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BRIEF SUMMARY

ZOLOFT® (sertraline HCI)

INDICATIONS AND USAGE: Z0LOFT (sertraline hydrochlaride) is indicated for e treatment of depression.
CONTRAINDICATIONS: None known. WARNINGS: Cases of serious reactions have been reported in patients
receiving ZOLOFT in combination with o monoamine oxidase inhibitor (WAOI). The symptoms have includ-
ed mental status changes sutll cs memmy changes, confusion and irritability, chills, pyrexia and musde
rigidity. In pati in reuptoke inhibitor drug in combinatior with o monoamine
oxidase inhibitor (MAOI), llnere have been reports of serious, sometimes fatal, reactions including hyper-
thermia, rigidity, myocionus, autonemic instability with possible rapid fluctations of vital signs, and
mental status changes that include extreme agitation progressin 3 to delirivm and coma. These reactions
have also been reported in patients who have memly distonlimlo that drug and have been started on an

as the maximum recommended human dose) and at doses up to 40 mg/kg in rats (10 fimes on a mg/kg basis and 2 times on
g mg,/m’ basis, the maximum recommended human dose). There was o dose-related increase in the incidence of liver odenomas
in mole mice receiving sertraline at 10-40 mg/kg. No increase was seen in female mice or in rats of either sex receiving the
some treatments, nor was there on increose in hepatocellular corcinomas. Liver adenomas have a variable rote of spontaneous
occurrence in the CD-1 mouse and are of unknown significance to humans. There was an increase in folliculor odenomas of the
thyroid in female rats receiving sertraline at 40 mg/kg; this wos not accomponied by thyroid hyperplasic. While there wos on
increase in uterine adenocarcinomos in rats receiving sertraline ot 10-40 mg,/kq compared o plocebo contrals, this effect wos
not clearly drug related. Sertraline had no genotoxic effects, with or without metabolic activation, bosed on the following
ossays: bacteriol mutation ossay; mouse lymphoma mufation assay; and tests for cytogenetic aberrations in vivo in mouse bone
martow and i vitroin human lymphocytes. A decrease in fertility was seen in one of tworat studies ot il dose of 80 mg/ kg (20
times the moximym human dose on a mg/kg basis and 4 times on @ mg,/m? basis).
B: Teratogenic Effects — Reproduction studies have been performed in rafs und rabbits ot doses upto uppmmmateTy 20

MAO). Some cases presented with features syndrome. Th , itis
recommended that ZOLOFT {sertraline hydrochloride) not be used in combination with an MAOI, or with-
in 14 days of discontinuing treatment with an MAOL Slmﬂorly, at Ienst 14 duys should be allowed after
stopping ZOLOFT before starting an MAOL. PRECAUTIONS ion of Mania /Hypomania -
During premarketing testing, hypomania or mania occurred in approximotely 0.4% of ZOLOFT (semulme hvdtochlonde) tieated
potients. Activation of monio/hypomanio has also been seported in a small proportion of patients with Major Affective Disorder
treoted with other marketed antidepressants. Weight Loss = Significant weight loss may be an undesirable result of treatment
with sertraline for some patients, but on overage, patients in controlled trials had minimal, 1 to 2 pound weight loss, versus smol
er chonges on placebo. Only rorely have sertraline patients been discontinued for weight loss. Seizure = ZOLOFT has not been
eveluoted in patients with o seizure disorder. These patients were excluded from dinical studies during the product’s premarket
testing. Accordingly, like other anfidepressants, ZOLOFT should be introduced with care in epilepfic patients. Suicide —The passi-
bility of o suicide atlempt is inherent in depression and may persist until significant remission occurs. Close supervision of high risk
patients should accompony initial drug therapy. Prescriptions for ZOLOFT should be written for the smallest quantity of tablefs con-
sistent with good patient monagement, in order fo reduce the risk of overdose. Weak Uricosuric Effect —Z0LOFT is associated
with o meon decrease in serum uric acid of approximately 7%. The clinical significance of this weak uricosuric effect is unknown,
ond there have been no reports of acute renol failure with ZOLOFT. Use in Patients with Concomitant lllness ~ Clinical
experience with ZOLOFT in patients with certain corl(ornnont system|( |Ilness is I|m|red Coution is advisable in using ZOLOFT in
pafients with diseases or conditions that could affect meta Z0LOFT has not been evaluated or
used to any appreciable extent in patients with o recent history of myocurdlul inforcfion or unstable heart disease. Patients with
these disgnoses were excluded from clinical studies during the product’s premarket testing. However, the electiocardiogromns of
774 patients who received ZOLOFT in double-blind trials were evaluated and the data indicate that 20L0FT is nof associated with
the development of significant ECG obnormalities. ZOLOFT is extensively metabolized by the liver. In subjects with mild, stable cir-
thosis of the liver, the clearance of sertraline was decreased, thus increasing the elimination half-ife. A lower or less frequent dose
should be used in patients with cirrhosis. Since ZOLOFT is extensively metobolized, excretion of unchanged drug in urine is @ minor
route of elimination. However, until the phormacokinetics of ZOLOFT have been studied in patients with renal impoirment end
until adequate numbers of potients with severe renol impoirment have been evaluated during chronic tretment with ZO{OFT, it
should be used with caution in such patients. Inserference with Cognitive and Motor Performance —In controlled stud-
ies, ZOLOFT did not cause sedation and did not interfere with psy-
chomotor performance. Hyponotremia — Several coses of
hyponatremia have been reported. The hyponotremia appeared
to be reversible when I0LOFT was discontinued. The
mojority of these occurrences have been in elderly individuals,

some in patients toking diuretics or who were otherwise volume
depleted. Platelet Function —There hove been rare seports of
oltered platelet function and /or abnormal resutts from laboratory
studies in potients toking ZOLOFT. While there have been reports
of obnormal bleeding or purpura in several patients taking
Z0LOFY, it is uncleor whether ZOLOFT had o causctive role.
Information for Patients: Physicians are advised to discuss
the following issues with patients for whom they prescribe ZOLOFT:
Patients should be told thot although ZOLOFT has not been shown
to impair the ability of normal subjects to perform tosks requiring
complex motor and mentol skills in laboratory experiments, drugs
that act upon the central nervous system may affect some individy-
ols adversely. Patients should be told that although ZOLOFT has
not heen shown in experiments with normal subjects fo increase the mentol and mator skill impairments caused by alcohol, the
concomitont use of ZOLOFT ond alcohol in depressed patients is not advised. Potients should be told that while no adverse inferac:
tion of 20LOFT with over-the-counter (OTC) drug products is known to occur, the potentiol for interaction exists. Thus, the use of
any OTC product should be inifiated cautiously according to the directions of use given for the OTC product. Patients should be
odvised to nofify their physician if they become pregnant or intend to become pregnent during therapy. Potients should be advised
to notify their physician if they are breastfeeding an infont. Laboratory Tests: None. Drug Interactions: Potential
Effects of Coadministration of Drugs Highly Bound te Plasma Proteins — Because sertraline is tightly bound to
plosma protein, the odministration of ZOLOFT (sertraline hydrochloride) to a patient teking another drug which is tightly bound to
protein (6.g., worfurin, digitoxin) may cause o shift in plasma concentrations potentially resulting in an advesse effect. Converse-
ly, odverse effects may result from displacement of protein-bound ZOLOFT by other tightly bound drugs. In a study comparing pro-
thrombin fime AUC (0120 he) following dosing with worfarin (0.75 mg/kg) before and ofter 21 days of dosing with either
Z0LOFT (50-200 mg/doy) or placebo, there was ¢ mean increase in prothrombin time of 8% relative to baseline for ZOLOFT com-
pared to o 1% decrease for plocebo (p<0.02). The normalization of prathrombin fime for the ZOLOFT group was delayed com-
pared to the placebo group. The dinical significance of this change is unknown. Accordingly, prothrombin time should be carefully
monitored when ZOLOFT therapy is inifioted or stopped. Cimetidine = In a srudy assessing disposition of ZOLOFT (100 mg) on
the second of 8 days of cimetiding administration (800 mg doily), there were increases in ZOLOFT mean AUC (50%), Cmax
(24%) ond haltife (26%) (ompured 1o !he plucebo group. Ihe chmcu] S|gn|hcunce of these changes is unknown. CNS Active
Drugs - In g study comparing the di d diazepam before and after 21 doys of dosing with
either ZOLOFT (50 to 200 mg/doy escalating dose) o pIU(ebo there was @ 32% decrense relative fo baseline in diazepam dear-

once for the ZOLOFT group compared to o 19% decrease relative to baseline for the placebo group (p<0.03). There was o 23%
increase in Tmax for desmethyldiazepam in the ZOLOFT group compared to  20% decrease in the plocebo group (p<0.03). The
dlinical significonce of these changes is unknown. fn a placebo-controlled frial in normal volunteers, the administration of two
doses of ZOLOFT did not significantly olter steady-state lithium levels or the rencl clearance of lithium. Nonetheless, ot this time, it
is recommended that plosmo lithium levels be monitored following initiation of ZOLOFT therapy with appropricte adjustments to
the lithium dose. The risk of using ZOLOFT in combination with other CNS active drugs hos not been systematically evaluated.
Consequently, coution is advised if the concomitant administration of ZOLOFY and such drugs is required. There is limited controlled
experience regarding the optimal fiming of switching from other antidepressants to ZOLOFT. Core and prudent medical judgment
should be exercised when switching, particularly from lang-ucting agents. The duration of an appropriate washout period which
should infervene before switching from one selective serotanin reuptake inhibitor (SSRI) to another has not been established.

Hypoglycemic Drugs = In a placebo-ontrolled tricl in norme! volunteers, odministration of ZOLOFT for 22 days (including
200 mg,/day for the finol 13 days) caused o statistically significant 16% decrease from baseline in the clearance of tolbutamide
following an intravenous 1000 mg dose. ZOLOFT administration did not noticeably chonge either the plasma pretein binding or
the apparent volume of distribution of tolbutomide, suggesting that the decreased clearance wos due to o chonge in the
metabolism of the drug. The clinical significance of this decrease in telbutamide clearance is unknown. Atenolol — ZOLOFT
(100 mg) when administered fo 30 healthy mole subjects had no effect on the beto-udrenergic blocking ability of atenolol.
Digoxin — In a placebe-controlled trial in normal volunteers, administration of ZOLOFT far 17 days (including 200 mg/doy for
the lost 10 doys) did not change serum digoxin levels or dlgoxm renal learance. Microsomal Enzyme Induction — Preclini-

<ol studies have shown ZOLOFY to induce hepatic microsomal enzymes. In clinicol studies ZOLOFT was shown to induce hepatic
enzymes minimally as defermined by a small (5%) but stafistically significant decrease in antipyrine half-life following od

tion of 200 mg/day for 21 days. This small change in antipyrine half-ife seflects o clinically insignificant change in hepatic
metobolism. Electroconvulsive Therapy — There ore no clinical studies establishing the risks or benefits of the combined use
of electroconvulsive therapy (ECT) and ZOLOFT. Aleohol = Although ZOLOFT did not potentiote the cognifive and psychomotor
effects of afeohol in expenmems with normal sub|ects The concomitant use of ZOLOFT and olcohol in depressed patients is not rec-

ommended. Cardi of Fertility: Lifetime carcinagenicity studies were carried out
in CD-1 mice and Long+ -Evans ofs ot doses upto 40 mg/kg in mice (10 times on a mg,/kg basis and the same on o mg,/m? basis

times and 10 times the maximum daily human mg/kg dose (4 to 4.5 times the mg/m? dose), respectively. There was no evi-
dence of teratogenicity at any dose level. At doses approximately 2.5-10 times the maximum duily human mg/kg dose, sertro-
line was associated with delayed ossification in fetuses, probably secondary to effects on the dams. There are no adequate and
well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human response,
this drug should be used during pregnancy only if clearly needed. Mon-teratogenic Effects - There wos also decreosed
negnatal survival following maternal administration of sertraline at doses as low as approximately 5 times the moximum human
mg,/kg dose. The decrease in pup survival was shown to be most probably due to in utero exposure to sertraline. The clinical sig-
nificance of these effects is unknown. Labor and Delivery — The effect of ZOLOFT on lobos and delivery in humans is
unknown. Nersing Mothers — It is not known whether, and if se in whot amount, sertraline or its metobolites are excreted
inhuman milk. Because many drugs are excreted in humon milk, coution should be exercised when ZOLOFT is administered o 4
nursing woman. Pediatric Use — Sofety and effectiveness in children have not been established. Gerintric Use — Several
hundred eldesly patients have participated in clinical studies with ZOLOFT. The pattern of adverse reactions in the elderly was
similar to that in younger patients. ADVERSE REACTIONS Commonly Observed: The most commonly observed
udverse events ossociated with the use of ZOLOFT (sertraline hydrochloride) and not seen at an equivalent incidence among
placebo-treated patients were: gastrointestinal comploints, including nausea (26.1% vs 11.8%), dimrheu/ loose stools (17.7%
vs 9.3%) and dyspepsia (6% vs 2.8%); tremor (10.7% vs 2.7%); dizziness (11.7% vs 6.7%); insomnia (16.4% vs 8.8%);
somnolence (13.4% vs 5.9%); increosed sweurmg (8.4%vs 2 9%); dry mouth ( 16. 3% vs 9.3%); ond mole sexuol dysfunction
{15.5% vs 2.2%), primarily ejaculatory deloy. Associated with D of Tr Fifreen percent of
2710 subjects who received Z0LOFT in premarketing mulfiple dose dlinical trials discontinued freatment due to an adverse event.
The more common events (reported by ef least 1% of subjects) associated with discontinuation included agitation, insomnia,
mole sexval dysfunction (primarily ejaculatory delay), somnolence, dizziness, headache, tremor, anorexia, diarrhea/loose
stools, nauseo, and fotigue. Other Events Observed During the Premorketing Evalvation of ZOLOFT (sertraline
hydrochloride): During its premarketing assessment, multiple doses of ZOLOFT were odministered to approximately 2700 sub-
jects. Events are further categorized by body system and listed in order of decreasing frequency according te the following defini-
tions: frequent adverse events are those occurring on one or more occasions in at least T /100 patients (only those not alieady list-
ed in the tabulated results from plocebo-controlled triols appear in this listing); infrequent adverse events are these occuriing in
1/100 1o 1/1000 patients; rare events are those occurring in
fewer than 1,/1000 patients. Events of major clinicol importance
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are also described in the PRECAUTIONS section. Avtonomic
Nervous System Disorders—Infrequent: flushing, mydrio-
sis, incregsed salive, cold clammy skin; Rare: pallor. Cordiovas-
:ulor—lnfrequenl: postural dizziness, hypertension, hypoten-
sion, postural hypotension, edema, dependent edema, periorbital
edema, peripherol edema, peripheral ischemia, syncope, tachycar-
dia; Rore: precordial chest pain, substernal chest pain, aggravated
hypertension, myocardial infarction, voricose veins. Centrol and
Sertraline HOl zmes
scored tablets
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Peripheral Nervous System Disorders——Frequent: con-
fuston /nfreqvenr oruxw obnormul coordination, obnormol gait,
i0, migraine, ny
vemgo Rave:local nesthesio, coma, convlsions, dyskinesio, dys-
phonia, hyporeflexia, hypotonia, prosis. Disorders of Skin and
Appendages—infrequent: acne, alopecia, pruritus, erythema-
tous rash, maculopapular rosh, dry skin; Rare; bullous eruption,
dermatitis, erythema multiforme, abnormal hair texture, hypertri-
chosis, photosensitivity reaction, folliculos rash, skin discoloration, abnormal skin odor, urticaria. Endocrine Disorders—Rore:
exophrhulmos gynecomostia. Gcs!romustmul Dlsorders—lnflsqvenr dysphegio, eructation; Rase: diverticulifis, fecal
inence, gastrifis, g , glossitis, gum hyperplasia, hemorrhoids, hiccup, melena, hemonhuglc peptic ulcer, proctis,
stomatifs, ulcerotive stomatits, tenesmus, tongue edema, tongue ulceration. Generul—Frequenr asthenia; Infrequent:
moloise, generuhzed edemo figors, wengh! de(reuse we|ght increase; Rare: entarged obdemen, halitosis, ofifis media, ophthous
stomatitis. | and L g lymphedenapathy, purpura; Rore: anemia, anterior chomber eye
hemorrhuge Metabolic and Nutritional Disorders—Rare: dehydration, hypeicholesterolemia, hypoglycemio. Muscu-
letal System Disorders g arthralgia, orthresis, dystonia, muscle cramps, muscle weakness; Rare: hernia.
Psychiotric Disorders—infrequent: abnormol dreams, aggressive reaction, amnesia, apathy, delusion, depersonﬂllzﬁﬂon
depression, aggravated depression, emotional tability, euphonu hallucination, neumsm pumnmd reacnun sumde |deunon and
attempt, teeth-grinding, abnormal thinking; Rare: hysteria, somnambulism, withd Reprod
dysmenorrhea (2), intermenstrual bieeding (2); Rore: omenortheo (2), bolanoposthfs (1), breast enlargement (2), female
breast pain (2), leukorthea (2), menorthagia (2), atrophic vaginitis (2). (1) - % based on male subjects only: 1005; (2) -% based
on female subjects only: 1705. Respiratory System Dlmders—lnffequem bronchospasm, coughing, dyspnea, epistaxis;
Rore: bradypnea, hyperventilation, sinusitis, stridor. Special Senses— abnormal acc ion, conjunctivitis,
diplopia, earache, eye pain, xerophthalmic; Rase: abnormal lacrimation, phorophohm visual field defect. Urinary System
Disorders—/nfrequent: dysurio, face edema, nocturia, polyuria, urinary incontinence; Rare: oliuria, renal pain, wrinary refen-
tion. Laboratory Tests: In man, asymptomatic elevations in serum transaminases (SGOT [or AST] and SGPT for ALT}) have
been reported infrequently (approximately 0.8%) in association with ZOLOFT odministration. These hepatic enzyme elevations
usvally occurred within the first T to 9 weeks of drug treotment and prompHy diminished upon drug discontinuation. ZOLOFT ther-
apy was associated with small mean increases in fotal cholesterol {approximately 3%) and triglycerides (opproximately 5%, and
o small mean decrease in serum uric acid (approximately 7%) of no apparent clinical importance. DRUG ABUSE AND
DEPENDENCE Controlled Substance Class — I0LOFT (serfroling hydrochloride) is not a controlled substance. Physical
and Psychological Dependence — TOLOFT has not been systematically studied, in onimals or humans, for its potential for
abuse, tolerance, or physicaf dependence. However, the premarketing clinical experience with ZOLOFT did not reveal any tendency
for o withdrowal syndrome or any drug-seeking behavior. As with any new CNS active drug, physiciens should corefully evaluate
patients for history of drug abuse and follow such patients closely, observing them for signs of ZOLOFT misuse or abuse (e.g.,
! of tolerance, inc ion of dose, dug-seeking behavior). OVERDOSAGE Muman Experience — As of
November, 1992, there were 79 reports of non-fatol acute overdoses involving ZOLOFT, of which 28 were overdoses of ZOLOFT
alone and the remainder involved o combination of other drugs and/or alcohol in addition to ZOLOFT. In those cases of overdose
involving enly ZOLOFT, the reported doses ranged from 500 mg fo 6000 mg. In a subset of 18 of these patients in whom ZOLOFT
blood levels were determined, plasma concentrotions ranged from <5 ng/mi to 554 ng/mL. Symptoms of overdose with Z0LOFT
alone included somnolence, nauseo, vomiting, tachycardia, ECG changes, anxiety ond dilated pupils. Treatment was primarily sup-
portive and included monitoring and use of activated charcoal, gastric lavage or cathartics and hydration. Although there were no
reports of death when ZOLOFT was token alone, there were 4 deaths involving overdoses of ZOLOFT in combination with other
drugs and /ot olcohol. Therefore, any overdosage should be treated aggressively. Management of Overdoses — Establish and
mgintain an girway, insure odequate oxygenation and ventilation. Activated charcoal, which may be used with sorbitol, may be as
or more effective than emesis or lavage, and should be considered in treating
overdose. Cardiac and vital signs monitoring is recommended olong with gen-
eral symptomtic ond supportive measures. There are no specific antidotes for
0LOFT. Due to the large volume of dishiibution of ZOLOFT, forced diuresis, diol-
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ysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. In Pratt X
managing overdasage, consider the possibility of multiple drug invalvement. Pharmaceuticals
The physician should consider contacting a poison control center on the treat- RTDO41494

ment of any overdose.
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TAKE EFFECTIVE CONTROL
OF BED-WETTING

» Rapid response—substantial effect seen in
as little as 1 to 3 nights of therapy’

e A combined 15-year record of successful
and safe use in the U.S. and Europe”

e May be used hand in hand with behavior
modification

Nighttime fluid intake shoi Idbresttdld\a -»ttlpttlu. f[id erload;
serum electrolytes should be checked at least o i’.?d\«

N DDAVP Nasal Spray

(desmopressin acetate) omL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing information on adjacent page.
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monitored. Verapami will u have an additive effect in
patients receiving blood-pressure-lowering agents. Disopyr-
amide should not be given within 48 hours before or 24 hours
after verapamil administration, Concomitant use of flecainide
and verapamil may have a;zm effects on myoczrdu! con-

. AV

d verap-
amil and quinidine therapy in patients with h\rpemnplw: cardio-
myopathy should be avoided, since significant hypotension
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emarmdmgsurmmcmasemsemhhumlmis how-
ever, it may also result in a lowering of serum lithium levels
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For the Management of
Mild to Moderate Hypertension

ONCE-DAILY

Ia n®

verapamilHl

SUSTAINED-RELEASE CAPLETS

Excellence Built On Basics

The recommended starting dosage for Calan SR Is 180 mg once dally. Dose titration will be required
In some patients to achleve blood pressure control. A lower starting dosage of 120 mg/day may be
warranted in some patients (eg, the elderly, patients of small stature). Dosages above 240 mg dally
should be administered In divided doses. Calan SR should be administered with food. Constipation,
which Is easlly managed In most patients, Is the most commonly reported side effect of Calan SR.
Verapamil should be administered cautiously to patlents with Impaired renal function.



“My medicine helps,
but I still can’t function fully at my job...

I've just learned to live with it.”

DO YOU KNOW

WHAT YOUR

MIGRAINE PATIENTS
THINK ABOUT THEIR
CURRENT TREATMENT?




MORE OF YOUR PATIENTS MA

Because it
works fast.!

The most frequently reported adverse events
g I%’E P

associated with IMITREX are injection-site reactions
[59%), atypical sensations (e.g., tingling, warm/
hot sensation) (42%), and dizziness/vertigo (12%).
IMITREX is contraindicated in patients with ischemic
heart disease, symptoms or signs consistent with
ischemic heart disease, or Prinzmetal's angina
because of the potential to cause coronary
vasospasm. IMITRS( is contraindicated in patfients

with uncontrolled hypertension because it can give
rise fo increases in blood pressure (usually small).
IMITREX should be used during pregnancy only if
the potential benefit justifies the potential risk to the
fetus. (Please see Precautions.) IMITREX should nof
be administered to patients with basilar or
hemiplegic migraine.

Reference: 1. Cady RK, Wendt JK, Kirchner JR, Sargent JD, Rothrock JF,

Skaggs H Jr. Treatment of acute migraine with subcutaneous sumatriptan
JAMA luna 10012489071 9078



BENEFIT FROM IMITREX

Because it Because it is

works well.!
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BRIEF SUMMARY

ImitreX°(sumatriptan succinate) Injection

For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex® Injection product labeling.
INDICATIONS AND USAGE: Imitrex® Injection is indicated for the
acute treatment of migraine attacks with or without aura.

Imitrex Injection is nat for use in the management of hemiplegic or
basilar migraine (see WARNINGS).

Safety and effectiveness have also not been established for cluster
headache, which is present in an older, predominantly male population.
CONTRAINDICATIONS: Imitrex® Injection should not be given
intravenously because of its potential to cause coronary vasospasm.

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemic heart disease (angina
pectoris, history of myecardial infarction, or documented silent
ischemia) or ta patients with Prinzmetal’s angina. Also, patients with
symptoms or signs consistent with ischemic heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise to
increases in blood pressure (usually small), it should not be given to
patients with uncontrolled hyperiension.

Imitrex Injection should not be used concomitantly with
ergotamine-containing preparations.

Imitrex Injection is contraindicated in patients with hypersensitivity
fo sumatriptan.

WARNINGS: Imitrex® Injection should not be administered to patients
with basilar or hemiplegic migraine.

Cardiac Events/Coronary Censtriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given to administering the first
dose of Imitrex Injection in the physician’s office to patients in whom
unrecognized coronary disease is comparatively likely {postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). If symptoms consistent with angina occur,
electrocardiographic (ECG) evaluation should be carried out to look
for ischemic changes.

Sumatriptan may cause coronary vasospasm in patients with a
history of coronary artery disease, who are known to be more
susceptible than others to coronary artery vasospasm, and, rarely, in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlled trials who sustained ciinical events during or shortly after
receiving subcutaneous sumatriptan that may have reflected coronary
vasospasm. Six of these eight patients had ECG changes consistent
with transient ischemia, but without symptoms or signs. Of the eight
patients, four had some findings suggestive of coronary artery disease
prior to treatment. None of these adverse events was associated with a
serious clinical outcome.

There have been rare reports from countries in which Imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemic ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more frequent, reports of chest and arm discomfort
thought to represent angina pectoris.

Use in Women of Childbearing Potential: (see PRECAUTIONS})
PRECAUTIONS:

General: Chest, jaw, or neck tightness is relatively common after Imitrex®
tnjection, but has anly rarely been associated with ischemic ECG changes.

Imitrex Injection may cause mild, transient elevation of blood
pressure and peripheral vascular resistance.

Imitrex Injection should also be administered with caution to
patients with diseases that may alter the absorption, metabolism, or
excretion of drugs, such as impaired hepatic or renal function.

As with other acute migraine therapies, before treating headaches in
patients not previously diagnosed as migraineurs and in migraineurs
who present with atypical symptoms, care should be taken to exclude
other potentially serious neurological conditions. There have been rare
reports where patients received sumatriptan for severe headaches that
were subsequently shown to have been secondary to an evolving
neurological lesion (cerebrovascular accident, subarachnoid
hemorrhage). In this regard, it should be noted that migraineurs may
be at increased risk of certain cerebrovascular events (e.g.,
cerebrovascular accident, transient ischemic attack).

Although written instructions are supplied with the autoinjector,

patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care professional prior to doing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the text of the separate leaflet provided
for patients.
Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. In two Phase Il trials in the US, a
retrospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranolol n=94, for 45
other drugs n=123) were compared to those who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be avoided (see CONTRAINDICATIONS).
Drug/iaboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly empioyed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100

IMX454R1

times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

In a 78-week study in which mice received sumatriptan
continuously in drinking water, there was no evidence for an increase

in tumors considered to be related to
That study, however, did not use the maximum tolerated dose
and therefore did not fully explore the carcinogenic potential of
Imitrex® {(sumatriptan succinate) Injection in the mouse.

A Segment | rat fertility study by the subcutaneous route has shown

no evidence of impaired fertility.
Pregnancy: Pregnancy Category C: Sumatriptan has been shown to
be embryolethal in rabbits when given in daily doses producing plasma
levels 3-fold higher than those attained following a 6-mg subcutaneous
injection (i.e., recommended dose) to humans. There is no evidence
that establishes that sumatriptan is a human teratogen; however, there
are no adequate and well-controlled studies in pregnant women.
Imitrex Injection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

In assessing this information, the following additional findings
should be considered.

Embryolethality: When given intravenously to pregnant rabbits daily
throughout the period of organogenesis,
caused embryolethality at doses at or close to those producing maternal
toxicity. The mechanism of the embryolethality is not known. At these
doses, peak concentrations of drug in plasma were more than 3-fold
higher than the range observed in humans after the recommended
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogenesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
pregnancy, there was no evidence of increased embryo/fetal lethality.

Teratogenicity: Term fetuses from Dutch Stride rabbits treated during
organogenesis with oral sumatriptan exhibited an increased incidence of
cervicothoracic vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities is not known.

In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.

Studies in rats and rabbits evaluating the teratogenic potential of
sumatriptan administered subcutaneously only during organogenesis
(standard Segment |l studies) have not been performed.

Nursing Mathers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, caution should be exercised when
considering the administration of Imitrex Injection to a nursing woman.
Pediatric Use: Safety and effectiveness of Imitrex Injection in children
have not been established.

Use in the Elderly: The safety and effectiveness of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex Injection in the
elderly is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.

ADVERSE REACTIONS: (see also PRECAUTIONS) Sumatriptan may
cause coronary vasospasm in patients with a history of coronary artery
disease, known to be susceptible to corenary artery vasospasm, and,
very rarely, without prior history suggestive of coronary artery disease.

There have been rare reports from countries in which Imitrex®
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular
tachycardia; myocardial infarction; and marked ischemic ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.

Other untoward clinical events associated with the use of
subcutaneous Imitrex Injection are: pain or redness at the injection
site, atypical sensations (such as sensations of warmth, cold, tingling
or paresthesia, pressure, burning, numbness, tightness, all of which
may be localized or generalized), flushing, chest symptoms (pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, afthough they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

Among patients in clinical trials of subcutaneous Imitrex Injection
(n=6,218), up to 3.5% of patients withdrew for reasons related to
adverse events.

Incidence in Controiled Clinical Trials: The following Table lists
adverse events that occurred in two large US, Phase 11, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebe. Only events that occurred at a frequency of 1% or
more in Imitrex Injection treatment groups and were at least as
frequent as in the placebo group are included in Table.
Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Controlled Clinical Trials:
Events Reported by at Least 1% of Imitrex Injection Patients

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 92
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 75 03
Feeling of heaviness 73 11
Pressure sensation 71 16
Feeling of tightness 51 03
Numbness 46 22
Feeling strange 22 03
Tight feeling in head 22 0.3
Cold sensation 11 05
Cardiovascular
Flushing 6.6 24
Chest discomfort 45 14
Tightness in chest 2.7 0.5
Pressure in chest 18 0.3
Printed in USA

Percent of Patients Reporting
Imitrex Injection
6 mg SC Placebo
Adverse Event Type n=547 n=370
alon. Ear, nose, and throat

Throat discomfort 33 05

Discomfort: nasal cavity/sinuses 22 03
Eye

Vision alterations 1.1 00
Gastrointestinal

Abdominal discomfort 13 08

Dysphagia 11 00
Injection site reaction 58.7 238
Miscellaneous

Jaw discomfort 18 00
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

sumatriptan Weakness 49 0.3

Neck pain/stiffness 48 05

Myalgia 1.8 05

Muscle cramp(s) 14 0.0
Neurological

Dizziness/vertigo 11.9 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/fatigue 11 038
Skin

Sweating 16 1.1

The sum of the percentages cited is greater than 100% because
patients may experience more than ane type of adverse event.
Only events that occurred at a frequency of 1% or more in Imitrex®
(sumatriptan succinate) Injection treatment groups and were at least
as frequent as in the placebo groups are included.
Other Events Observed in Association With the Administration of
Imitrex Injection: in the paragraphs that follow, the frequencies of less
commenly reported adverse clinical events are presented. Because the
reports cite events observed in open and uncontrolled studies, the role
of Imitrex Injection in their causation cannot be reliably determined.
Furthermore, variability associated with reporting requirements, the
terminology used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided.

Event frequencies are calculated as the number of patients reporting
an event divided by the total number of patients (n=6,218) exposed to
subcutaneous Imitrex Injection. Given their imprecision, frequencies
for specific adverse event occurrences are defined as follows:
“infrequent” indicates a frequency estimated as falling between 1/1,000
and 1/100; “rare,” a frequency less than 1/1,000.

Cardigvascular: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient ECG changes (nonspecific ST or T wave changes,
prolongation of PR or QTc intervals, sinus arrhythmia, nonsustained
ventricular premature beats, isolated junctional ectopic beats, atrial
ectopic beats, delayed activation of the right ventricle), and syncope.
Rare were pallor, arrhythmia, abnormal pulse, vasodilatation, and
Raynaud's syndrome.

Endocrine and Metabolic: Infrequent was thirst. Rare were
polydipsia and dehydration.

Eye: Infrequent was irritation of the eye.

Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea,
and disturbances of liver function tests. Rare were peptic ufcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: \nfrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscle stiffness, need to flex caif
muscles, backache, muscle tiredness, and swelling of the iti

Neurological: \nfrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lacrimation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: Infrequent was dyspnea. Rare were influenza, diseases
of the lower respiratory tract, and hiccoughs.

Dermatological: Infrequent were erythema, pruritus, and skin
rashes and eruptions. Rare was skin tenderness.

Uragenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calculus.

Miscellaneous: Infrequent were miscellaneous iaboratery
abnormalities, including minor disturbances in liver function tests,
“serotonin agonist effect,” and hypersensitivity to various agents. Rare
was fever.

Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal’s angina,
myocardial infarction, acute renal failure, seizure, cerebrovascular
accident, dysphasia, subarachnoid hemorrhage, and arrhythmias {atrial
fibrillation, ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex Injection has been reported, including
anaphylactoid reactions, rash, urticaria, pruritus, erythema, and
shortness of breath.

DRUG ABUSE AND DEPENDENCE: The zbuse potential of Imitrex®
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to induce subjective behavior and/er
physiologic response ordinarily associated with drugs that have an

established potential for abuse. CERENEX"
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INDARAMIDE TABLETS

Antihypertensive
fticacy Equivalent,
2.0mg

With the benetits of a lower
once-daily dose

Favorable metabolic profile'-no adverse
effect on lipids; only 2% incidence of
clinical hypokalemia*

Safe and effective for step-down therapy

Side-effect profile compatible with other
antihypertensive agents

LOZOL 1.25 mg once daily iS now
the 1 "Gc.onnmfnded starting dose
for indapamide

L0z20L® (indapamide) 1.25 mg and 2.5 mg tablets
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The Milcom' Family
Practice Record Systenr
for all ages.

. . Health History Update and S
Easy, all-inclusive iz / RS
! = = .‘(c‘m'ﬂrtm'uﬂ and ~ iy
f zf.'l.- g gz 1
tracking of family == iy Reeork._ [ -
f ]jf o e [ 18 i Y Health Maintenance Guide for
\ E [t il 4 ce Craete fo
care Or e. \ 5 == [ Ages 19-49, and 50+. ’
This time-saving record system \'== = - ' iy
chronicles medical data, as well as work g
environment, interfamily relationships .
and social habits. So it gives you consis- e ,
tent, |0ng—.tft‘n§ nslk Hmnﬂg{:mcnt b\ = -~ _"’ Well-Child Records document
documenting findings, assessments and . . bensh }'mmn-f;jw;u\_,:;ﬁ}m_v ;
. e 3 3 rosgh age 17. ( Not shown
treatments for each family member, from o / \
infancy on. Equally important, it encour- . * /
ages patients to be involved in their own : f' Systems for

Record System components can be easily
integrated into your existing system.
For more information and a sample kit, iy e
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Once-A-Day

AdalatCC

= a | |
nifedipine;:i«:
D RPN I e e A A
30mg,60mg &90mg

Real Value for Real People
with Hypertension
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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

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

* Convenient, well-tolerated therapy titration may be necessary when switching between Procardia XL*
) 5 i and Adalat® CC. Procardia XL is a registered trademark of
* Peripheral edema and headache were the Pfizer Labs Division, Pfizer Inc.
most common Qose-related ad\fE'I'SE‘ ?\IC‘I‘HS tCalculations based on suggested Average Wholesale Price (AWP),
reporte_d: ﬂushmg/‘heat sensation, dizziness, Flease see brief summary of Prescribing Information
and fatigue/asthenia were all reported at an on back of this page.

incidence of 4%

Candidate Profile

Residence Charleston

Pretreatment BP 176/102

Marital Status married

Health Ins $750 deductible,
no Rx plan

“Save up to $217'a year?
That's the next payment on my insurance.’




Once-A-Day

nifedipines

30mg,60mg &90mg
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IRFORMATION

For Oral Use
PI10074485 5/93
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*Please see DOSAGE AND ADMINISTRATION section in brief
summary of Prescribing Information below.

Although nifediine hos been used sofely in patients with renal dysfunction and has
been reparted to exert o beneficial effect in certain coses, rore reversible elevations in
BUN ond serum creatinine have been reorted in patients with pre-existing chronic
renal insufficiency. The relationship to nifedipine therapy & uncertain in most coses but

n some.
Elvﬂllummlon Beto-adrenergic blocking ogents: (See WARNINGS).
T CC wos well tolerated when odministered in combination with o beta blocker in

Body s o Whole,/Systemic: chest pain, leg pain Central Nervous System:
mslhesm verfigo omﬂaloglc rash Gastrointestinal: :unsllpnlmn
h I iaq aomps Resp y: epistaxis, thinitis Urogenital:
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Body as o Mdl(i\mo:!k: cellulfi, dvﬂs‘hnul edema, neck pain, pelvic pain,

um Cardi ot , cordin arrest, extrasystole,

sion, It may be used olone of in ogents 187 hypertensive pafients in o plocebo-controlled dlinical Iriol. However, there have nsion, tachycordio, cutaneods
CONTRAINDICATIONS: Known hypersemsiivity fo ifedipine. been occasionol Inmlm remphummrq thet the combination of nifedipine and Iuj S\rllw: anxiefy, mfumn decreased Thid, dows;m,“?
WARNINGS: Excessive Hypotension: lllhmgh in mT potients Ihethal beto-odrenergic blocking drugs may increase the likelihood of iture,  hyp pruritus, tiog
tfhno!mldmlsmdmwnﬂwhm , occasional patien Islum severe hypotension, or exacerbation of angina in potients with G inak: abdominal poin, mmmm&m s, flotu-
poorly toleroted hypolemsion, These mspunmhmmﬂyu during inifial  Digitalis: Si  there have been isoloted reports nwhmhahmdﬂlqmmlmls lence

|||ra||on of af the fime of subsequent upward dosoge odjustment, und may be more there is o possible inferaction between ﬁ;a:m and ADALAT CC, it i lnlalml': goul, weight loss ﬁ.uu!nhlolul wmr... nnfmln mnlguu
iuh'mpmnhwngwnwmm gm that digaxin levels be monitored when initiafing, adjusting, ond di ing ADALAT  Resg , increased cough, rales, phor SpoddSenm dhnor-
Severs on ondf ﬁuld volume requirements bave been reported in  CC 1o avoid passible over- or under-digitolization. mal vision, omb tnn|u||dmlix iplopia, finnitus rnglll!ﬂ/llpndldln
pafients who 1 capsules together with o bela-blocking agent in Anficoagulants: There have been rore r‘;am of increased prothrombin time Hmy mlmlus, nocturia, b aﬂﬂm
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sin. The interaction with m to the jion of  However, the o nifedipine theroy Mmennm alherf ofions: nlhrgenx hepatitis olopecia, anemia, arthrilis with ANA (+),

[l ond o beto-blocker, bullhu ﬂnill otcur with nif d\m
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ed patients where surgery using high dose
fentonyl anesthesia is cantempluted, the
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nmblerm ond, if the patient’s condition per-
mits, suffiient fime (ot leas! 36 shou
hmd for nifedipine 1o be washed out of
f or o su
Iumuu‘: hglnﬂd}ur Myocardial
Infarction: Rarely, patients, particularly
Hlmﬂwhmsmrcdnkmunr orfery disease, have developed well docu-
mented incrensed frequenty, duration and/or severity of angina or noute myotardil
inforction upon starfing nifedipine or ot the fime of dosoge increase. The mechanism
this effiect is not es
Beta-Blocker mhllwr;lt:ulﬂun Ill!(unlmumg o beta- mhr i n”i;'dm to
f possible, inning ni un
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Quinidine: There hove been rare reports of on inferoction between quinidine ond
nifedipine (with o decreosed plosma level of quinidine).

Real People, Real Needs, Real Value

Cimefidine: Bath the peck plosma level of nif nund IheAHE increse in the
prmmeulnmhimﬂmm oduces smaller uh' uqm ficant |’r:twmses This effect

hepatic cytochrome P-450
the enzyme system probably responsible for the firs-pass metobolsm of nifedipine.
nifedipine therapy s initiated in o pafient currently receiving cimetidine, coutious fifro-

hun B
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sis may be ot greater risk for such on event, os the unlooding effect of nifedipine would
be expected o be of less benefit 1o these patients, owing to their fixed impedonte to
Thow otrass the oortic valve.
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Hendud\a (19%, versus I39£ ploteh hodam]r sensafion (4%, versus
0% plocebo incidence); Dizziness (4%, versus 2% placebo incidence); Fatigue,/asthenio
{4%, versus 4% plocebo incidence); Nousea [i‘% varsus 1% placebo incidence);
Constipafion (1%, versus 0% plocebo incidence).
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The following adverse events were reported with an incidence of 3% or less in daily
dases up !n%
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'mtifis, fever, gingival

mastia, leukopenia, mood changes, muscle ¢ lvg:;ﬂ :g:nud mm
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Who's a candidate?

Today, a vast number of patients with
hypertension are suitable candidates for
PLENDIL.

Black patients may be candidates. So
may your older patients.*

Newly diagnosed patients may be can-
didates. So may those requiring more than
one drug to control their blood pressure.

Patients with concomitant disorders
may be likely candidates, including those
with hypercholesterolemia, diabetes,
impaired renal function, COPD, or asthma.

PLENDIL. A calcium channel blocker
that's highly effective in hypertension. And
generally well tolerated when administered
at recommended dosages.

Appropriate for so many different
patient types.

For so many different reasons.

Plendil

(felodip /'ne) S iomg

Because you consider the whole patient.
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BRIEF SUMMARY
TABLETS

PLENDIL®

(FELODIPINE}
EXTENDED-RELEASE TABLETS

INDICATIONS AND USAGE
PLENDIL* is indicated for the treatment of hypertension. PLENDIL may
be used alone or concomitantly with other antihypertensive agents.

CONTRAINDICATIONS
PLENDIL is contraindicated in patients who are hypersensitive to
this product.

PRECAUTIONS
General

Hypotension: Felodipine, like other calcium antagonists, may occa-
sionally precipitate significant hypotension and rarely syncope. It
may lead to reflex tachycardia which in susceptible individuals may
precipitate angina pectoris. (See ADVERSE REACTIONS.)

Heart Failure: Although acute hemodynamic studies in a small
number of patients with NYHA Class Il or lll heart failure treated with
felodipine have not demonstrated negative inatropic effects, safety in
patients with heart failure has not been established. Caution there-
fore should be exercised when using PLENDIL in patients with heart
failure or compromised ventricular function, particularly in combina-
tion with a beta blacker.

Elderly Patients or Patients with Impaired Liver Function: Patients
over 65 years of age or patients with impaired liver function may have
elevated plasma concentrations of felodipine and may therefore
respond to lower doses of PLENDIL. These patients should have their
blood pressure monitored closely during dosage adjustment of
PLENDIL and should rarely require doses above 10 mg. (See CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION sections of com-
plete Prescribing Information.)

Peripheral Edema: Peripheral edema, generally mild and not asso-
ciated with generalized fluid retention, was the most common adverse
event in the clinical trials. The incidence of peripheral edema was both
dose- and age-dependent. Frequency of peripheral edema ranged
from about 10 percent in patients under 50 years of age taking 5 mg
daily to about 30 percent in those over 60 years of age taking 20 mg
daily. This adverse effect generally occurs within 2-3 weeks of the ini-
tiation of treatment.

Information for Patients

Patients should be instructed to take PLENDIL whole and not to
crush or chew the tablets. They should be told that mild gingival
hyperplasia (gum swelling) has been reported. Good dental hygiene
decreases its incidence and severity.

NOTE: As with many other drugs, certain advice to patients being treat-
ed with PLENDIL is warranted. This information is intended to aid in
the safe and effective use of this medication. It is not a disclosure of
all possible adverse or intended effects.

Drug Interactions

Beta-Blocking Agents: A pharmacokinetic study of felodipine in
conjunction with metoprolof demonstrated no significant effects on
the pharmacokinetics of felodipine. The AUC and Cmax of metoprolol,
however, were increased approximately 31 and 38 percent, respec-
tively. In controlled clinical trials, however, beta blockers including
metoprolol were concurrently administered with felodipine and were
well tolerated.

Cimetidine: In healthy subjects pharmacokinetic studies showed an
approximately 50 percent increase in the area under the plasma con-
centration time curve (AUC) as well as the Cmax of felodipine when
given concomitantly with cimetidine. It is anticipated that a clinical-
ly significant interaction may occur in some hygenensive patients.
Therefore, it is recommended that low doses of PLENDIL be used when
given concomitantly with cimetidine.

Digoxin: When given concomitantly with felodipine the peak plasma
concentration of digoxin was significantly increased. There was, how-
ever, no significant change in the AUC of digoxin.

Anticonvulsants: In a pharmacokinetic study, maximum plasma
concentrations of felodipine were considerably lower in epileptic
patients on long-term anticonvulsant therapy {e.g., phenytoin, carba-
mazepine, or phenobarbital) than in healthy volunteers. In such
patients, the mean area under the felodipine plasma concentration-
time curve was also reduced to approximately six percent of that
observed in heaithy volunteers. Since a clinically significant interac-
tion may be anticipated, alternative antihypertensive therapy should
be considered in these patients.

Other Concomitant Therapy: In healthy subjects there were no clin-
ically significant interactions when felodipine was given concomi-
tantly with indomethacin or spironolactane.

Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmaco-
kinetics and Metabolism section of complete Prescribing Information.
Carcinogenesis, Mutagenesis, impairment of Fertility
. In a two-year carcinogenicity study in rats fed felodipine at doses of
7.7, 23.1 or 69.3 mg/kg/day (up to 28 times' the maximum recom-
mended human dose on a mg/m? basis), a dose related increase in the
incidence of benign interstitial cell tumors of the testes (Leydig cell
tumors) was observed in treated male rats. These tumors were not
observed in a similar study in mice at doses up to 138.6 mg/kg/day
{28 times' the maximum recommended human dose on 2 mg/m?
basis). Felodipine, at the doses employed in the two-year rat study,
has been shown to lower testicular testosterone and to produce a cor-
responding increase in serum luteinizing hormone in rats. The Leydig
cell tumor development is possibly secondary to these hormonal
effects which have not been observed in man.

In this same rat study a dose-related increase in the incidence of
focal squamous cell hyperplasia compared to control was observed in
the esophageal groove of male and femate rats in all dose groups. No
other drug-related esophageal or gastric pathology was observed in
the rats or with chronic administration in mice and dogs. The latter
‘Registered trademark of AB Astra
*Based on patient weight of 50 kg
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species, like man, has no anatomical structure comparable to the
esophageal groove.

Felodipine was not carcinogenic when fed to mice at doses of up to
138.6 mg/kg/day (28 times' the maximum recommended human dose
on a mg/m? basis) for periods of up to 80 weeks in males and 99
weeks in females.

Felodipine did not display any mutagenic activity in vitro in the
Ames microbial mutagenicity test or in the mouse lymphoma forward
mutation assay. No clastogenic potential was seen in vivo in the
mouse micronucleus test at oral doses up to 2500 mg/kg (506 times’
the maximum recommended human dose on a mg/m? basis} or in vitro
in a human lymphocyte chremosome aberration assay.

A fertility study in which male and female rats were administered
doses of 3.8, 9.6 or 26.9 mg/kg/day showed no significant effect of
felodipine on reproductive performance.

Pregnancy

Pregnancy Category &

Teratogenic Effects: Studies in pregnant rabbits administered doses
of 0.46, 1.2, 2.3 and 4.6 mg/kg/day (from 0.4 to 4 times' the maximum
recommended human dose on a mg/m? basis) showed digital anom-
alies consisting of reduction in size and degree of ossification of the ter-
minal phalanges in the fetuses. The frequency and severity of the
changes appeared dose-related and were noted even at the lowest
dose. These changes have been shown to occur with other members of
the dihydropyridine class and are possibly a result of compromised
uterine blood flow. Similar fetal anomalies were not observed in rats
given felodipine.

In a teratology study in cynomolgus monkeys no reduction in the size
of the terminal phalanges was observed but an abnormal position of
the distal phalanges was noted in about 40 percent of the fetuses.

Nonteratogenic Effects: A prolongation of parturition with difficult
labor and an increased frequency of fetal and early postnatal deaths
were observed in rats administered doses of 9.6 mg/kg/day (4 times'
the maximum human dose on a mg/m? basis) and above.

Significant enlargement of the mammary glands in excess of the
normal enlargement for pregnant rabbits was found with doses
greater than or equal to 1.2 mg/kg/day (equal to the maximum human
dose on a mg/m¢ basis). This effect occurred only in pregnant rabbits
and regressed during lactation. Similar changes in the mammary
glands were not observed in rats or monkeys.

There are no adequate and well-controlled studies in pregnant
women. If felodipine is used during pregnancy, or if the patient
becomes pregnant while taking this drug, she should be apprised of
the potential hazard to the fetus, possible digital anomalies of the
infant, and the potential effects of felodipine on labor and delivery,
and on the mammary glands of pregnant females.

Nursing Mothers

It is not known whether this drug is secreted in human milk and
because of the potential for serious adverse reactions from felodipine
in the infant, a decision should be made whether to discontinue nurs-
ing or to discontinue the drug, taking into account the importance of
the drug to the mother.

Pediatric Use
Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

In controlled studies in the United States and overseas approxi-
mately 3000 patients were treated with felodipine as either the
extended-release or the immediate-release formulation.

The most common clinical adverse experiences reported with
PLENDIL® (Felodipine) administered as monotherapy in all settings
and with all dosage forms of felodipine were peripheral edema and
headache. Peripheral edema was generally mild, but it was age- and
dose-related and resulted in discontinuation of therapy in about 4
percent of the enrolled patients. Discontinuation of therapy due to
any clinical adverse experience occurred in about 9 percent of the
patients receiving PLENDIL, principally for peripheral edema,
headache, or flushing.

Adverse experiences that occurred with an incidence of 1.5 percent or
greater during monotherapy with PLENDIL without regard to causality are
compared to placebo in the table below.

Percent of Patients with Adverse Effects in Controlled
Trials of PLENDIL as Monotherapy
(incidence of discontinuations shown in parentheses)

Adverse Effect PLENDIL% Placebo %
N=1730 N =283

Peripheral Edema 23 (4 35
Headache 186 (21) 10.6
Flushing 64 (LO) 11
Dizziness 58 (08 32
Upper Respiratory

Infection 55 0 11
Asthenia 47 00 28
Cough 29 0.0 04
Paresthesia 25 (01) 18
Dyspepsia 23 0.0 14
Chest Pain 21 0.1) 14
Nausea 19 (08 1l
Muscle Cramps 19 0.0 11
Palpitation 18 (05 25
Abdominal Pain 18 (03) L1
Constipation 16 0.1 11
Diarrhea 16 .1 L1
Pharyngitis 16 (0.0 04
Rhinorrhea 16 0.0 0.0
Back Pain 16 (0.0 1.1
Rash 15 (0.1 L

In the two dose response studies using PLENDIL as monotherapy,
the following table describes the incidence {percent} of adverse expe-

riences that were dose-related. The incidence of discontinuations
due to these adverse experiences are shown in parentheses.

Adverse Placebo 25mg 50mg 100mg 20mg

Effect N=121 N=71 N=72 N=123 N=50

Peripheral

Edema  25(16) 14(0.0) 139(28) 195(24) 36.0(100)
Palpitation ~ 0.8(0.8) 14(0.0) 00(00) 24(08 120 (80)
Headache  124(00) 11.3(1.4) 111(00) 187(41) 280(i80)
Flushing 0.0(00) 42(0.0) 28(0.0) 81(0.8 200 (3.0

In addition, adverse experiences that occurred in 0.5 up to 1.5 per-
cent of patients who received PLENDIL® {Felodipine) in all controfled
clinical studies (listed in order of decreasing severity within each cat-
egory) and serious adverse events that occurred at a lower rate or
were found during marketing experience (those lower rate events are
in italics) were: Body as a Whole: Facial edema, warm sensation;
Cardiovascular: Tachycardia, myocardial infarction, hypotension, syn-
cope, angina pectoris, arrhythmia; Digestive: Yomiting, dry mouth,
flatulence; Hematologic: Anemia; Musculoskeleta): Arthralgia, arm
pain, knee pain, leg pain, foot pain, hip pain, myalgia;
Nervous/Psychiatric: Depression, anxiety disorders, insomnia, irri-
tability, nervousness, somnolence; Respiratory: Bronchitis, influenza,
sinusitis, dyspnea, epistaxis, respiratory infection, sneezing; Skin:
Contusion, erythema, urticaria; Urogenital: Decreased libido, impo-
tence, urinary frequency, urinary urgency, dysuria.

Felodipine, as an immediate release formulation, has also been
studied as monotherapy in 680 patients with hypertension in U.S.
and overseas controlled clinical studies. Other adverse experiences
not listed above and with an incidence of 0.5 percent or greater
include: Body as a Whole: Fatigue; Digestive: Gastrointestinal pain;
Musculoskeletal: Arthritis, local weakness, neck pain, shoulder pain,
ankle pain; Nervous/Psychiatric: Tremor; Respiratory: Rhinitis; Skin:
Hyperhidrosis, pruritus; Specia/ Senses: Blurred vision, tinnitus;
Urogenital: Nocturia.

Gingival Hyperpiasia: Gingival hyperplasia, usually mild, occurred
in <0.5 percent of patients in controtled studies. This condition may
be avoided or may regress with improved dental hygiene. (See PRE-
CAUTIONS, Information for Patients.)

Clinical Laboratory Test Findings
Serum Electrojytes: No significant effects on serum electroiytes were
observed during short- and long-term therapy.

Serum lucose: No significant effects on fasting serum glucose
wterg observed in patients treated with PLENDIL in the U.S. controlled
study.

Liver Enzymes: One of two episodes of elevated serum transaminas-
es decreased once drug was discontinued in clinical studies; no follow-
up was available for the other patient.

OVERDOSAGE

Oral doses of 240 mg/kg and 264 mg/kg in male and female mice,
respectively and 2390 mg/kg and 2250 mg/kg in male and female
rats, respectively, caused significant lethality.

In a suicide attempt, one patient took 150 mg felodipine together
with 15 tablets each of atenolol and spironolactone and 20 tablets of
nitrazepam. The patient's blood pressure and heart rate were normal
on admission to hospital; he subsequently recovered without signifi-
cant sequelae.

Overdosage might be expected to cause excessive peripheral
vasodilation with marked hypotension and possibly bradycardia.

if severe hypotension occurs, symptomatic treatment should be
instituted. The patient should be placed supine with the legs ele-
vated. The administration of intravenous fluids may be useful to
treat hypotension due to overdosage with calcium antagonists. In
case of accompanying bradycardia, atropine (0.5-1 mg} should be
administered intravenously. Sympathomimetic drugs may also be
given if the physician feels they are warranted.

It has not been established whether felodipine can be removed
from the circulation by hemodialysis.

DOSAGE AND ADMINISTRATION

The recommended initial dose is 5 mg once a day. Therapy should
be adjusted individually according te patient response, generally at
intervals of not less than two weeks. The usual dosage range is 5-
10 mg once daily. The maximum recommended daily dose is 20 mg
once a day. That dose in clinical trials showed an increased blood
pressure response but a large increase in the rate of peripheral
edema and other vasodilatory adverse events (see ADVERSE REAC-
TIONS). Modification of the recommended dosage is wsually not
required in patients with renal impairment.

PLENDIL shoufd be swallowed whole and not crushed or chewed.

UUse in the Elderly or Patients with Impaired Liver Function:
Patients over 65 years of age or patients with impaired liver function,
because they may develop higher plasma concentrations of felodi-
pine, should have their blood pressure monitored closely during
dosage adjustment (see PRECAUTIONS). In general, doses above
10 mg should not be considered in these patients.

L]
ASTRA/MERCK GROUP
of MERCK & CO, Inc,
L

For more detaited information, consult your Astra/Merck Specialist or
see complete Prescribing Information.

Astra/Merck Group of Merck & Co., Inc,

725 Chesterbrook Boulevard, Wayne, PA 19087

PLENDIL is a product of Astra/Merck Research
Copyright ©1994 by Astra/Merck Group of Merck & Co., Inc.

Al rights reserved
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Briel Summary of
Prescribing Information as of April 1993

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS
CARDIZEM is contraindicated in (1) patients with sick sinus syndrome eéxcept in the presence of a functioning
ventricular pacemaker, (2) patients with second- or third-degree AV block except in the presence of a functioning
ventricular pacemaker, (3) patients with hyguiensmn (less than 90 mm Hg systolic), (4) patients who have demon-
strated hypersensitivity to the drug, and (5) patients with acuts myocardial infarction and pulmaonary congestion
documented by x-ray on admission.
\'MRNI’NES
Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without s:gnrllcanlly prolonging sinus
node recovery time, excepl in patients with sick sinus syndrome. This effect may rarely result in abnormally
slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-degree AV block (13 of
3290 patiants or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis may result in additive
effects on cardiac conduction, A patient with P 's angina developed periods of asystole (2 to 5
seconds) after a single dose of 60 mg of diltiazem.
. Congestive Hearl Failure. Although diltiazem has a negative inofropic etfect in isolated animal tissue prepara-
tions, hemodynamic studies in humans with normal ventricular function have not shown a reduction in cardiac
index nor consistent negative effects on ton!rac!rli{{qﬂm’da An acute study of oral diltiazem in patients with
Impaired ventricular function (ejection fraction 24% = 6%) showed improvement in indices of ventricular
function without significant decrease in contractile function (dp/dt). Worsening of congestive heart failure has
been ragnr!ed in patients with preexisting impairment of ventricular function. Experience with the use of
CARDIZEM (diftiazem hydrochloride) in combination with beta-blockers in patients with impaired ventricular
function is fimited, Caution should be exercised when using this combination,
Hypotension, Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in
symptomatic hypotension

ra

=

4. Acute Hepatic Injury. Mild elevations of transaminases with and without concomitant elevation in alkaline
phosphatase and bil rubin have been observed In clinical studies. Such elevations were usually jent and
frequently resolved even with ¢ In rare significant I

enzymes such as alkaline phosphatase, LDH, SGOT, SGPT and other phenomena conslstenl with acute henam
Injury have been noted. These reactions lended to occur early after therapy initiation (1 to 8 weeks) and have
been reversible upon discontinuation of drug therapy. The relationship to CARDIZEM is uncertain in some
cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS

CARDIZEM (diltiazem hydrochlaride) is extensively metabolized by the liver and excreted by the kidneys and in
bile, As with any dru-? given over prolonged periods, laboratory parameters of renal and hepatic function should
be monitored at regular intervals. The drug should be used with caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were

J! {1y

sage Ieuels DI up to 100 mg/kg/day and a 21-manth study in mice at oral
dosaga levels of up to 30 mg/kp/day showed no evidence of carcinogenicity. There was also no mutagenic
response in vitro or in vivo in mammalian cell assays or in vitro in bacteria, No evidence of impaired fertility was
abserved in a study performed in male and female rats at oral dosages of up to 100 mg/kg/day,

Category C. Reproduction studies have been conducted in mice, rats, and rabbits. Administration of doses ranging
from five to ten times greater (on @ mg/kg basis) than the dally recommended therapeutic dose has resulted in
embryo and fetal lethality, These doses, in some studies, have been reported to cause skeletal abnormalities. In
the perinatal/postnatal studies, there was an increasad incidence of stillbirths at doses of 20 times the human dose
or greater.

There are no well-controlled studies in pregnant women,; therefare, use CARDIZEM in pregnant women only if the
potential benefit justifies the potential risk to the fetus.

MNursing Mothers

Diltiazem is excreted in human milk. One report suggests that concentrations in breast milk may approxi-
mate serum levels, If use of CARDIZEM s deemed essential, an alternative method of infant feeding should
be instituted

Pedialric Use ;

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

Serious adverse reactions have been rare in studies carried out to date, but it should be recognized that
patients with impaired ventricular function and cardiac conduction abnormalities have usually been excluded
from these studies

The following table presents the most common adverse reactions reported in placebo-controlled angina and
hypertension trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for
comparison,

CARDIZEM CD Capsule Placebo-Conlrolled
Angina and Hypertension Trials Combined

| | Cardizem CD | Placebo
| Adverse Reactions (n=607) (n=301)
Headache | 5.4% 5.0%
Dizziness | 3.0% 3.0%
Bradycardia | 33% | 1.3%
AV Block First Degree 3.3% | 0.0%
Edema | 26% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets, and CARDIZEM SR napsulas involving over
3200 patients, the most common events (ie, greater than 1%) were edema 3-1 6%}, headache (4.6%), dizziness
[33%] na{s:hznrza (2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%),
and ras &

In addition, the follomng events were reponed infrequently (less than 1%) in angina or hypertension trials:

associated with hepatic damage. In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats
were associated with histological changes in the liver which were reversible when the drug was disc In

dogs, doses of 20 mg/ka were also assoclated with hepatic changes; however, thess changes were reversible with
continued dosing.

Angina, arrhy block (second- or third-degree), bundle branch block, congestive heart
failure, ECG abnormalities, hypotansmn palpitations, syncope, tachycardia, ventricular extrasystoles
!lmnus Srslsm Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia, nervous-

Dermatological events (see ADVERSE REACTIONS section) may be and may di despite
use of CARDIZEM. However, skin eruptions progressing to erythema multiforme and/or exfoliative derrnalms have
also been infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued.

Drug Interactions
Due 1o the potential tor additive effects, caution and careful titration are warranted in patients receiving CARDIZEM
concomitantly with other agents known fo affect cardiac contractility and/or conduction. (See \anFININGS}
Pharmacologic studies indicate that there mgy be additive effects in grafﬂnﬂmu AV conduction when using beta-
blockers or digitalis tantly with CARDIZEM. (See WARNING! L
As with all drugs, care should be exercised when treating patients with multiple medications. CARDIZEM under-
goes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration of CARDIZEM with other
agents which follow the same route of biotransformation may result in the competitive inhibition of metabolism,
Especially in patients with renal and/or hepatic impairment, dosages of similarly metabolized drugs, particularly
those of low | erapeutic ratio, may require adjustmant when starting or stopping concomitantly administered difti-
azem to maintain optimum therapeutic blood levels.
Beta-blockers. Controlled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and
beta-blockers Is usually well tolerated, but available data are not sufficient to predict the sffects of concomitant
treatment in patients with left ventricular dysfunction or cardiac conduction abnormalities.
Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with propranolol in five normal volunteers
resulted in Increased propranclol levels in all subjects and bicavailability of propranclol was increased approxi-
mately 50%, In vitro, propranolol appears to be displaced from its binding sites by diltiazem, |f combination
therapy Is initiated or withdrawn in conjunction with propranalol, an adjustment in the propranclol dose may be
warranted. (See WARNINGS.)
Cimetidine. A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma levels
(58%) and area-under-the-curve {ES%] after a 1-week course o q cimetidine at 1200 rn? per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller. nonsignificant increases. The effect may be mediated by
cimetidine’s known inhibition of hepatic cylochrome P-450, the enzyme system responsible for the first-pass
metabolism of diltiazem. Patients currently receiving diltiazem therapy should be carafulg monitored for a change
In pharmacelogical effect when initiating and discontinuing therapy with cimetiding. An adjustment in the diltiazem
uose may be warranted
¥Iu!ls Administration of CARDIZEM with digoxin in 24 healthy male subjects increased 2|:la|srna digoxin concen-
rations approximately 20%. Another investigator found no increase in digoxin levels in 12 patients with coronary
anery disease. Since there have been conflicting results regarding the effect of digoxin levels, it is recommended
that digoxin levels be monitored when initiating. adjusting. and discontinuing CARDIZEM therapy to avoid possible
over- or under-digitalization. (See WMNING&
Anesthelics, The depression of cardiac contraculn; conductivity, and automaticity as well as the vascular dilation
associated with anesthetics may be potentiated by calcium channel blocksrs. When used concomitantly,
anesthetics and calcium blockers should be titrated carefully
Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed dunng studies
Involving renal and cardiac transplant patients. In renal and cardiac af
cyclosparing dose ranging from 15% to 48% was necessary to maintain cynlnspnnna [lougn cunueﬂtralmns similar
1o those seen prior to the addition of diltiazem. If these agents are to be ad concurrently, cy
concentrations should be monitored, especially when diltiazem therapy s initiated, adjusted, or discontinued.
The effect of cyclosporine on diltiazem plasma tions has not been eval
Carbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported to result In
elevated serum levels of carbamazepine (40% to 72% increase), resulting in toxicity in some cases. Patients
recelving these drugs concurrently should be monitored for a potential drug Interaction

th lity change, | tinnitus, tremor
mslmiﬂinllnal Anorexia, constipation, diarrhea, dry mouth, d i , mild: elevat of SGOT,
SGPT, LDH, and alkaline phosphatase (see hepalic warnings), thirst, vummrm weight increase
I}elmalnlnqtcal Petechiae, photosensitivity, pruritus, urticaria
Other. Amblyopia, CPK increase, dyspnea, epistaxis, eye Irritation, hyperglycemia,
muscle cramps, nasal congestion, nocturia, ostecarticular pain, polyuria, sexual difficul
The following postmarketing events have been reported infrequently in patients receiving CARDIZEM: alopecia,
erylhema muitiforme, exfoliative dermalitis, extrapyramidal symptoms, gingival hyperplasia, hemolytic anemia,
Increased bleeding time, leukopenia, purpura, retinopathy, and thrombocyt agjﬂnm In addition, events such as
myocardial infarction have been observed which are not readlly :ltsllngulsh & from the natural history of the
disease in these patients. A number of well cases lized rash, characterized as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause ana effect relationship between these events and
CARDIZEM therapy is yet to be established.

Preseribing Information as of April 1993

Marion Merrell Dow Inc.
Kansas City, MO 64114

codb0493a
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traditional physician drug references thar offer
only what you'd find on a manufacturer’s pack-
age insert. DE gives you complete information
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With DE, you can select drug therapies more
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lization review (DUR) criteria under Medicaid.
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toll free 800 621-8335 and order yours today.
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able tool for clinical decision making in these
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The last word in
managed care is still care!

If you think there’s too much management and not enough care in
managed care, remember this. The last word in health has always
been care. And the front line will always be doctors.

Doctors Resource Service

DRS, which is AMA’s managed care/health system reform resource series,
puts it all into perspective. How to balance management with care.

How to respond to reform. How to protect your personal and professional
future.
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and save 30%
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(NAPROXEN) 500 mg tablets
Brief Summary:
Contraindications. Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin ar
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps. Because anaphylactic reactions usually occur in patients
a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. W such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bieeding, uiceration,
and perforation can occur at a% time, with or without warning
stmoms in patients treated chronically with NSAIDs. Remain
rt for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients ireated for ane year. Inform pattems
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic vlceration and bleedmi
Except for a prior history of serious Gl events and other ris
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem fo tolerate uiceration or bieeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses éwnmm the recom-
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Pracautions: DO
NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
& APROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute interstitial nephsitis with hema-
turia, and has been reported.
Patients with |mpa|red renal function, heart failure, liver dystunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the eiderly or
in_patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPY or SGOT
occurred in controlled clinical trials in less than 1% of patients.

Severe hepatic reactions, includiny g jaundice and fatal hepatitis,
have been reporled varely i1 liver disease deveiops or if systemic
hilia or rash), di ther-
apy. f steroid dosage |s reduced or eliminated curing therapy, do
so slowly and observe patients closely for adverse effects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retentlon hypertensnon or heart failure. The
drug's antipy and a v a{ teduce
fever and diminish thel( ic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs, For patients with restricled sodium intake, note that the
sus ension contains 8 mg/mL of sodium. Information for
Patisnts: Side effects of NSAIDs can cause discomfort and, rarel¥A
there are more serious side effects, such as Gl bleeding, whicl
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when the; are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laberatory Tests: Because
serious G tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically treated ﬁa(lents for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi-
tantly with coumarin-type anticoaguiants; a hydantoin, sulfon-
amide or sulionylurea turosemide; lithium; beta blockers;
Drug/L y Tes!
'fhe drug may decrease platelet agore| 7uamon and prolon bieeding
time or Increase urinary values for 17-ketogenic steroids. Tempo-
rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: A 2- -year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly nee ed. Avoid use during late p nan&& jursing
Mothers: Avoid use in nursing mothers. Ped! Single
doses of 2.5-6 mg/kg, with total daily dose nm exceeding 15
mg/kg/day, are safe in children over 2 years of age. Adverse
Reactions: in a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mq/da¥ in studies in chilgren with juvenile arthritis, rash and
prolonged bleeding times were more frequent, G) and CNS reac-
tions about the same, and other reactions less treqrn;ent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most 1mquent complaints related to the Gl tract: constipa-
tion heartburn; abdominal pam nausea,’ dyspepsia, diarrhea,
stomatitis. CNS: light-headed-
ness, vertigo. Dermatologic: itching (pruritus)’ skin eruptions,”
ecchymoses’ sweating, purpura. Special-Senses: tinnitus’ hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
dyspnea palpitations. General: thirst. Incidence Less Than 1%;
Probable Causal Relationship: Gl: abnormal liver function tests,
colitis, Gl bleeding and/or Eerioratlon hematemesis, jaundice,
melena peptic ulceration wit bleedmg and/or perforatlon vomit-
Renal: nephritis, inter-
smlal nephntls nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hematologic: agranulocytosis, eesino-
philia, granulocytopenia, leukopenia, thiembocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myaigia and muscle weakness. Dermatologic: alope-
cia, photosensnhve dermatitis, skin rashes. Special Senses:
heannq impairment. Cardlovascular congestive heart failure
y: eosinophilic itis. General: h
reacnons menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hematologlc aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome urtlcaﬂa GI
non-peptic G stomatitis. Cardioy
i lema, I hypo-

vasculitis. General:
glycemia. Overdosage: May have drowsiness, heartburn, indiges-
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:
Federal law prohibits dispensing without prescription. See pack-

age insert for fult Prescribing Information.
*Incidence of reported reaction 3%-9%.
Where unmarked, incidence less than 3%.
US. patent nos. 3,904,682, 3,998,966 and others.
o199 Syntex Puerto Rico, Inc. Rev.39 September 1990
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