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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,
the one to

several formulations around the 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.

EXTEND

nifedipine::itss¢

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.
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INDICATION AND USAGE: ADALAT CC is indicated for the treatment of hyperten-
sion. It may be used olane or in combination with other antihypertensive ogents.
CONTRAINDICATIONS: Known hypersensifivity to nifedipine.

WARNINGS: Excessive Hypotension: Although in most patients the hypotensive
effect of nifedipine is modest ond well folerated, occasional patients hove had excessive
and poorly folerated hypatension. These responses have usually occurred during inifial
fitration o at the time of subsequent upward dosage adjustment, and may be more
likely in potients using concomitant beta-blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in
patients who received immediate release capsules together with a beto-blocking agent
and who underwent caronary arlery bypass surgery using high dose fen'znn!l anesthe-
sia. The interaction with high dose fentanyl oppears Iu“ge ue fo the combination of
nifedipine and o befo-blocker, but the possiiili?y that it may occur with nifedipine alone,
with low doses of fentanyl, in other surgical procedures, or with other narcofic anal-
?Esics cannot be ruled out. In nifediine-treated patients where surgery using high dose
entany| anesthesia is contemplated, the physicion should be aware of these potential
problems and, if the patient's condition permits, sufficient fime (ot least 36 hours)
should be allowed for nifedipine to be washed out of the body prior to surgery.
Increased Angina and/or Myocardial Infarction: Rarely, patients, parficularly
thase who have severe obstructive coronary ortery disease, have Hevehpe well docu-
mented increased frequency, duration and/or severity of angina or ocute myocardial
infardion upon starting nifedipine or al the fime of dosage increase. The mechanism of
this effect is not established. ;

Beta-Blocker Withdrawal: When discontinuing o beto-blocker it is important to faper
its dose, if possible, rather than stopping abrupily before beginning nifedipine. Patients
rmmiywitfﬁrs;vm from beta blockers may develop o withdrawal syndrome with increased
angina, probably related fo increased sensitivity fo catecholamines. Initiation of nifedipine
freatment will not prevent this occurrence and on oceasion has been reported to increase it.
Congestive Heart Failure: Rarely, patients (usually while receiving o beta-blocker)
have developed heart failure ofter beginning nifedipine. Patients with fight aortic steno-
sis may be af greater risk for such an event, os the unloading effect of nifedipine would
be expected to be of less benefit fo these pafients, owing to their fixed impedance to
flow ocross the gorfic valve.

PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral vas-

culor resistance, careful monitoring of blood pressure during the inifial administration and
fitration of ADALAT (Cis | Clase observation is especially recommended for pati
already foking medications that are known o lower blood pressure (See WARNINGS).

Peripheral Edema: Mild fo moderate peripheral edema occurs in a dose-dependent
manner with ADALAT CC. The placebo sublracied rate is approximately 8% of 30 mg, 12%
at 60 mg and 19% at 90 mg daily. This edema is a localized phenomenan, thought to be
associated with vosodilation of dependent arterioles and small blood vessels and not due
1o left ventricular dysfunction or generalized fluid retention. With patients whose hyper-
tension is complicated by congestive heart failure, care should be token to differentiate
this peripheral edema from the effects of increasing left ventricular dysfunction. 5
Information for Patients: ADALAT (C is an extended release tablet and should be
swallowed whole and foken on an empty stomach. It should not be administered with
food. Do not chew, divide or crush tablets.

Laboratory Tests: Rare, usually fransient, but acwsionul? ;}Fniﬁmm elevations of
enzymes such os alkaline phosphatase, (PK, LDH, SGOT, and SGPT have been noted. The
relationship fo nifedipine therapy is uncertain in most cases, but probable in some. These
laboratory abnormalities have rarely been associated with clinical symptoms; however,

30mg,60mg &90mg

ADALAT CC was well tolerated when administered in combination with a beta blocker in
187 hypertensive patients in o placebo-controlled clinical frial. However, there have

been occasional literature reports suggesting that the combination of nifedipine and

The following adverse events have been reported rarely in potients given nifedipine in
other formulations: allergenic hepatifis, olopecia, anemia, arthrifis with ANA (+),
depressi hromelalgia, exfoliative dermatis, fever, gingival hyperplasia,

beto-adrenergic blocking drux may increase the likelihood of congestive heart failure,
severe hypotension, or exacerbation of angina in patients with cordiovascular disease.
Digitalis: Since there have been isolated reports of patients with elevated digoxin levels,
and there is o possible interaction between digoxin and ADALAT CC, it s recommended
that digoxin levels be monitored when inifiating, adjusting, and disconfinuing ADALAT (C
to avoid possible over- or under-digitalization.

Coumarin Anficoagulants: There have been rare reports of
in patients foking coumarin onficoag| 1o whom nif
However, the relafionship to nifedipine therapy is uncertain.
Quinidine: There have been rare reports of on interaction between quinidine and
nifedipine (with o decreased plosma level of guinidine).

CGimetidine: Both the peak plasma level of nifedipine and the AUC may increase in the pres-
ence of cimefidine. Ranitidine produces smaller non-significant increases. This effect of cime-
tidine may be mediated by its known inhibifion ufmm't cytochrome P-450, the enzyme
system probably responsible for the first-pass metabolism of nifedipine. If nifedipine thera-
py is initioted in a patient currently receiving cimetidine, cautious fitrafion is advised.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was odminis-
tered orally to rals for two years and was not shown fo be carcinogenic. When given to
rats prior to mating, nifedipine caused reduced ferfility ot o dose approximately ZEU times
the maximum recommended human dose. In vivo mutagenicity studies were negafive.
Pregnancy: Pregnoncy Cafegory C. In rodents, rabbits and monkeys, nifedipine has
been shown to have a variety of embryoloxic, placentotoxic and fetotoxic effects,
including stunted fetuses glru!s mice and rabbits), digital anomalies rsmls and rabbis),
rib deformities (mice), clef palate (mice), small plocentos and underdeveloped chorion-
ic villi {monkeys), embryonic and fetal deaths {rots, mice and rabbits), prolonged preg-
nancy (rafs; not evaluated in other species), and decreased neonatal survival (rats; not
evaluated in other species). On o mg/li or mg/m? busis, some of the doses ossociated
with these various effects are higher than the maximum recommended human dose
and some are lower, but oll are within an order of magnitude of it

The digital anomalies seen in nifedipine-exposed rabbit pups are shrikingly similar fo
thase seen in pups exposed to phenyloin, and these ore in turn similor fo the pho-
langeal deformifies that are the most common malformation seen in human children
wnl? in utero exposure fo phenyloin.

There are no odequate and well-confrolled studies in pregnant women. ADALAT (C should
be used during pregnancy only if the potential benefit jusfities the patential risk to the fetus.
Nursing Mothers: Nifedipine is excreted in human milk. Therefore, o decision should
be made to disconfinue nursing or to disconfinue the drug, taking into account the
importance of the drug to the mother.

ADVERSE EXPERIENCES: The incidence of adverse events during treatment with
ADALAT (C in doses up fo 90 mg daily were derived from multi-center placebo-controlled
dlinical frials in 370 hypertensive patients. Atenolol 50 mg once duily wos used concomi-
tantly in 187 of the 3;8 potients on ADALAT CC and in 64 of the 126 patients on placebo.
All odverse events reporfed during ADALAT CC therapy were tabulated independently of
their cousal relationship fo medication.

The most common adverse event reported with ADALAT® (C was peripherol edema. This
was dose related and the frequency was 18% on ADALAT CC 30 mg daily, 22% on
ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% on placebo.
Other common adverse events reporfed in the above placeho-contralled trials include:
Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus
0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/asthenia
(4%, versus 4% placebo incidence); Nousea (2';6, versus 1% placebo incidence);
Constipation (1%, versus 0% placebo incidence).

Where the fraquan[ﬁ’e of odverse events with ADALAT CC and placebo is similar, causal
e Bt e

increased prothrombin fime
dipine wos administered.

cholestasis with or withaut joundice has been reported. A small increase (<5%) in mean
alkaline phosphatase was noted in patients treated with ADALAT CC. This was an isolated
finding and it rarely resulted in values which fell outside the normal range. Rare instances
of allergic hepatitis have been reparted with nifedipine freatment. In controlled studies,
ADALATg(( dimm adversely affect serum uric acid, glucose, cholesteral or potossit

The follow‘mqg adverse events were reported with an incidence of 3% or less in daily
doses up fo 90 mg:

Body as a Whole/Systemic: ches! pain, leg gain Central Nervous System:
Egrestl:esiu,l verliiﬂan ermatologic: rosh Gostroi inal: constipati

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in viiro.
Limited cfinical studies have demonsirated @ moderate but stotisfically sigificant
decrease in platelet aggregation and increase in bleeding time in some nifedipine
patients. This is thought 1o be o funciion of inhibition of calcium fransport across the
platelet membrane. No clinical significance for these findings hos been demonstrated.
Pasitive direct Coombs' test with or without hemalytic anemia has been reporied but o
causal relationship between nifedipine administration and positivity of this laboratory
fest, including hemolysis, could not Be determined.

Although nifedipine has been used safely in patients with renal dysfunciion and has been
reported 1o exert o beneficial effect in certain cases, rare reversible elevations in BUN and
serum creatinine hove been reported in patients with pre-existing chranic renal insuffiien-
cy. The relationship fo nifedipine therapy is uncertain in most cases but probable in some.
Drug Interactions: Beto-odrenergic blocking agenis: (See WARNINGS).

© 1996, Bayer Corporation

g cramps Respiratory: epistaxis, rhinifis Uregenital: impo-
fence, urinary frequency
Other adverse events reported with on incidence of less than 1.0% were:
Body as o Whole/Systemic: cellults, chilk, focial edemo, neck pain, pelvic pain,
Rnin Cardi afrial fibrillation, bradycardi, cardiac arrest, extrosystole,
Iypofension, pnlfitulions, phlebitis, postural hypotension, tachycardia, culaneous ang-
jectoses Central Nervous System: anxiety, confusion, decreased [ifido, depression,
hypertonia, insomnio, somnolence Dermatologic: prurifus, sweoting
Gastrointestinal: abdominal pain, diarrhea, dry mouth, n’yspep’siu esophagitis, flatu-
lence, gastrointestinal hemorrhage, vomiting Mematologic: lym hm?ennpnthy
Metabolic: gout, weight loss Musculoskeletal: nnhr?giu, urthritis, myalgia
Respiratory: dlyspneu, incrensed :uugh, rales, pharyngitis Special Senses: obnor-
mal vision, amblyopia, conjunctivitis, diplopia, tinnitus ~Urogenital /Reproductive:
kidney calculus, nocturin, breast engorgement

X09136

i , €T L
mastia, |8u|m;'mniu, mood d'mnqes, muscle cramps, nervousness, paranoid syndrome,
purpura, shakiness, sleep di syncope, fasle perversion, thrombocylopenia,
transient blindness at the peak plosma level, tremor and urticario.
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Real Value for Real People
with Hypertension

Real Therapeutic Value Real Economic Value
¢ The benefits of long-acting nifedipine therapy » Lower price (AWP) than Procardia XI® 30 mg,
for hypertension* 60 mg and 90 mg—potential 25% savings'?

Real Human Value

*Not indicated for angina. Take on an empty stomach. Careful

e Convenient, well-tolerated therapy titration may be necessary when switching between Procardia XL®
» Peripheral edema and headache were the et
most common dose-related adverse events tCalculations based on suggested Average Wholesale Price (AWP).
reporteg:l; ﬁUShing/ _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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“Save up to $S192'a year?
That’s Sunday clothes for the grandkids.”
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BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION

For Oral Use
PZ10074485 5/93
INDICATION AND USAGE: ADALAT (C is indicated for the treatment of hyperten-
sion. It may be used alone or in combination with other antihypertensive agents.
CONTRAINDICATIONS: Known hypersensifivity fo nifedipine.
WARNINGS: Excessive Hypotension: Although in most patients the hypotensive
effect of nifedipine is modest and well folerated, occosional potients hove had excessive
and poorly folerated hypotension. These responses have usually occurred during initial
fitration or af the fime of subsequent upward dosage adjustment, and may be more
likely in patients using concomitant beta-blockers.
Severe hypotension andy/or increased fluid volume requirements have been reported in
patients who received immediate release capsules fogether with o beta-blocking agent
and who underwent mmnur?I arfery bypass surgery us‘sng high dose fentanyl anesthe-
sia. The inferaction with high dose fenluntl appears fo be due to the combination of
nifedipine and o beto-blocker, but the possibility that it may occur with nifedipine alone,
with low doses of fentanyl, in other surgical procedures, or with other narcoic onal-
gesics cannot be ruled out. In nifedipine-freat-
ed potients where surgery using giqh dose
fentanyl anesthesia is contemplated, the
physician should be aware of these potential
problems and, if the patient’s condition per-
mits, sufficient time (af least 36 hours) should
be allowed for nifedipine to be washed out of
the body prior o surgery.
Increased Angina and/or Myocardial
Infarction: Rarely, patients, particularly
those who have severe obstructive coronary ortery disease, have developed well docu-
mented increased frequency, duration and/or severity of angina or acute myocardiol
infarcion upon starting nifedipine or of the lime of dosage increase. The mechanism of
this effect is not established.
Beta-Blocker Withdrawal: When discontinuing o beta-blocker it is important to

X
E
A

Start with*

Titrate, if necessary*

TENDED
LEASE
BLETS

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

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

Drug Interactions: Beta-adrenergic blocking agents: (See WARNINGS).

ADALAT (C was well tolerated when udministerea in combination with a beta blacker in
187 hyperiensive patients in o placebo-controlled clinical trial. However, there have
been occosional literature reports suggesting that the combinafion of ni'edipine and
beto-odrenergic blocking drug; may increase the likelihood of congestive heart failure,
severe hypolension, or exacerbation of angina in rmienls with cardiovascular disease.
Digitalis: Since there have been isolated reports of patients with elevated digoxin levels
:m%i there is o possible inferaction between digoxin and ADALAT CC, it is recommendes
that digoxin levels be monitored when initiafing, adjusting, ond discontinuing ADALAT
(Cto avoid possible over- or under-digitalization.

Coumarin Anticongulants: There have been rare reports of increased prothrombin fime
in patients taking coumarin anticougulants 1o whom nifedipine was odministered.
However, the relafionship to nifedipine therapy is uncertain,

Quinidine: There have heen rare reports uf an interaction between quinidine and
nifedipine (with o decreased plasma level of quinidine).

Real People, Real Needs, Real Value

Cimetidine; Both the peak plasma level of nifedipine and the AUC may increase in the
presence of cimetidine. Ranifidine produces smaller non-significont increases. This effect
of imeidine may be mediated by ils known inhibition of hepatic cytochrome P-450
the enzyme system probably responsible for the first-pass metabalism of nifedipine. if
nifadipin:ie lhﬁmpy is initiated in a patient currently receiving cimetidine, coutious tifra-
tion is odvised.

taper its dose, if possible, rather than smpiing abruptly before beginning nifedipine.
Patients recently withdrawn from beta blockers may develop o withdrawal synd,
with increased ongina, probubly related to increased sensitivity fo catecholomines.
Initiation of nifedipine treatment will not prevent this occurrence and on occasion has
been reported to increase it.
Congestive Heart Failure: Rarely, patients (usually while receiving  beta-blocker)
have developed heart failure ofter beginning nifedipine. Patients with fight aortic steno-
sis may be ot greater risk for such an event, us the unlooding effect of nifedipine would
be expected 1o be of less benefit 1o these patients, awing fo their fixed impedance fo
flow across the aortic valve.

decreases periph

S P |

¢ genesis, Imp of Fertility: Nifedipine was odminis-
tered orally to rats for two years and wos not shown fo be corcinagenic. When given to
rats prior fo mating, nifedipine caused reduced fertility of a dose opproximately 30
times the maximum recommended human dose. In vivo mutagenicity studies were neg-
afive.

Pregnancy: Pregnancy Category C. In rodents, rabbits and monkeys, nifedipine has
been shown to have o variety of embryotoxic, plocentotoxic and fefotoxic effects, includ-
:ﬁ stunted fetuses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib

3

Body os o Whole/Systemic: chest pain, leg pain Central Nervous System:
aresthesia, vertigo Dermatologic: rash Gastrointestinal: constipation
Fﬂ loskeletal: ?eg camps Resp y= epistoxis, rhinitis Urogenital: impo-
fence, urinary frequency

Other adverse events reported with an incidence of less than 1.0% were:

Body as a Whole/Systemic: cellulfis, chills, facial edema, neck pain, pelvic pain,
Eui“ Cardiovascular: afrial fibrillation, brodycardia, cardinc arrest, extrasysiole,
ypotension, pnlriluliuns, phlebiis, postural hypotension, tachycardia, cutaneous ang-
iectoses Central Nervous System: anxiety, confusion, decreased IiLidn, depression,
hyperionia, insomnia, somnolence Dermatologic: pruritus, sweating
Gastraintestinal: abdominal pain, diarrhea, dry mouth, dyspepsia, esophagitis, flotu-
lence, gostrointestinal hemorrhage, vomiting Hematologic: iym hm?enopmhy
Metabolic: gout, weight loss Musculoskeletal: urihru?gia, arthritis, myolgio
Respiratory: drspneu, increosed cuuah, rales, pharyngitis Special Senses: abnor-
mal vision, amblyopia, conjunctivitis, diplopia, finnifus Urogenital /Reproductive:
kidney calculus, nocturia, breas! engorgement

The following adverse events hove been reparted rarely in patients given niledipine in
other {urmﬁutiuns: allergenic hepatitis, olopecia, anemio, arthritis with ANA (+),
Jepression, erylhromelalgio, exfoliative dermalitis, Tever, gingival hyperplasia, g!nnm-
mastia, leukopenio, mood chnges, muscle cramps, nervousness, parancid syndrome,
purpura, shakiness, sleep disturhances, syn-
cope, faste perversion, ?hrombn(ylepenin,
fransient blindness af the peak plasma level,
fremor and urticaria.

DOSAGE AND ADMINISTRATION:
Dosage should be adjusted according fo each
polient’s needs. 11 is letummenaed thot
ADALAT CC be administered orally once daily
on an empty stomach. ADALAT (Cis an
extended release dosage form and tablets
should be swallowed whole, not bitien or divided. In general, fitration should proceed
over a 7-14 day period starting with 30 mg once daily. Upword fitration should be
based on therapeutic efficacy and saleq. The usual maintenance dose is 30 mg fo 60
mg once daily. Titration to doses above 90 mg daily is nof recommended.

If discontinuation of ADALAT (C is neressurr sound clinical practice suggests that the
dosuge should be decreased gradually with close E:hysicinn supervision.

Care should be taken when dispensing ADALAT CC fo assure that the extended release
dosage form has heen prescribed.

PZ10074485 5/93 © 1993 Miles Inc. 3060
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ormities (mice), clefi palate (mice), small placentas and loped chorionic vill

bryonic and fetal deaths (rots, mice and rabbils), prolonged pregnancy

PRECAUTIONS: General - Hyp Because P
vascular resistance, careful monitoring of blood pressure during the initiol administra-
tion and fitration of ADALAT CC is suggested. Close observation is especially recommend-
ed for honsems already taking medications that are known 1o lower blood pressure (See
WARNINGS).

Peripheral Edema: Mild to moderate peripheral edema occurs in o dose-dependent
manner with ADALAT (C. The placebo sugirmed rale is nprrnximaleiy 8% ot 30 mﬁ,
12% at 60 mg and 19% at 90 mg daily. This edema is o localized phenomenon, thought
1o be associated with vasodilation of dependent arterioles and small blood vessels and
not due fo left ventricular dysfunction or generalized fluid refention. With pafients whose
hypertension is complicote br congestive heart failure, core should be taken to differ-
entiate this peripheral edema from the effects of increasing left ventricular dysfunction.
Information for Patients: ADALAT (Cis an extended release tablet and should be
swallowed whole and taken on an empty stomoch. It should not be odministered with
food. Do not chew, divide or crush ablets.

Laboratory Tests: Rare, usually transient, but occasionally significant elevations of
enzymes such as alkaline phosphatose, CPK, LDH, SGOT, and SE!‘T have been noted.
The relationship fo nifedipine therapy is uncertain in most cases, but probable in some.
These loboratory abnormalities hove rarely been associoted with clinical srmploms;
however, cholestasis with or without jaundice has been reported. A small increase
(<5%) in mean alkaline phosphatose was noted in patients freated with ADALAT CC. This
was an isolated finding ond it rarely resulted in volues which fell outside the normal
range. Rore instances of allergic hepatitis have been reported with nifedipine freatment.
In controlled studies, ADALAT CC did not adversely affect serum uric acid, glucose, cho-
lesterol or potassium.

Nifedipine, like other calcium chonnel blockers, decreases platelet nggreglulion in vitro.
Limited clinical studies have demonsirated o moderate but statistically significont
decrease in platelet aggregation and increase in bleeding fime in some nifedipine
patients. This is thought 1o be o function of inhibition of calcium transport across the
platelet membrane. No linical significance for these findings has been demonsirated.
Positive direct Coombs’ test with or without hemolytic anemia has been reported but o
causal relationship between nifedipine administration and positivity of this laboratory
test, including hemalysis, could not be determined.

© November 1993, Miles Inc., Pharmaceutical Division

(mankeys), embry
(rats; not evaluated in other species), and decreased neonatal survival (rats; nof evaluat-
ed in other species). On a mg/kg or mg/m? basis, some of the doses associofed with
these various effeds are higher than the moximum recommended human dose and some
are lower, but all are within on order of magnitude of it
The digital anomalies seen in nifedipine-exposed robbit pups ore strikingly similor to
those seen in pups exposed 1o phenytoin, and these are in turn similar fo the phe-
1Bnﬁeu| deformities that are the most common malformation seen in human children
with in ufero exposure t phenytoin.
There are no adequate and well-coniralled studies in pregnani women. ADALAT (C should
?e used during pregnancy only if the potential benefit justifies the potentiol risk to the
eius.
Nursing Mothers: Nifedipine is excreted in human milk. Therefore, a dedision should
be made fo discontinue nursing or ta discontinue the drug, toking into account the
importance of the drug to the mother.
ADVERSE EXPERIENCES: The incidence of adverse events during treatment with
ADALAT CC in doses up fo 90 mg daily were derived from multi-center placebo-con-
frolled clinical trials in 370 h ;erlensive potients. Atenolol 50 mg once daily wos used
concomitontly in 187 of the 370 potients on ADALAT CC and in 64 of the IEE patients
on placebo. All adverse events reported during ADALAT CC theropy were tabulated inde-
endently of their causal relationship to medication.

ie most common odverse event reported with ADALAT® (C was peripheral edema. This
was dose related and the frequency was 18% on ADALAT CC 30 mg daily, 22% on
ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% an placebo.
Other common adverse events reported in the above placebo-controlled frials include:
Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus
0% placebo incidence); Dizziness (4%, versus 2% plocebo indidence); Fatigue/asthenia
(4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence);
Constipation (1%, versus 0% plocebo incidence).
Where the frequency of adverse events with ADALAT CC and placebo is similar, causal
relationship cannot be established.
The following adverse events were reporfed with an incidence of 3% or less in daily
doses up fo 90 mg:

X09813
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Real Therapeutic Value Real Economic Value
» The benefits of long-acting nifedipine therapy e Lower price (AWP) than Procardia XI® 30 mg,
for hypertension*’ 60 mg and 90 mg—potential 25% savings®*
Real Human Value
2 *Not indicated for angina. Take on an empty stomach. Careful
* Convenient, well-tolerated therapy titration may be necessary when switching between Procardia XL®
. and Adalat® CC. Procardia XL is a registered trademark of
e Peripheral edema and headache were the Phzer Labs Division, PAzer Inc.
most COI-IIIIIOI] f:lose—related ad\{erse qunts tCalculations based on suggested Average Wholesale Price (AWP).
reportegi. ﬂuShlng/,heat sensation, dizziness, Please see brief summary of Prescribing Information
and fatigue/asthenia were all reported at an on back of this page.
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INFORMATION
For Oral Use

PZ1007448S 5/93
INDICATION AND USAGE: ADALAT (s indicated for the treatment of hyperten-
sion. It may be used alone or in combination with other ontihyperfensive agents.
CONTRAINDICATIONS: Known hypersensitivity to nifedipine.
WARNINGS: Excessive Hypotension: Although in most patients the hypolensive
effect of nifedipine is modest and well tolerated, occasional patients have hod excessive
ond poorly tolercted hypotension. These responses have usually occurred during initial
\itrafion or o the time of subsequent upward dosage odjustment, and may be more
[ikely in patients using concomitant beta-blockers.
Severe hypotension and/or increased fluid volume requirements have been reported in
patients who received immediate release capsules together with a beto-blocking agent
and who underwent coronary ortery bypass surgery usinﬂ high dose fentonyl anesthe-
sin. The interaction with high dose fentanyl appears to be due 1o the tomlinalion of
nifedilpine and o heto-blocker, but the possibility that it may occur with nifedipine alone,
with low doses of fentonyl, in other surgical procedures, or with ofher narcofic anal-
gesics cannot be ruled out. In niledig\ne-?rem-
ed patients where surgery using high dose
fentanyl anesthesia is contemplated, the
physicion should be aware of these potential
problems and, if the potient's condition per-
mits, sufficient time (o least 36 hours) should
be allowed for nifedipine to be woshed out of
the body prior fo surgery.

Increased Angina and/or Myocardial
Infarction: Rarely, potients, particularly
those who have severe obsiructive coronary artery disease, have developed well docu-
mented increased frequency, duration andy/ar severity of angina or acute myocardial
infardtion upon starting nifedipine or at the fime of dosage increase. The mechonism of
this effect is not established.
Beta-Blocker Withdrawal: When discontinuing o beta-blocker it is importan to
taper its dose, if possible, rather than stopping abruply before beginning nifedipine.
Patients recently withdrawn from beta blockers may develop o withdrowal syndrome
with increased angina, probably related to increased sensifivity fo cnlechornmines.
Initiation of nifedipine treatment wil not prevent this occurrence and on occasion has
been reported 1o increase it.
Congesfive Heart Failure: Rarely, patients (usually while receiving  beta-blacker)
have developed heart failure after beginning nifedipine. Patients with light aortic steno-
sis may be of greater risk for such an event, os the unloading effect of nifedipine would
be expected 1o be of less benefit fo these patients, owing to their fixed impedonce fo
flow across the aortic valve.

PRECAUTIONS: General - Hypotension: Because ifedipine decreases peripheral
vascular resistance, coreful monitoring of blood pressure during the initiol administro-
fion and fitration of ADALAT CCis suggested. Close observation is especially recommend-
ed for patients already toking medications that are known fo lower blood pressure (See
WARNINGS).
Peripheral Edema: Mild to moderate peripheral edema occurs in o dose-dependent
manner with ADALAT (C. The placebo subtracted rate is nprm‘ximnldy 8% at 30 mE,
12% af 60 mg and 19% ot 90 mg dulls. This edema is a localized phenomenon, thought
10 be associated with vosodilation of dependent arterioles and small blood vessels and
ot due fo lefi ventricular dysfunction or generolized fluid retention. With patients whose
hypertension is complicated by congestive heart fuilure, care should be foken 1o differ-
entiate this peripheral edema ¥rnml ¢ effects of increasing lefi veniricular dysfunction.
Information for Pafients: ADALAT (C is an extended release tablet and should be
swallowed whole and taken on an empty stomach. It should not be administered with
food. Do not chew, divide or crush fablets.
Laboratory Tests: Rare, usually transient, but occesionally significant elevations of
enzymes such os alkaline phosphatase, CPK, LDH, SGOT, and SEI'T have been noted.
The relotionship to nifedipine therapy is uncerfain in most cases, but probable in some.
These loboratory abnarmalities have rarely been associoted with clinical si{mplums;
hawever, cholestasis with or without joundice has been reported. A small increase
(<5%) in mean alkaline phosphatase was noted in patients treated with ADALAT CC. This
was an isolated finding and it rarely resulted in values which fell outside the normal
range. Rare instances of allergic hepofitis have been reported with nifedisine freatment.
In controlled studies, ADALAT CC did not adversely offect serum uric acid, glucose, cho-
lesterol or potossium.

Nifedipine, like other calcium channel blackers, decreases platelet uggre%mion in vifro.
Limited clinical studies hove demonstrated o moderate but statisfically significant
decrease in plotelet oggregation ond increase in bleeding fime in some nifedipine
patients. This is thought fo be a function of nhibition of calcium fransport across the
glule!el membrane. No dlinical significance for these findings has been demonsiroted.

osiﬁ\lm direct Coombs’ test willh or wllholl.ll hemolyfic anemia hos been reported but o
auso

p between nifedip and positivity of this laboratory
test, including hemolysis, could not be determined.

© November 1993, Miles Inc., Pharmaceutical Division
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*Please see DOSAGE AND ADMINISTRATION section in brief
summary of Prescribing Information below.

Although nifedipine has been used sofely in patients with renal dysfunction and has
been reported to exert o beneficial effect in certoin coses, rare reversible elevations in

Body us a Whole/Systemic: chest pain, leg pain Central Nervous System:
paresthesia, veni?n Dennuialogi:: rosh Gastrointestinal: constipotion
Missulozkal

BUN and serum creafinine have been reported in patients with pre-existing chranic
renal insufficiency. The relotionship to nifedipine therapy is uncertain in most cases but
probable in some.

Drug Interactions: Beta-odrenergic blocking agents: (See WARNINGS).

ADALAT CC was well tolerated when udminisleug in combination with o beta blocker in
187 hypertensive patients in o plocebo-controlled dinical trial. However, there have
been accasional literature reports suggesting that the combination of nifedipine and
befo-adrenergic blacking drugs may increase the likelihood of congestive |heurt failure,

I leg cromps Respi y: epistoxis, rhinitis Urogenital: impo-
tence, urinary frequency

Other adverse events reported with an incidence of less than 1.0% were:

Body as o Who[e(Sysiemi:: cellulitis, chills, facial edema, neck pain, pelvic pain,
Euin Cardiovascular: atrial fibrillotion, hméymrdiu, cardioc arrest, exirasysiole,
ypotension, palpitations, phlebitis, postural hypatension, tachycardia, cutaneous ang-
jeclases Central Nervous System: anxiety, confusion, decreased Ii’hido, depression,
Eypengniu, insomnia, somnolence Dermatologic: pruritus, sweating

severe hypotension, or exacerbation of angina in pafients with disense.
Digitalis: Since there have been isoloted reports nrpmienls with elevated digoxin levels
and there is a possible inferaction between digoxin and ADALAT CC, it is recommende
that digoxin levels be monitored when inifiating, adjusfing, and discontinuing ADALAT
(C to ovoid possible over- or under-digitalization.

Coumarin Anticongulonts: There have been rare reports of increased prothrombin fime
in patients faking coumarin anticoagulants to whom nifedipine was administered.
However, the ralﬂTianshiilo nitedipine therapy is unceriain,

Quinidine: There hove been rare reports of an interaction between quinidine and
nitedipine (with u decreased plasma level of quinidine).

Real People, Real Needs, Real Value

Cimefidine: Both the peak plosma level of nifedipine and the AUC may increase in the
presence of cimefidine. Ranifidine produces smaller non-sigrificant increases. This effect
of cimetidine may be mediated by its knawn inhibition of hepatic cytochrome P-450
he enzyme system probably responsible for the first-pass mefabolism of nifedipine. if
niledinirrlle Islzlmw is initioted in o palient currently receiving cimefidine, cautious fifra-
tion is odvised.

genesis, Imp of Fertility: Nifedipine was adminis-
tered orally fo rats for two years and was nof shown to be carcinogenic. When given to
rals prior fo mating, nifedipine caused reduced fertility of o dose approximately 30
times the maximum recommended human dose. In vivo mutagenicity studies were neg-
afive.
Pregnancy: Pregnancy Category C. In rodents, rabbis and monkeys, nifedipine hos
been SMI! to have o variety of embryotoxic, placentotoxic and fetotoxic effedts, includ-
‘mﬁ stunted fetuses (rots, mice and rabbits), digital anomalies (rots ond rabbits), rib
deformities (mice), cleft palate (mice), small placentas and underdeveloped chorionic villi
{monkeys), embryonic and fetal dealhs (rats, mice ond rabbits}, prolonged pregnancy
{rats; nof evaluated in other species), and decreased neonatal survival (rats; not evaluat-
ed in other species). On o ma/kg or mg/m? basis, some of the doses associated with
these various effects are higher than the maximum recommended human dose and some
ore lower, but all are within an order of magnitude of it.
The digital anomalies seen in nifedipine-exposed rabbit pups ore strikingly similar 10
those seen in pups exposed to phenytoin, and these are in turn similar fo the Ehm
|ungen| deformities that are the most common malformation seen in human children
with in utero exposure fo phenrfnin.
There are no adequate and well-controlled studies in pregnant women. ADALAT (C should
;:e used during pregnancy only if the potential benefit justifies the potential risk fo the
elus.

Mursing Mothers: Nifedipine is excreted in human milk. Therefore, a decision should
be made 1o discontinue nursing or fo discontinue the drug, taking into account the
importance of the drug to the mather.
ADVERSE EXPERIENCES: The incidence of adverse events during freatment with
ADALAT CC in doses up fo 90 mg daily were derived from multi-center placebo-con-
trolled clinical trials in 370 b I;enens‘rve potients. Atenolol 50 mg once dnilz wos used
concomitantly in 187 of the 370 patients on ADALAT CC and in 64 of the 126 patients
on placebo. K[l adverse events reported during ADALAT CC therapy were fabulated inde-
g;ndenl[y of their causal relationship fo medication.

¢ most common adverse event reported with ADALAT® CC was peripheral edema. This
was dose reloted and the frequency was 18% on ADALAT CC 30 I‘;,g doily, 22% on
ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% on placebo.
Other common adverse events reporfed in fhe above placebo-controlled frials indude:
Headache (19%, versus 13% placebo incidence); Flushing/heat sensation (4%, versus
0% placebo incdence); Dizziness (4%, versus 2% placebo incidence]; Fatigue/osthenia
(4%, versus 4% placebo incidence); Nousea (2%, versus 1% placebo incidence);
Constipation (1%, versus 0% placebo incidence).
Where the frequency of adverse events with ADALAT CC and placebo is similor, causal
relationship cannot be established.
The following adverse events were reported with an incidence of 3% or less in daily
doses up to 90 mg:

X09803

Gastr inal pain, diarrhea, dry mouth, dyspepsia, esophagitis, flatu-
lence, gastrointestinal hemorrhage, vomiting Hematologic: hum hodenopathy
Metabolic: gout, weight loss Musculoskeletal: mlhru?giu, arthritis, myalgio
Respiratory: dyspnea, increased cough, roles, pharyngitis Special Senses: abnor-
mal vision, omblyopia, conjuncivitis, aip\npiu, finnitus Urogenital /Reproductive:
kidney calculus, nocturio, breast engorgement
The following adverse events have been reported rorely in potients given nifedipine in
other inrmuglulions: ollergenic hepatifis, olopecia, anemig, arthritis with ANA (+],
depressian, erythromelalgo, exfoliative dermatitis, fever, gingival hyperplosio, gyneco-
mostia, levkopenia, maod changes, muscle cramps, nervousness, paranoid syndrome,
purpura, shakiness, sleep disturbances, syn-
tope, faste perversion, thrombocytopenia,
transient blindness at the peak plasma level,
fremor and urticaria.
DOSAGE AND ADMINISTRATION:
Dosage should be odjusted u-:mrdima to each
xnliem’; needs. It is recommended that
DALAT CC be administered arally once daily
on on_ emply stomach. ADALAT CC is an
extended release dosage form and tablets
should be swallowed whale, not bitten or divided. In general, titration should proceed
over o 7-14 doy period starfing with 30 mg ance daily. Upward titration should be
bosed on theropeutic efficacy and snfe!g, The usual maintenance dose is 30 mg to 60
mg once daily. Titration fo dases above 90 mg daily is nof recommended.
IF discontinuation of ADALAT CC is necessary, sound dlinical prociice suggests that the
dosage should be decreased %Iruduully with close: physician supervision.
Care should be token when dispensing ADALAT CC fo ossure that the extended release
dosage form hos been prescribed.

PZ100744BS 5/93 © 1993 Miles Inc. 3060
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Once-A-Day

AdalatCGC
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30mg,60mg &90mg

Real Value for Real People
with Hypertension

Real Therapeutic Value Real Economic Value
¢ The benefits of long-acting nifedipine therapy * Lower price (AWP) than Procardia XI* 30 mg,
for hypertension*! 60 mg and 90 mg—potential 25% savingst?
Real Human Value i SN =5 et S e
s *Not indicated for angina. n em stomach. Care
e Convenient, well-tolerated therapy titration may be necgelssa;'y \ih%l?r;%tqhir?g}lgetw?:n Procardia XL*
* Peripheral edema and headache were the s L e Ged e of
most common Flose'rdatEd ad‘ferse '.?VE.IltS tCalculations based on suggested Average Wholesale Price (AWP).
reportefi; ﬂuShlng/.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%

Residence
Pretreatment BP............
Marital Status.............. married

...................... $500 deductible,
no Rx plan
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“Save as much as S111'a year?
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Once-A-Day

AdalatCGC

hifedipine::

30mg,60mg &90mg

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION
For Oral Use
PZ100744BS 5/93
INDICATION AND USAGE: ADALAT CC is indicated for the freatment of hyperten-
sion. |t may be used alone or in combination with other antihypertensive agents.
CONTRAINDICATIONS: Known hypersensitivity to nifedipine.
WARNINGS: Excessive Hypotension: Although in most patients the hypotensive
effect of nifedipine is modest and well tolerated, occasional pofients hove had excessive
and poorly tolerated hypotension. These responses have usually occurred during initial
fitration or of the fime of subsequent upward dosage adjustment, ond may be more
likely in patients using concomitont beta-blockers.
Severe hyiolens'\on and/or increased fluid volume requirements have been reported in
patients who received immediate release capsules fogether with o beta-blocking ogent
and who underwent coronary ortery bypass surgery using high dose fenmnzl anesthe-
sia. The interaction with high dose Fentanyl appears 1o be due fo the combination of
nifedipine and a beta-blocker, but the possibility that it may occur with nifedipine alone,
with low doses of fentanyl, in other surgical procedures, or with other narctic anal-
gesics cannot be ruled out. In nifedirline—lreuf-
ed potients where surgery using high dose
fentanyl anesthesia is contemplated, the
physician should be aware of these potential
problems and, if the patient’s condition per-
mits, sufficient time (at least 36 hours) should
be allowed for nifedipine o be washed out of
the body prior fo surgery.
Increased Angina and/or Myocardial
Infarction: Rarely, patients, parficularly
thase who have severe obstructive coronary ortery disease, have developed well docu-
mented increased frequency, duration and/or severity of angina or acute myocardial
infarclion upon starfing nifedipine or ot the fime of dosage increase. The mechanism of
this effect is not established.
Beta-Blocker Withdrawal: When discontinuing a beta-blocker it is important to
faper ifs dose, if possible, rather than sfupiing abruptly before I:_egil}ninglnifedjipina,
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Titrate, if necessary*
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*Please see DOSAGE AND ADMINISTRATION section in brief
summary of Prescribing Information below.

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

Drug Interactions: Beta-adrenergic blocking agents: (See WARNINGS).

ADATAT CC was well tolerated when udminisierea in combination with a beta blocker in
187 hypertensive patients in a placebo-controlled clinical frial. However, there hove
been occasional literature reports suggesting that the combinaion of nifedipine and
beto-odrenergic blocking drugs may increase the likelihood of congestive heart failure,
severe hypolension, urexu(e?huﬂon of angina in Fulients with cardiovascular disease.
Digitalis: Since there hove been isolated reports of patients with elevated digoxin levels
and there is o possible interaction between digoxin and ADALAT CC, it is recommendey

Body as a Whole/Systemic: chest pain, leg pain Central Nervous System:
paresthesia, verli? Dermatalogic: rosh Gastrointestinal: constipation
Musculoskeletal: leg cramps Respiratary: epistoxis, rhinitis Urogenital: impo-
tente, urinary frequency

Other adverse events reported with on incidence of less than 1.0% were:

Body as o Whole{ Systemic: cellults, chills, facial edema, neck pain, pelvic pain,
oin  Cardiovascu i

ar: atrial fibrillation, brodycordia, cardioc orrest, extrosysiole,
ypotension, palpitations, phiebiis, postural hypotension, tachycardia, cutaneous ang-
iectases CemmilNerruus System: anxiety, confusion, decreased fibido, depression,
hypertonia, insomnio, somnolence Dermatologic: pruritus, sweating
Gastrointestinal: abdominal pain, diarrhea, dry mouth, dyspepsio, esophagitis, flatu-
lence, gostrointestinal hemorrhage, vomiting Hematologic: Iym hadenopathy
Metabolic: gout, weight loss Musculoskeletal: orthralgia, arthritis, myalgia

that digoxin levels be monitored when initiafing, adjusting, ond di
(Cto avoid possible over- or under-digitalization.

Coumarin Anicongulants: There have been rare reports of increased prothrombin fime
in patients taking coumarin anticoag 1o whom nifedipine wos administered.
However, the relationship to nifedipine therapy is uncertain.

Quinidine: There have heen rare reports o? un interaction between quinidine and
nifedipine (with o decreased plosma level of quinidine).

Real People, Real Needs, Real Value

Cimetidine: Both the peak plasma level of nifedipine and the AUC may increase in the
presence of cimefidine. Ranifidine produces smaller non-significant increases. This effect
of dmetidine may be mediated by its known inhibition of hepatic cytochrome P-450
the enzyme system probably responsible for the first-pass mefabolism of nifedipine. if
n‘\fedipircnle lhuampy is iniliated in o patient currently receiving dmefidine, coutious fitro-
tion is advised.

Patients recently withdrown from beta blockers may develop a
with increased ongino, probably reloted to increased sensitivity to catecholamines.
Initiation of nifedipine reatment will not prevent this occurrence and on occasion has
been reported 1o increase it.

Congestive Heart Failure: Rorely, patients {usually while receiving a beto-blocker)
hove developed heart failure after beginning nifedipine. Potients with fight aortic steno-
sis may be ot greater risk for such an event, us the unloading effect of nifedipine would
be expected 1o be of less benefit to these patients, owing to their fixed impedonce fo
flow across the aorfic valve.

PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral
vascular resistance, careful monitoring of blood pressure during the initiol administro-
tion and fitration of ADALAT CC is suggested. Close abservalion is especially recommend-
ed for ﬁanems already taking medications that are known 1o lower blood pressure (See
WARNINGS).

1

[¢ Mutagenesis, Img of Fertility: Nifedipine wos adminis-
tered orally to rats for two years ond was not shown to be carcinogenic. When given to
rats prior fo mating, nifedipine caused reduced fertility af o dose approximately 30
times the moximum recommended human dose. /n vivo mulagenicity studies were neg-
afive.

Pregnancy: Pregnancy Calegory C. In rodents, rabbits and monkeys, nifedipine has
been shown to have a variety of embryotoxic, placentotoxic and fetotoxic effects, includ-
ing stunted feluses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib
djurmi?ies {mice), clefi palate (mice), small placentos and underdeveloped chorionic villi
{monkeys), embryonic ond fetal deaths (rats, mice ond rabbis), prolonged pregnoncy
(rafs; not evaluated in other species), and decreased neonatal survival (rafs; not evaluat-
ed in other species). On o mg/kg or mg/m? basis, some of the doses ussociated with
these various effects ore higher than the maximum recommended human dose ond some
are lower, but all are within an order of magnitude of it.

The digital ies seen in nifedipine-exposed rabbit pups are strikingly similar to

Peripheral Edema: Mild fo moderate ﬁeripheml edema occurs in o d
manner with ADALAT (C. The placebo subtracted rate is uplnroxim!ely 8% at 30 mg,
12% ot 60 mg and 19% af 90 mg duilx. This edema is a localized phenomenon, thought
to be ossociated wi dilation of dependen arterioles and small blood vessels and
not due o left veniricular dysfnnnin or generalized fluid retention. With patients whose
hypertension is compli hF ive heart failure, care should be taken to ditfer-
entiate this peripheral edema from the effects of increasing left ventricular d!y‘sfuntlion.
Information for Patients: ADALAT CC is an extended release tablet and should be
swallowed whole and taken on an empty stomach. It should not be administered with
food. Do not chew, divide or crush tablets.
Laboratory Tests: Rare, usually tronsient, but occasionally significant elevations of
enzymes such as olkaline phosphatase, CPK, LDH, SGOT, ond SEPT have been noted.
The relationship to nifedipine therapy is uncertain in mos! cases, but probable in some.
These loboratory abnormolities have rarely been ossociated with :Eniml srmplums,‘
however, cholestasis with or withou! joundice has been reported. A small increase
(<5%) in mean alkaline phosphatase was noted in patients reated with ADALAT CC. This
was an isoloted finding and it rarely resulted in values which fell outside the normal
range. Rare instances of allergic hepolifis have been reported with nifedipine treatment.
In contralled studies, ADALAT (C did not adversely offect serum uric acid, glucose, cho-
lesteral or potassium.
Nifedipine, like other coldum channel blockers, decreases platelet nggreg‘nﬂnn in vitro.
Limited clinical studies have demonsirated o moderate but statistically significant
decreose in plotelet aggregation and increase in bleeding time in some nifedipine
patients. This is thought to be a function of inhibition of calcium transport acrass the
Elmelel membrane. No clinical significance for these findings has been demonstrated.
ositive direct Coombs’ fest with or without hemolytic anemia hus been reported but o
causal relationship between nifedipine administration ond positivity of this laboratory
test, including hemolysis, could not be determined.

© November 1993, Miles Inc., Pharmaceutical Division

those seen in pups exposed to phenytoin, ond these are in turn similar 1o the pho-
Iunﬂenl deformities that are the most common malformation seen in human :hilsren
with in ufera exposure to phenytoin.
There are no adequate and well-controlled studies in pregnant women. ADALAT (C should
?e used during pregnancy only if the potential benefit justifies the potential risk fo the
elus.
Nursing Mothers: Nifedipine is excreted in human milk. Therefore, o decision should
be made to discontinue nursing or to discontinue the drug, taking info account the
importonce of the drug o the mather.
ADVERSE EXPERIENCES: The incidence of adverse events during treatment with
ADALAT CC in doses up 1o 90 mg daily were derived from multi-center plocebo-con-
trolled clinical trials in 370 hg;uenensive patients. Atenclol 50 mg once dni\; was used
concomitantly in 187 of the 370 potients on ADALAT CC ond in 64 of the 126 pafients
on placebo. All adverse events reported during ADALAT CC therapy were fabuloted inde-
endently of their cousal relationship to medication.
l;he most common adverse event reported with ADALAT® (C was peripheral edema. This
was dose related and the frequency wos 18% on ADALAT (C 30 mg daily, 22% on
ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% on placebo.
Other common adverse events reported in the above plocebo-controlled trials include:
Headache (19%, versus 13% placebo incidence); Flushing/heat sensotion (4%, versus
0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue,/asthenia
(4%, versus 4% plocebo incidence); Nauseo (2%, versus 1% placebo incidence);
Conslipation (1%, versus 0% plocebo incidence).
Where the frequency of odverse events with ADALAT CC and placebo is similor, causal
relationship cannot be established.
The following adverse events were reported with an incidence of 3% or less in daily
doses up fo 90 mg:

X09793

piratory: dyspneo, increased mﬂh' rales, pharyngitis Special Senses: abnor-
mal vision, amblyapia, conjunctivitis, diplopia, tinnitus Urogenital /Reproductive:
kidney calculus, nocturia, breast engorgement
The following adverse events have been reported rarely in patients given nifedipine in
other formlﬂntinns: allergenic_hepatitis, alopecio, anemia, arthrilis with ANA (+),
depression, erythromelalgia, exfoliafive dermatitis, fever, gingival hyperplasia, gyneco-
mostio, leukopenia, mood changes, muscle cramps, nervousness, paranoid syndrome,
purpura, shakiness, sleep disturbances, syn-
tope, foste perversion, thrombocytopenia,
transient blindness af the peak plosma level,
fremor and urticaria.
DOSAGE AND ADMINISTRATION:
Dosage should be adjusted uc:ord‘mﬂ 1o each
xmient’s needs. It is recommended that
DALAT CC be administered orally once doily
on an empty stomach. ADALAT CC is an
extended release dosage form and tablets
should be swallowed whole, not bitten or divided. In general, fitration should proceed
over a 7-14 day period starting with 30 mg once daily. Upward fitration should be
based on theru{gulic efficocy und sufety. The usuol maintenance dose is 30 mg to 60
mg once daily. Titration to doses above 90 mg daily is not recommended.
It discontinuation of ADALAT CC is necessary, sound clinical praclice suggests that the
dosage should be decrensed gdrnduuﬂy with close physician supervision.
Care should be taken when dispensing ADALAT & 1o assure that the extended releose
dosage form has been prescribed.

P110074485 5/93 © 1993 Miles Inc.
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Once-A-Day

AdalatCC

EXTEND

hifedipineisissse

30mg,60mg &90mg

Real Value for Real People
with Hypertension

Real Therapeutic Value

» The benefits of long-acting nifedipine therapy

for hypertension*!

Real Human Value

e Convenient, well-tolerated therapy

* Peripheral edema and headache were the
most common dose-related adverse events

reported; flushing/heat sensation, dizziness,

and fatigue/asthenia were all reported at an
incidence of 4%

Real Economic Value

¢ Lower price (AWP) than Procardia XI* 30 mg,

60 mg and 90 mg—potential 25% savings®*

*Not indicated for angina. Take on an empty stomach. Careful
titration may be necessary when switching between Procardia XL*
and Adalat® CC. Procardia XL is a registered trademark of
Pfizer Labs Division, Pfizer Inc.

tCalculations based on suggested Average Wholesale Price (AWP).

Please see brief summary of Prescribing Information
on back of this page.

Residence Charleston

Pretreatment BP 176/102

Marital Status married
Health Ins $750 deductible,
no Rx plan

“Save up to S192'a year?
That’s the next payment on my insurance.”




Once-A-Day

AdalatCGC
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30mg,60mg &90mg

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION
For Oral Use
PZ1007448S 5/93
INDICATION AND USAGE: ADALAT CC is indicated for the treatment of hyperten-
sion. It may be used alone or in combination with other antihyy ive agens.
CONTRAINDICATIONS: Known hypersensitivity to nifedipine.
WARNINGS: Excessive Hypotension: Although in most patients the hypotensive
effect of nifedipine is modest and well tolerated, occasional patients have had excessive
ond poorly toleroted hypotension. These responses have usually occurred during initial
fifration or o the fime of subsequent upward dosuge adjustment, and may be more
likely in patients using concomitant beta-blockers.
Severe hﬁulensian ond/or increased fluid volume requirements have been reported in
pafients who received immediafe release capsules together with o beta-blocking agent
ond who underwent coronary artery bypass surgery usinE h'\dqh dose {emnnll onesthe-
sia. The interaction with high dose lemunrll appears fo be due 1o the combination of
nifedipine and a beta-blocker, but the possibility that it may occur wiith nifedipine olone,
with |l;w doses of fentanyl, in other surgical procedures, or with other narcofic anal-
gesics cannot be ruled out. In nifedipine-freat-
ed patienls where surgery using I;igh dose
fentanyl anesthesia is contemplated, the
physician should be aware of these potential
problems and, if the pafient’s condifion per-
mits, sufficient time (at least 36 hours) should
be allowed for nifedipine to be woshed out of
the body prior fo surgery.
Increased Angina and/or Myocardial
Infarction: Rarely, patients, particulurly
those who have severe obstructive (umna? arlery disease, have developed well docu-
‘mented increased frequency, duration and/or severity of angina or acute myocardial
infarction upon storiing nifedipine or of the fime of dosage increase. The mechanism of
this effect is not established.
Beta-Blocker Withdrawal: When discontinuing o beto-blocker it is important to
taper its dose, if possible, rather than sfopping abruptly before beginning nifedipine.
Patients recently withdrawn from beta Hntiers may develop o withdrawal syndrome
with increased ongino, probably reloted fo increased sensitivity to :nlechorumines.
Initiation of nifedipine treatment will not prevent this occurrence and on occasion has
been reporfed fo increase it.
Congestive Heart Failure: Rarely, patients (usually while receiving o beta-blocker)
have developed heart failure ofter beginning nifedipine. Patients with tight oorfic steno-
sis may be af greater risk for such an event, as the unloading effect of nifedipine would
be expected 1o be of less benefit to these patients, owing to their fixed impedance to
flow across the aortic valve.
PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripheral
vasculor resistance, careful monitoring of blood pressure during the initial administra-
tion ond fitrotion of ADALAT CC s suggested. Close observation s especially recommend-
ed for potients already taking medications that are known fo lower blood pressure (See
WARNINGS).
Peripheral Edema: Mild 1o moderate peripherol edema occurs in a dose-dependent
manner with ADALAT CC. The placebo suElruded rafe is_approximately 8% af 30 m
12% at 60 mg and 19% ot 90 mg daily. This edema is a \omﬁmd phenomenon, thought
1o be associated with vasodilation of dependent arterioles and small blood vessels and
not due fo lefi ventriculor dyslundinn o generalized fluid retention. With patients whose
hypertension is compli heart failure, care should be token fo differ-
entiate this peripheral edema ?rom he effecis of increasing left ventricular dysfundtion.
Information for Patients: ADALAT (C is an extended release toblet and should be
swallowed whole and token on an empty stomach. It should not be administered with
food. Do not chew, divide or crush tablefs.
Laboratory Tests: Rare, usually iransieni, but occasionally significant elevations of
enzymes such os olkaline phosphatase, CPK, LDH, SGOT, ond SgFI have been noted.
The relationship fo nifedipine therapy is uncertain in most coses, but ‘)votable in some.
These laboratory abnormalities have rarely been ossociated with clinical sympioms;
however, cholestasis with or without joundice has been reported. A smnlrincreuse
(<5%) in mean alkaline phosphatase was noted in patients freated with ADALAT (C. This
was an isoloted finding and it rarely resulted in values which fell outside the normal
range. Rare instances of allergic hepatitis have been reparted with nifedipine treatment.
In controlled studies, ADALAT CC did not adversely offect serum uric ocid, glucose, cho-
lesterol or potossium.
[lifedipdjne like other calcium channel blockers, decreases platelet uggregluﬁon in vitro.
imifed cli

inical studies have demonsirated a moderate bui stotistically significant
decrease in platelet aggregalion and increcse in bleeding time in some nifedipine
patients. This is thought fo be o function of inhibition of calcium transport across the

lotelet membrane. No dlinical significance for these findings hos been demonstrated.
?’asilive direct Coombs' fest with or without hemolytic anemia has been reported but o
causal relationship between nifedipine administration and positivity of this loboratory
test, including hemalysis, could not be determined.
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Start with*

Titrate, if necessary*

E D
L S E
B TS

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

Although nifedipine has been used safely in patients with renal dysfuntion and hes
been reported 1o exert a beneficial effect in ceriain cases, rare reversible elevations in
BUN and serum creatinine have been reported in patients with pre-existing chronic
renal insufficiency. The relotionship fo nifedipine therapy is uncertain in most cases but
probable in some.

Drug Interactions: Beto-udrenergic blocking agents: (See WARNINGS).

ADALAT CC was well olerated when administered in combination with o beta blocker in
187 hypertensive patients in a pl irolled clinical triol. However, there have
been oceasional literature reports suggesting that the combination of nifedipine and
beta-adrenergic blocking drugé may increase the likelihood of congestive heart failure,
severe hypotension, or exacerbation of angina in patients with cordiovascular disease.
Di%itnlis: ince there have been isolated reporis of patients with elevated digoxin levels
and there is a possible inferaction between digoxin and ADALAT CC, it is remmrﬁgﬁ\:ji

that digoxin levels be monitored when initiating, odjusting, ond di

Body as a Wllole/Sy;lem‘lt: chest pain, leg pain Central Nervous System:
Eur:sth:siu, vuﬂ?o ermu1o|ugic: rosh Gastrointestinal: constipation
Musculoskeletal: leg cromps Resp y: epistoxis, rhinitis Urogenital: impo-
tence, urinary frequency

Other adverse evens reported with an incidence of less than 1.0% were:

Body os o Whule{Sysiumic cellulitis, chills, facial edemo, neck pain, pelvic pain,
ﬁuin Cardiovascular: atrial fibrillation, brodycordia, cardiac arrest, exirasystole,
\potension, palpitations, phlebitis, postural hypotension, tachycardia, cwioneous ang-
iectases (entrnr Nervous System: anxiety, confusion, decreased libido, depression,
hypertonio, insomnio, somnolence Dermatologic: pruritus, sweating
Gastrointestinal: abdominal pain, diarthea, dry mouth, dyspepsia, esophagits, flatu-
lence, gostrointestinal hemorrhage, vomiting Hematologic: lymphadenopathy
Metabolic: gout, weight loss Musculoskeletal: arthralgia, arthritis, myalgia

(Cto avoid possible over- or under-digitalization.

Coumarin Anficoagulants: There have been rore reports of increased prothrombin fime
in patients foking coumarin anticoagulonts to whom nifedipine wos administered
However, the relationship fo nifedipine therapy is uncertain.

Quinidine: There have been rare reports a?nn interaction between quinidine and
nifedipine (with o decreased plasma level of quinidine).

Real People, Real Needs, Real Value

Gimetidine: Both the peak plasma level of nifedipine and the AUC may increase in the
presence of cimefidine. Ranitidine produces smaller non-significant increases. This effect
of cimefidine may be medioted by ifs known inhibition of hepatic cytochrome P-450
the enzyme system probably responsible for the firsi-pass mefabolism of nifedipine. If
nifedipine therapy is inifialed in o patient currently receiving cimefidine, caufious fitra-
tion is advised.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Nifedipine was adminis-
tered orally o rats for two years and was not shown to be carcinogenic. When given 1o
rats prior fo mating, nifedipine caused reduced ferfility at a dose approximately 30
times the maximum recommended human dose. In vivo mutagenicity studies were neg-
alive.
Pregnancy: Pregnancy Category C. In rodents, rabbits and monkeys, nifedipine has
been shown fo have o variety of embryotoxic, placentotoxic and fefotoxic effects, includ-
ing stunted fefuses (rats, mice and rabbits), digital anomalies (rats and rabbits), rib
de%nnniﬂes (mice), cleft palate (mice), small placentos and underdeveloped chorionic villi
(monkeys), embryonic and fetal deaths (rats, mice ond rabbits), prolonged pregnancy
(rats; not evoluated in other species), and decreased neanatal survival (rats; not evaluat-
ed in other species). On o ma/kg or mg/m? basis, some of the doses associoted with
these various effeds are higher thon the maximum recommended human dose and some
are lower, but oll are within on order of magnitude of i.
The digital anomalies seen in nifedipine-exposed rabbit pups are strikingly similor to
those seen in pups exposed fo phenyloin, ond these are in turn similar fo the pho-
|un'l.]leu| deformities that are the most common malformation seen in human children
with in utera exposure fo phenylain.
There are no adequate and well-controlled studies in pregnant women. ADALAT (C should
Pe used during pregnancy only if the potential henefit justifies the potentiol risk to the
elus.
Nursing Mothers: Nifedipine is excreted in human milk. Therefore, a decision should
be mudge to discontinue nursing or o discontinue the drug, tking into occount the
importance of the drug fo the mother.
ADVERSE EXPERIENCES: The incidence of adverse evenis during treatment with
ADALAT (C in doses up to 90 mg daily were derived from multi-center placebo-con-
trolled clinical trials in 370 hy geﬂensive patients. Atenclol 50 mg once duilz Wos used
concomitantly in 187 of the 370 patients on ADALAT CC and in 64 of the 126 patients
on placebo. All adverse events reported during ADALAT CC therapy were tabulated inde-
ndently of their causal relationship to medication.
F?:e mos! common adverse even! reported with ADALAT® CC was peripheral edema. This
was dose reloted and the frequency was 18% on ADALAT (C 30 mg daily, 22% on
ADALAT CC 60 mg daily and 29% on ADALAT CC 90 mg daily versus 10% on placebo.
Other common adverse events reporfed in the above placebo-conirolled irials include:
Headache (19%, versus 13% plocebo incidence); Flushing/heat sensation (4%, versus
0% placebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue/osthenio
(4%, versus 4% placebo incidence); Nausea (2%, versus 1% placebo incidence);
Constipation (1%, versus 0% placebo incidence).
Where the frequency of adverse events with ADALAT CC and placebo is similar, causal
relafionship cannot be established.
The following adverse evens were reported with an incidence of 3% or less in daily
doses up to 90 mg:

X09783

Respiratory: drspnan, increased tuush, rales, pharyngilis Special Senses: ubnor-
mal vision, amblyopia, conjunctivifis, diplopia, finnitus Urogenital /Reproductive:
kidney calculus, nocturia, breast engfergemem

The following adverse events have been reported rarely in putients given nifedipine in
other lormﬁulinns: allergenic hepatitis, alopecia, anemia, arthritis with ANA (+),
depression, erythromelalgio, exfolictive dermatifis, fever, ingival hyperplasio, gyneco-
mastia, leukopenio, mood changes, muscle cramps, nervousness, paranoid syndrome,
purpura, shakiness, sleep disturbances, syn-
cope, taste perversion, thrombocytopenia,
transient blindness af the peak plosma level,
tremor and urticaria,

DOSAGE AND ADMINISTRATION:
Dosage should be odjusted nctordina 1o each
patient's needs. It is recommended that
ADALAT (C be administered orally once daily
on on empty stomach. ADALAT (C is an
extended release dosage form and tablets
should be swallowed whole, not bitten or divided. In general, fiiration should proceed
over o 7-14 doy period starting with 30 mg once doily. Upward fitration should be
based on theruf_euti: efficacy ond sufe?‘. The usual maintenance dose is 30 mg lo 60
mg once daily. Titration o doses above 90 mg daily is not recommended.

If disconfinuation of ADALAT CC is m:(essug, sound clinical practice suggests that the
dosage should be decreased %ruduully with close physician supervision.

Care should be taken when dispensing ADALAT CC fo assure that the extended relense
dosage form has been prescribed.

3060
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