membrane. No clinical significance for these findings has been demonstrated. Where the frequency of adverse events with ADALAT CC and placebo is similar, causal ~Pharmaceutical Division 
Positive direct Coombs’ test with or without hemolytic anemia has been reported but a relationship cannot be established. 400 Morgan Lane 

causal relationship between nifedipine administration and positivity of this laboratory The Hien adverse events were reported with an incidence of 3% or less in daily ~West Haven, CT 06516 USA 
test, including hemolysis, could not be determined. doses up to 90 mg: Made in Germany 

© November 1993, Miles Inc., Pharmaceutical Division X09813 M-12519
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Le . . EXTENDED nifedipine? i ??!! TABLETS 

(EE aero n a e | 
30mg,60mg &90mg 

with Hypertension E 
Real Therapeutic Value Real Economic Value 

¢ The benefits of long-acting nifedipine therapy e Lower price (AWP) than Procardia XL° 30 mg, 
for hypertension*’ 60 mg and 90 mg—potential 25% savings*” 

Real Human Value eee : 
¢ Convenient, well-tolerated therapy Ae eee Ge nee seeny hed aeliching petyeRT Provera xis 

e Peripheral edema and headache were the Picer Labs Dion Beene Se eer 
most common dose-related adverse events +Calculations based on suggested Average Wholesale Price (AWP). 

reported; flushing/heat sensation, dizziness, Please see brief summary of Prescribing Information 
and fatigue/asthenia were all reported at an on back of this page. 
incidence of 4% 

eae 4 A 
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e Candidate Profile 
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Start with* Titrate, if necessary* 

Once-A-Day R R 

Ad t ( = ( ; Adalst CC Adalat CC 

: Sita EXTENDED : , 
nire | IN@SEGEASE One one 

TA BEETS 

30mg,60mg &90mg 

*Please see DOSAGE AND ADMINISTRATION section in brief 
summary of Prescribing Information below. 

BRIEF SUMMARY ‘Although nifedipine has been used safely in patients with renal dysfunction ond hos Body as a Whole/Systemic chest pain, leg ai Central Nervous System: 
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING been reported fo exert a beneficial effec in certain cases, rare reversible elevations in paresthesia, vest jermatologic: rash Gastrointestinal: constipation 

INFORMATION BUN and serum creatinine have been reported in patients with pre-existing chronic Musculoskeletal: leg cramps Respiratory: epistoxis, thinitis Urogenital: impo- 

For Oral Use renol insufficiency. The relationship to nifedipine therapy is uncertain in most cases but tence, urinary frequency 
probable in some. Other adverse events reported with an incidence of less than 1.0% were: 

ELAS 5/93 Drug Interactions: Belo-odrenergic blocking ogots: (See WARNINGS) Body as a Whole/S lls, cil, foil edema, neck pain, ph ee. rug Interactions: Beto-adrenergic blocking agents: (See . jody as a Whole/Systemic: cellulitis, chill, facial edema, neck pain, pelvic pain, 
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those who have severe obstructive coronary artery disease, have developed well docu- Cimetidine: Both the peok plasma level of nifedipine and the AUC may increase in the should be swallowed whole, not bitten or divided. In genera, ae should proceed 

mented increased frequency, duration ee severity of angina or acute myocardial presence of cimetidine. Ronitidine produces smaller rec auitl increases. This effet over a 7-14 day period storing with 30 mg once daily. Upward titration should be 

inforcion upon starting nifedipine or at the time of dosage increase. The mechanism of of cimetidine may be mediated by its known inhibition of hepatic cytochrome P-450, based on therapeutic efficacy and safety. The usual maintenance dose is 30 mg to 60 

this effect is not established. the enzyme system probably responsible for the first-pass metabolism of nifedipine. if ‘mg once daily. Ticin to doses above 45 img daily is not recommended. 

Beta-Blocker Withdrawal: When discontinuing a beta-blocker it is important to nifedipine therapy is initiated in a patient currently receiving cimetidine, cautious titra- f discontinuation of ADALAT CC is necessary, sound clinical practice suggests that the 

taper its dose, if possible, rather than domping abruptly before begining nifedipine. tion is advised. 5 dosage should be decreased gradually with ne hhysician supervision, 
Patients recently withdrawn from beta blockers may develop a withdrawal syndrome eget ess Mutagenesis, Impairment of Fertility: Nifedipine was adminis- Care should be taken when iia ‘ADALAT tc to assure that the extended release 

with increased angina, probably related to increased sensitivity to Gees tered orally to rats for two years and was not shown to be carcinogenic. When given to dosage form has been prescribed. 

Initiation of nifedipine treatment will not prevent this occurrence and on occasion has rats prior fo mating, nifedipine caused reduced fertility at a dose approximately 30 

fen reported to. re it, , cone reciee times the maximum recommended human dose. In vivo mutagenicity studies were neg- 
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be expected to be of less benefit to these patients, owing to their fixed impedance to ing stunted fetuses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib 

flow across the aortic valve. deformities (mice), cleft palate (mice), small placentas and underdeveloped chorionic villy§ 

PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral (monkeys), embryonic and fetal deaths (rats, mice and rabbits), prolonged pregnancy References: 
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Peripheral Edema: Hild to moderate pergheral edema ocurs in a dose-dependent The digital anomalies seen in nifetipine-exposed rabbit pups are strikingly sim to 
Frere vith ADALAT CC. The placebo suet rte approximately 8% ot 30 mg, hose seen in pups exposed to phenytoin, and these ae in tum smart the ee 
12% at 60 mg and 19% at 90 mg daily. This edema isa betkzed phenomenon, thought biped deformities that ore the most common malformation seen in human children 
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Information is Patients: ADALAT CC is an extended release tablet and should be Neses Mothers: Nifedipine is excreted in human milk. Therefore, o decision should 

swallowed whole and token on an empty stomach. It should not be administered with be made to discontinue nursing or to discontinue the drug, taking into account the 

food, Do not chew, divide or crush tablets. importance of the drug to the mother. 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of ADVERSE EXPERIENCES: The incidence of adverse events during treatment with 

enzymes such as alkaline phosphatase, (PK, LDH, SGOT, and set hhave been noted, ADALAT CC in doses up to 90 mg daily were derived from multi-center placebo-con- 
The relationship to nifedipine therapy is uncertain in most cases, but probable in some. trolled clinical trials in 370 hose patients. Atenolol 50 i once ca ‘was used 

These laboratory abnormalities have rarely been associated with lineal ania: amie in 187 of the 3/0 patients on ADALAT CC and in 64 of the 126 patients 

however, cholestasis with or without jaundice has been reported. A small increase on placebo. All adverse events reported during ADALAT CC therapy were tabulated inde- 
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wos an isolated fang and it rorely resulted in values which fell outside the normal The most common adverse event reported with ADALAT® CC was pias edema. This sn Betatrrart 

range. Rare instances of allergic hepatitis have been reported with nifedipine treatment. was dose related and the frequency was 18% on ADALAT CC 30 mg daily, 22% 0 ———— 

In controlled studies, ADALAT CC did not adversely affect serum uric ‘ci, glucose, cho. DALAT 60 mg daly and 29% on ADALATCC90 mq diy versus 10% onplabo. Pharmaceutical Division 
lesterol or potassium. Other common adverse events reported in the above placebo-controlled trials include: 

Nifedipine, like other calcium channel blockers, decreases platelet Saaregtin in vitro. Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus 
Limited clinical studies have demonstrated a moderate but statistically Sealant 0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/asthenia 

decrease in platelet aggregation and increase in bleeding time in some nifedipine (4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence); Distributed by: 
patients. This is thought fo be ‘0 function of inhibition of calcium transport across the Constipation (1%, versus 0% placebo incidence). Miles Inc. 
latelet membrane. Wo clinical significance for these findings has been demonstrated. Where the frequency of adverse events with ADALAT CC and placebo is similar, causal Pharmaceutical Division 

Fostve direct Coombs’ test with or without hemolytic anemia has been reported but a relationship cannot be established. 400 Morgan Lane 

‘causal relationship between nifedipine administration and positivity of this laboratory The {slowing adverse events were reported with an incidence of 3% or less in daily West Haven, CT 06516 USA 

test, including hemolysis, could not be determined. doses up to 90 mg: Made in Germany 
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CONSULT PACKAGE INSERT FOR FULL PRESCRIBING been reported to exert a beneficial effect in certain cases, rare reversible elevations in paresthesia, were Dermatologic: rash Gastrointestinal: constipation 
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sion. It may be used alone or in combination with other antihypertensive agents. 187 hypertensive patients in a placebo-controlled clinical trial. However, there have fen palpitations, phlebitis, postural hypotension, tachycardia, cutaneous ang- 
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infarction upon starting nifedipine or at the time of dosage increase. The mechanism of of cimetidine may be mediated by its known inhibition of hepatic cytochrome P-450, based on therapeutic efficacy and safety. The usual maintenance dose is 30 mg to 60 
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sis may be at greater risk for such an event, as the unloading effect of nifedipine would been shown to have a variety of embryotoxic, placentotoxic and fetotoxic.effects,includ- 
be expected to be of less benefit to these patients, owing to their fixed impedance to ing stunted fetuses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib 
flow across the aortic valve. detormities (mice), cleft palate (mice), small placentas and underdeveloped chorionic villi 
PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral (monkeys), embryonic and fetal deaths (rats, mice and rabbits), prolonged pregnancy References: 
vascular resistance, careful monitoring of blood pressure during the intial administra- (rats; not evaluated in other species), and deceosed neonatal survival (rats; not evaluat- 1, Data on file, Miles Inc. 
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Laboratory Tests: Rare, usually transient, but occasionally significant elevations of ADVERSE EXPERIENCES: The incidence of adverse events during treatment with 
enzymes such as alkaline phosphatase, CPK, LDH, SGOT, and Serr have been noted. ADALAT CC in doses up to 90 mg daily were derived from multi-center placebo-con- 
The relationship to nifedipine therapy is uncertain in most cases, but probable in some. trolled clinical trials in 370 acta patients. Atenolol 50 mm once dal was used 
These laboratory abnormalities have rarely been associated with nical ropes: ocean in 187 of the 370 patients on ADALAT CC and in 64 of the 126 patients 
however, cholestasis with or without jaundice has been reported. A small increase on placebo. All adverse events reported during ADALAT CC therapy were tabulated inde- 
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lesterol or potassium. Other common adverse events reported in the above placebo-controlled trials include: 
Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus 
Limited clinical studies have demonstrated a moderate but slotstcaly Salen 0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/asthenia 
decrease in platelet aggregation and increase in bleeding time in some nifedipine (4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence); Distributed by: 
patients. This is thought oe function of inhibition of calcium transport across the Constipation (1%, versus 0% placebo incidence). Miles Inc. 
eee membrane. Wo cnc significance for these findings has been demonstrated. Where the frequency of adverse events with ADALAT CC and placebo is similar, causal Pharmaceutical Division 
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{itration or at the time of subsequent Ca dosage adjustment, and may be more and there is a possible interaction between digoxin and ADALAT CC, it is recommended Metabolic: gout, weight loss Musculoskeletal mia cris, myalgia 
likely in patients using concomitant beta-blockers. that digoxin levels be monitored when initiating, adjusting, and discontinuing ADALAT Respiratory: dyspnea, increased cough, rales, pharyngitis Special Senses: abnor- 
Serr pein or ncned done agers he ben pein (Co id pile a oe itn. ras sa SB one conn ee ep) tes Urea Rope 
patients who received immediate release capsules together with a beta-blocking agent Coumarin Anticoagulants: There have been rare ies of increased prothrombin time kidney calculus, nocturia, breast engorgement 
‘and who underwent erat artery bypass surgery Ct high dose ace! nesthe- in patients taking coumarin anticoagulants to whom nifedipine was administered. The following adverse events non reported rarely in patients given nifedipine in 
sia, The interaction with high dose fund ‘appears to be due to the combination of However, the cua nifedipine tc is uncertain, other an oe allergenic hepatitis, alopecia, anemia, arthritis with ANA (+), 
nifedipine and a beta-blocker, but the possibility that it may occur with nifedipine alone, Quinidine: There have been rare reports of an interaction between quinidine and depression, erythromelalgia, exfoliative dermatitis, fever, gingival hyperplasia, gyneco: 
Raf ses fost Tam al prcedivesor We oa CO Ge mein VATE Nuc pa eal Ul) Tis allspene soot hanes ae rahe eects peal Yaa, 
gesis cannot be ruled out. in iene et purpura, shakiness, sleep disturbances, syn- 
ed patients where surgery using high dose Cope, taste perversion, thrombocytopenia, 

Hentanyl me tele is fonteralaet, the LS Ie a OR orsient baie at the peak plasma level, 
physician should be aware of these potential ‘remor and urticaria, 
problems and, if the patient’s condition per- al DOSAGE AND ADMINISTRATION: rier ans irene; Real People, Real Needs, Real Value 3°s¢ 119 jommstzarox, 
be allowed for nifedipine to be washed out of patient's needs. ti recommended that 
the body prior to surgery. A a a aa ee e187 (Che administered orally anca duly 
Increased Angina and/or Myocardial eaten emi Glens AUALATICG fa 
Infarction: Rorely, patients, particularly soe 6 4 extended release dosage form and tablets 
those who have severe obstructive coronary artery disease, have developed well docu- Cimetidine: Both the peak plasma level of nifedipine and the AUC may increase in the should be swallowed whole, not bitten or divided, In general, titration should proceed 
mented increased frequency, duration and/or severity of angina or acute myocardial presence of cimetidine. Ranitidine produces smaller Cres increases. This effect over a 7-14 day period starting with 30 mg once daly. Upward titration should be 
infarction upon starting nifedipine or at the time of dosage increase. The mechanism of of cimetidine may be mediated by its known inhibition of hepatic cytochrome P-450, based on therapeutic efficacy ond safety. The usual maintenance dose is 30 mg to 60 
this effect is not established. the enzyme system probably responsible for the first-pass metabolism of nifedipine. If img once daily. es to doses above 45 1mg daily s not recommended. 
Beta-Blocker Withdrawal: When discontinuing a betc-blocker itis important to nifedipine therapy i initiated ino patient currently receiving cimetidine, cautious tira- jf discontinuation of ADALAT CC is necessary, sound clinical practice suggests that the 
lepers dos rs re: hn sopping abun xo begining nee on ae asa da be Garena rade sel ces ssc she Toes 
Pans ren wtirvn fom bn Woks may drlp a wihiavel sone Carcinogenesis, Mutogonesi Impairment of Fetity: Wide wes lin are shld etek when ATspensing ADALATCC fo ssure tht the extended release 
with incesed onin,probbl related to increased snsiviy fo ctcholamine, tered oral foes for yo years ond was ol sown fo be carcinogen. When gen lo. grag om hos heen pened 
Initiation of nifedipine treatment will not prevent this occurrence and on occasion has rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 
been reported to boa it, ; baa feaake) times the maximum recommended human dose. In vivo mutagenicity studies were neg- 
Congestive Heart Failure: Rarely, patients (usually while receiving a beto-blocker) ative. Fi 
ave des amar ofter gry wiadomve Pate wih it uorsesinms Pregeancy: Pregnancy Cayo inrodenk) rabbis and monkeys) mfedipne me reece 28 Ee erin 
sis may be at greater risk for such an event, as the unloading effect of nifedipine would been shown to have a variety of embryotoxic, placentotoxic and fetotoxic effects, includ- 
be expected to be of less benefit to these patients, owing to their fixed impedance to ing stunted fetuses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib 
flow across the aortic valve. deformities (mice), cleft palate (mice), small placentas and underdeveloped chorionic vill 
PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral (monkeys), embryonic and fetal deaths (rats, mice and rabbits), prolonged pregnancy References: 
vascular resistance, careful monitoring of blood pressure during the initial administra- (rats; not evaluated in other species), and decreased ‘neonatal survival (rats; not evaluat- 1, Data on file, Miles Inc. 
tion and ftration of ADALAT CC is suggested. Close observation is especially recommend- ed in other species). On a mg/kg or mg/m? basis, some of the doses associated with 9° Redhook Update. Montvale, NJ, Medical Economics Data, Inc, 
for patents already taking medications that are known fo lower blood pressure (See these various effects are higher than the maximum recommended human dose and some Q¢saher 19930, 34, en ai 

WARNINGS). are lower, bt all are within an order of magnitude oft, re ipa: 
Peripheral Edema: Mild to moderate peripheral edema ocurs in o dose-dependent The digital anomalies seen in nifeipine-expsed rabit pups ore stkigl similar to 
manner with ADALAT CC. The placebo metraied rate is approximately 8% at 30 mg, those seen in pups exposed to phenytoin, and these are in turn similar to the pho- 
12% at 60 mg and 19% at 90 mg daily. This edema is a oclued phenomenon, though npc deformities that are the most common malformation seen in human children 
to be associated with vasodilation of iat arterioles and small blood vessels and with in utero exposure to Hen oe aus 

not due to left ventricular dysfunction or generalized fluid retention. With patients whose There are no adequate and well-controlled studies in pregnant women. ADALAT CC should 
hypertension is complicated b ali heart failure, care should be taken to differ- be used during pregnancy only ifthe potential benefit justifies the potential rsk to the 
ent ths peripherel edema Yom the effec of incecsng ft vera dystncion, (ts. ori eee we zs 
Information ie Patients: ADALAT CC is an extended release tablet a choi be parses Mothers: Nifedipine is excreted in human milk. Therefore, a decision should 
swallowed whole and token on an empty stomach. It should not be administered with be made to discontinue nursing or to discontinue the drug, taking into account the 
food. Do not chew, divide or crush tablets. importance of the drug to the mother. 
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of ADVERSE EXPERIENCES: The incidence of adverse events during treatment with 
enzymes such os alkaline phosphatase, (PK; LDH, SGOT, and SGPT have been noted.  ADALAT CC in doses up fo 90 mg daily were derived from multi-center placebo-con- 
The relationship to nifedipine therapy is uncertain in most cases, but ae in some. trolled clinical trials in 370 esis patients. Atenolol 50 mg once a ‘was used 
These laboratory abnormalities have rarely been associated with clinical symptoms; concomitantly in 187 of the 370 patients on ADALAT CC and in 64 of the 126 patients 
however, cholestasis with or without jaundice has been reported. A Gidea ‘on placebo. All adverse events reported during ADALAT CC therapy were tabulated inde- 
(5%) in mean alkaline phosphatase was noted in patients treated with ADALAT CC. This panty of ther causal relationship to medication, MILES 
was an isolated finding and it rarely resulted in values which fell ouside the normal The most common adverse event reported with ADALAT® CC was pei dena Th oe 
range. Rare instances 7 allergic hepatitis have been reported with tes treatment. was dose related and the frequency was 18% on ADALAT(C 30 mg dolly, 20 ss! 
In controlled studies, ADALAT CC did not adversely affect serum uric acid, glucose, cho-  ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% on placebo. Pharmaceutical Division 
lesterol or potassium. Other common adverse events reported in the above placebo-controlled trials include: 
Nifedipine, like other calcium channel blockers, decreases platelet Sgregtion in vitro, Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus 
Limited clinical studies have demonstrated a moderate but statistically annem 0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/asthenia 
decrease in platelet aggregation and increase in bleeding time in some nifedipine (4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence); Distributed by: 
patients. This is thought ile a function of inhibition of calcium transport across the Constipation (1%, versus 0% placebo incidence). Miles Inc. 
latelet membrane. No clinical significance for these findings has been demonstrated. Where the frequency of adverse events with ADALAT CC and placebo is similar, causal Pharmaceutical Division 

Pastve direct Coombs’ test with or without hemolytic anemia has been reported but a relationship cannot be established. 400 Morgan Lane 
causal relationship between nifedipine administration and positivity of this laboratory The (skin adverse events were reported with an incidence of 3% or less in daily West Haven, CT 06516 USA 
test, including hemolysis, could not be determined. doses up to 90 mg: Made in Germany 
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