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BRIEF SUMMARY
ZOLOFT® (sertraline HCl)
INDICATIONS AND USAGE: Z0LOFT (serhaline hydrochloride) is indicated for the treatment of depression.
(ONTRAINDI(A'IIONS None known. WARNINGS: Cuses ol serious reactions have been reported in patients
g ZOLOFT in combi witha hibitor (MAOI). The symptoms have includ-
ed mental stotus (Imngos such as memory changes, confusion and irvitability, chills, pyrexia und muscle
tigidity. In patients receiving another serotonin reuptake inhibitor drug in (omhnamn with a monoumlne
oxidase inhibitor (MAOI), there have been reports of serious, tions i per-
thermia, rigidi 'l myoclonus, avtonomic msfnlnllly with possible rqud ﬂuzluumns of vital signs, cml
mental status changes that include extreme agi to delirium and coma. These reactions
have also been reported in patients who have memlr discontinved shat drug and have bml shned onan

g5 the maximum recommended human dose) and af doses up to 40 mg,/kq in rats {10 fimes on a mg,/kg bosis ond 2 fimes on
amg/m’ basis, the maximum recommended human dose). There was o dose-related increose in the incidence of liver adenomos
in male mice receiving sertroline ot 10-40 mg,/kg. No increase was seen in femole mice or in rats of either sex receiving the
same freatments, nor was there on increase in hepotacellular carcinomos. Liver odenomas hove a variable rate of spoataneous
occurrence in the (-1 mouse and are of unknown significance 1o humans. There was an increase in folliculor odenomos of the
thyroid in female rots receiving sertaline at 40 mg/kg; this was not accompanied by thyroid hyperplasia. While there was an
increose in uterine adenocarcinomas in rofs receiving sertraling of 10-40 mg/kg compared 1o placebo controls, this effect wos
not clearly drug reloted. Sertraline had no genotoxic effects, with or without metabolic activation, based on the following
assoys: bacterial mutation assoy; mouse lymphoma mutation assay; and tests for cytogenetic aberrations in viva in mouse bone
marrow and i vitra in human lymphocytes. A decrease in fertility was seen in one of two rat studies ot e dose of 80 mg/kg (20
times the meximum humen dose on @ mg,/kg basis ond 4 times en @ mg/m?” basis). Pregnancy — Pregnancy Category

MAOL Some cuses presented with features resembling neumleptu malignant syndrome. Therefore, it is
recommended that ZOLOFT {sertraline hydrochloride) not be used in muilnullon with an MAOI, or with-
in 14 days of discontinving treatment with an MAOL Similarly, at least 14 days should be allowed after
stopping ZOLOFT before starting an MAOI. PRECAUTIONS General: Activation of Mania/Hypomania ~
During premarketing testing, hypomania or mania occurred in approximately 0.4% of ZOLOFT (sertraline hydrochloride) freated
paients. Activation of mania/hypomanio has also been reported in a small proportion of patients with Mojor Affective Disorder
treated with other marketed antidepressants. Weight Loss — Significant weight loss may be an undesirable result of tregtment
with serfratine for some patients, but on average, patients in controlled trials had minimal, 1 to 2 pound weight loss, versus smalk
er changes on placebo. Only rorely have sertraline patients been disconfinued for weight loss. Seizure — ZOLOFT has not been
evaluated in patients with g seizure disorder. These pofients were excluded from clinicol studies during the product’s premarket
testing. Accordingly, like other ontidepressonts, ZOLOFT should be introduced with care in epilepfic patients. Suicide — The possi-
bility of a suicide attempt is inherent in depression and may persist untit significant remission occurs. Close supevision of high risk
potients should accompany initial drug therapy. Prescriptions for ZOLOFT should be written for the smallest quantity of tablefs con-
sistent with good patient management, in order to reduce the risk of overdose. Weak Uricoswric Effect—Z0LOFT is associated
with 0 mean decrease in serum uric acid of approximately 7%. The clinical significance of this weak uricosuric effect is unknown,
and there have been no reports of acute renal foilure with Z0LOFT. Use in Patients with Concomitant Iliness — Clinicol
experience with ZOLOFT in potients with certain concomitant systemic illness is limited. Coution is advisable in using Z0LOFT in
patients with diseases or conditions that could affect metabolism or hemodynamic responses. ZOLOFT has not been evoluated or
used to any appreciable extent in patients with a recent history of myocardial infarction or unstable heart disease. Patients with
these diagnoses were excluded from clinical studies during the product’s premarket testing. However, the electrocardiograms of
774 patients who received ZOLOFT in double-biind rials were evoluated and the dota indicate that ZOLOFT is not associated with
the development of significant £ obnormalities. ZOLOFT is extensively metabolized by the fiver. In subjects with mild, stable ir
thosis of the fiver, the clearonce of sertraline wos decreased, thus increasing the efimination halfife. A lower of less frequent dose
should be used in patients with cirthosis. Since ZOLOFT is extensively metabolized, excretion of unchanged drug in urine is a minor
route of eliminetion. However, unfil the pharmacokinefics of 20LOFT have been studied in patients with renal impairment and
until adequate numbers of patients with severe renol impairment have been evaluoted during chronic treotment with ZOLOFT, it
should be used with coufion in such patients. Interference with Cognitive and Motor Performance —In controlled stud-
ies, Z0LOFT did not cause sedation and did not interfere with psy-
chomotor performance. Hyponatremia — Several coses of
hyponatremia hove been reported. The hyponatremio appeored
to be reversible when ZOLOFT was discontinued. The
majority of these occurrences have been in elderly individuals,
some in patients taking diuretics or who were otherwise volume
depieted. Platelet Function —There have been rare reports of
altered platelet function and /or obnormal results from laboratory
studies in patients teking ZOLOFT. While there have been reports
of bnormal bleeding or purpura in several patients taking
T0LOFT, it is unclear whether ZOLOFT had o coustive role.
information for Patients: Physicins ure advised to discuss
the following issues with patients for whom they prescribe ZOLOFT:
Patients should be told that although ZOLOFT has not been shown
to impair the ability of normal subjects to perform tasks reguiring
complex motor and mental skills in loboratory experiments, drugs
that act upon the central nervous system moy offect some individu-
als adversely. Patients should be told that afthough ZOLOFT has
ot been shown in experiments with normal subjects to increase the mental and motar skill impairments coused by alcohel, the
concomitant use of ZOLOFT ond olcohol in depressed patients is not odvised. Patients should be fold thot while no odverse interac:
tion of ZOLOFT with over-the-counter (OFC) drug products is known to occur, the potential for interaction exists. Thus, the use of
any OTC product should be inifiated coutiously according to the directions of use given for the OTC product. Potients should be
advised to nofify their physician if they become pregnant or intend fo become pregnant during therapy. Patients should be cdvised
to notify their physicion if they ore breostfeeding an infont. Laboratory Tests: None. Drug Interactions: Potential
Effects of Condministration of Drugs Highly Bound to Plasma Proteins — Becouse sertraline is fightly bound to
plasma protein, the administration of ZOLOFT (sertraline hydrochloride) to u patient taking another drug which is tightly bound to
protein {e.g., warfarin, digitoxin) moy cause o shiff in plasma concentrations potentiolly resulfing in an adverse effect. Converse-
Iy, adverse effects moy result from displacement of protein-hound ZOLOFT by other ightly bound drugs. In u study comporing pro-
thrombia fime AUC (0-120 hr) following dosing with warfarin (0.75 mg/kg) before and after 21 doys of dosing with either
I0LOFT (50-200 mg/day) or placebo, there was ¢ mean increase in prothrombin time of 8% relative to baseline for ZOLOFT com-
pared fo 0 1% decrease for plocebo (p<0.02). The normalization of prothrombin time for the ZOLOFT group wos deloyed com-
pared to the placebo group. The dlinical significance of this change is unknown. Accordingly, prothrombin fime should be corefully
manitored when ZOLOFT therapy is inifiated or stopped. Cimetidine = n o study assessing disposition of ZOLOFT {100 mg) on
the second of 8 doys of cimefidine administrotion (800 mg daily), there were increases in ZOLOFT mean AUC (50%), Cmax
(24%) and halHife (26%) compared to the plocebo group. The clinical significance of these changes is unknown. CNS Active
Drugs — In o study comparing the disposition of intravenously odministered diozepam before and ofter 21 days of dosing with
either Z0LOFT (50 to 200 mg,/doy escaluting dose} or placebo, there was o 32% decreose relative fo baseline in diozepom dear-
ance for the ZOLOFT group compared to a 19% decrease relative to basefine for the placebo group (p<0.03). There was a 23%
increase in Tmax for desmethyldiazepam in the ZOLOFT group compored to a 20% decrease in the placebo group (p<0.03). The
dlinical significonce of these changes is unknown. In o plocebo-coniolled triol in normal volunteers, the odministration of twe
doses of ZOLOFT did not significantly alter steady-state lithium levels or the renal clearance of lithium. Nonetheless, at this fime, it
is recommended that plasma lithium levels be monitored foflowing initiafion of ZOLOFT therapy with appropriote adjustments to
the fithium dose. The risk of using ZOLOFT in combination with ather CNS octive drugs has not been systematically evaluated.
Consequently, caution is advised if the concomitant odministration of ZOLOFT and such drugs is required. There is limited controlled
experience regording the optimal timing of switching from other anfidepressants to ZOLOFT. Care and prudent medical judgment
shauld be exercised when switching, parficularly from long-octing agents. The duration of an appropriate washout period which
should intervene before switching fram one selective serotonin reuptake inhibitor (SSRI) fo anather has not been esfoblished.
Hypoglycemic Drugs = In o placebo<antrolled trial in normal volunteess, administrotion of Z0LOFT for 22 doys (including
200 mg,/day for the finol 13 days) caused u stafistically significant 16% deciease from baseline in the ciearance of tolbutamide
following an intravenous 1000 mg dose. ZOLOFT odministration did not noficeably change eithes the plosma protein binding or
the apparent volume of distribution of tolbutamide, suggesting that the decreosed clearance was due to o change in the
metabolism of the drug. The clinical significance of this decrease in tolbutamide clearance is unknown. Atenolol — ZOLOFT
(100 mg) when administered to 10 healthy male subjects hod no effect on the beta-adrenergic blocking ability of atenolol.
Digoxin = In a placebo-controlled trial in normal voluntesrs, administration of ZOLOFT for 17 days (including 200 mg/day for
the fost 10 doys) did not change serum digoxin levels or digoxin renal clearonce. Microsomal Enzyme Induction — Preclini-
cal studies hove shown ZOLOFT to induce hepatic microsomal enzymes. In clinicol shudies ZOLOFT was shown te induce hepatic
enzymes minimally os determined by a small (5%) but stotistically significant decrease in antipyrine holf-ife following administre-
tion of 200 mg/day for 21 doys. This small change in antipyrine holf4ife reflects a clinically insignificant change in hepatic
metabolism. Electroconvulsive Therapy = There are no diinical studies establishing the risks or benefits of the combined use
of electroconvulsive therapy (ECT) and ZOLOFT. Alcohol - Although Z0LOFT did not potentiote the cognitive and psv(hmnorm
effects of uI(ohoI in experiments with normal sub|etts Ihe concomitant use of ZOLOFT and alcohol in depressed patients s not rec-
of Fertility: lifetime corcinogenicity studies were carried out
in CD-1 mice und Long FEvans rofs o doses upto 40 mg/kg inmice (10 times on o mg,/kg basis and the same on @ mg/m’ basis
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B: Teratogenic Effects — Reproduction studies hove been pesformed in rats and rabbits at doses up fo approximately 20
times and 10 fimes the moximum daily human mg,/kg dose (4 to 4.5 times the mg,/m? dose), respectively. There was no evi-
dence of terotogenicity at ony dose level. At doses approximately 2.5-30 fimes the maximum daily human mg/kg dose, sertra-
ling wos associated with delayed ossification in fefuses, probably secondary to effects an the dams. There are no adequote and
wel-contralled studies in pregnant women. Because animal reproduction studies are not akweys predictive of human response,
this drug should be used during pregnancy only if clearly needed. Non-teratogenic Effects — There wos also decreased
neonatal survivol following motetnal administration of sertraline at doses as low os approximately 5 times the maximum human
mg,/kg dose. The decrease in pup survival was shown fo be mast probably due 1o i ufero exposure to sertraline. The dlinical sig-
nificance of these effects is unknown. Labor and Delivery — The effect of ZOLOFT on labor and delivery in humans is
unknown. Nursing Mothers — It is nat known whether, and if so in what omaunt, sertraline or its metabolites are excreted
in human milk. Because many drugs are excreted in human milk, caution should be exercised when Z0LOFT is administered to o
aursing womon, Pediatric Use — Safety ond effectiveness in children have not been estoblished. Geriatric Use — Severat
hundred elderly patients hove porticipated in clinical studies with ZOLOFT. The pattern of adverse reactions in the elderly was
similar to thot in younger potients. ADVERSE REACTIONS Commonly Observed: The most commonly observed
adverse events ossocioted with the use of ZOLOFT (sertrafine hydrochloride) ond not seen at an equivalent incidence among
placebo-treated patients were: gostrointestinai comploints, including nausea (26.1% vs 11.8%), diarthea/loase stools {17.7%
vs 9.3%) and dyspepsic (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%); increased swemlng (8.4%vs 2 9%); dry mouth E|6 3% vs 9.3%); and mole sexuol dysfunction
(15.5% vs 2.2%), primarily em(ulmory deloy. Associated with Di: of i Fifteen percent of
2710 subjects who received ZOLOFT in premarketing multiple dose diinical triols discontinued freatment due to an adverse event.
The more common events {reporfed by at least 1% of subjects) associoted with discontinuation included agitation, insomnia,
male sexual dysfunction (primarily ejoculatary deiay), somnolence, dizziness, headache, tremar, anorexio, diarthea/loose
stools, nausea, ond fatigue. Other Events Observed During the Pmmlrhl Evaluation of ZOLOFT (sertraline
hydrochloride): During its premarketing ossessment, multiple doses of Z0LOFT were ndmmlste:ed to approximotely 2700 sub-
jects. Events are further cotegorized by body system ond listed in order of decreasing frequency according to the following defini-
tions: frequent adverse events ore those occurring on one ar more occusions in at least 1,/100 patients (only these not already list-
ed in the tobulated results from placebo-controlled trials appear in this listing); infrequent adverse events are those occurting in
1/100 to 1,/1000 patients; rare events are those occurring in
fewer than 1,/1000 patients. Events of major dlinical importance
are also described in the PRECAUTIONS section. Autonomic
Nervous System Disorders—infrequent: flushing, mydria-
sis, increosed saliva, cold clommy skin; Rore: pallor. Cardiovas-
:ulnl—!nireauem: postucal dizziness, hypertensior, hypoten-
sion, postural hypotension, edema, dependent edema, periorbitol
edema, peripheral edemo, peripheraf ischemio, syncope, tachycor-
dia; Rare: precordial chest pain, substemaf chest pain, aggravated
hypertension, myocardial infarction, voricose veins. Centred and
Peripheral Nervous System Disorders—/frequent. con-
fusion; nfrequent: ataxia, abnormal coordination, abnormal gait,
hyperesthesio, hyperkinesia, hypokinesia, migraine, nystogmus,
vertigo; Rore: Jocol anesthesio, coma, convulsions, dyskinesio, dys-
phomu hyporeflexio, hypotonic, piosis. Disorders of Skin and
— Infrequent: ocne, alopecia, pruritus, erythema-
Ious rash, maculopapulor rash, dry skin; Rare: bullous eruption,
dermatitis, erythemo mulﬁlmme, abnormal hair texture, hypertri-
chosis, phatosensitivity reaction, fallicular rash, skin discolorgtion, cbnormal skin odor, urticario. Endecrine Disorders—fore:
exophthaimos, gynecomastio. Gastrointestinal Disorders—infrequent: dysphagic, eructation; Rore: diverticulis, feca)
incentinence, gushitis, gastroenteritis, glossilis, gum hyperplsia, hemorthoids, hiccup, meleno, hemarhagic peptic ulcer, proctitis,
stomalifis, ulcerative stomatitis, tenesmus, tongue edema, fongue ulcerofion. Gemeral—Freguent: asthenio; infrequent:
malaise, genemllzed edemﬂ ngors wewght de:reﬂse welghl increase; Rore: enlurged abdomen, halitosis, ofifis medio, ophthous
stomatitis. H denopathy, purpura; Rare anemio, onterior chamber eye
hemorrhage. Metabolic and Nutritionol Dlsorders—km dehydmnon hypercholesterolemio, hypaglycemm Muscy-
loskeletal System Disorders—Infrequent: arthralgic, arthross, dystonia, muscle cramps, muscle weakness; Rare: hernia.
Psydhiatric Blsordets—!nfrequenr obaormol dreams, oggressive reaction, amnesia, apathy, delusion, depersonalization,
depression, aggrovoted d ional tability, euphoria, hollucination, neurosis, pumnmd reqction, suicide ideation and
affempt, teeth-grinding, abnormel thinking; Rare: hysteria, somnambulism, vithdrawal syndmme Reprodudtive—Infiequent:
dysmenortheo (2), intermenstrual bieeding (2); Rore: amenorthea (2), balanoposthitis (1), breast enlarg (2), female
breast pain (2}, leukarrhen (2), menorrhagia (2), atrophic vaginitis (2). (1) - % based on mole subjects only: 1005; (2) -% based
on female subjects onfy: 1705. Respiratory System Disorders—/nfrequant: bronchospasm, coughing, dyspreo, epistaxis;
Rore: brodypnea, hyperventilation, sinusifis, stridor. Special Senses—infieguent: abnormal accammodation, conjunctivitis,
diplopia, eorache, eye pain, xerophthalmio; Rare: abnormal lacrimation, photophobig, visuol field defect. Urinary System
Disorders—Infrequent: dysuria, face edema, nocturio, polyuria, urinary incontinence; Rase: oliguria, renal pain, urinary refen-
fion. Laboratery Tests: In man, osymptomotic elevations in serum tonsaminases (SGOT [or AST] and SGPT [or ALT)) have
been reported infrequently (opproximotely 0.8%) in associotion with Z0LOFT administrotion. These hepatic enzyme elevations
usually occurred within the first 1 1o § weeks of drug treotment and promptly diminished upon drug discontinuation. ZOLOFT ther-
apy wos associated with small mean increases in totol cholesterol (approximately 3%) and riglycerides (upproximately 5%), and
a small mean decreose in serum uric ocid (approximately 7%) of no opparent dlinical importonce. DRUG ABUSE AND
DEPENDENCE Contvolled Substance Class = 1010FT (sertroling hydrochloride) is not u controlled substonce. Physical
and Psy ~ Z0LOFT has not been systematicolly studied, in animals or humons, for its potential for
abuse, Io[emn(e or physical dependence. However, the premarksting clinical experience with ZOLOFT did not reveal any tendency
for o withdrowal syndrome or any drug-seeking behovior. As with any new CNS oclive drug, physicians should carefully evaluote
potsenls for history of drug obuse and follow such potients ciosely, cbserving them for signs of ZOLOFT misuse or obuse (e.g.,
lopment of toleronce, inc ion of dose, diug=seeking behavior). OVERDOSAGE Human Experience — As of
November, 1992, there were 79 reports of non- atal acule overdoses involving ZOLOFT, of which 28 were overdoses of ZOLOFT
alone and the remainder involved a combinatian of other drugs and,/or olcohol in addition fo ZOLOFT. In those cases of overdose
involving only ZOLOFT, the reported doses ranged from 500 mg to 6000 mg. In a subset of 18 of these patients in whom ZOLOFT
blood levels were determined, plosme concentrations ranged fiom <5 ng,/mL to 554 ng/mL. Symptoms of overdose with Z0L0FT
alone included somnaleace, nausea, vomiting, tachycardio, ECG changes, anxiety and dilated pupils. Treatment was primarily sup-
porfive and included monitoring and use of ectivated chercoal, gastric lavage or cathartics ond hydration. Although there were no
reports of death when ZOLOFT was taken alone, there were 4 deaths involving overdoses of ZOLOFT in combination with other
drugs and /or alcohol. Therefore, any overdosage should be treated oggressively. Management of Overdoses - Estoblish ond
maintain an airway, insure odequate oxygenation and ventilation. Activated charcool, which may be used with sorbitol, moy be os
or more effective than emesis or lavage, and should be considered in freating
overdose. Cardiac and vital signs monitoring is recommended along with gen-

eral symptomatic and supportive measures. There are no specific antidotes for Roel’ig
TOLOFT. Due to the lorge volume of distribution of ZOLOFT, forced diuresis, diak

ysis, hemoperfwon and exchange tronsfusion are unllkely to be of benefi. In Pratt .
managing overdasage, consider the possibility of multiple drug involvement. Pharmaceuticals
The physicion should consider contacting a poison control center on the treat- RTD04 1494

ment of any overdose.
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thushing have aiso been reporied occasionally along with mid abdomnal cramps. with reduchon in dos-
ﬁﬂmdu@mnmmwmwmmmm !
Toliowing table lsts e percent of pabents havng adverse exp g ip 10 study drug from the pooled
protal study data for nociurnal enuress DOAVP DOAVP
PLACEBO 2 0
s ¥}
ADVERSE REACTION % % %
BODYASAWHOLE
Abdominal Pan 0 2 2
Asthena 0 ] 2
Chils ] 0 2
NERVOUS SYSTEM : 3 .
Dizzness 0 0 3
RESPIRATORY SYSTEM s 3 5
Rk 2 8 3
CARDIOVASCULAR SYSTEM
Vasodiation 2 0 0
DIGESTIVE SYSTEM
Gastroniestnal Dsorder 0 2 0
Nausea 0 0 2
SKIN & APPENDAGES
Leg Rash H 0 0
Rath 2 0 0
SPECIAL SENSES 3 A 5
Fism Epes 0 2 0
Lachrymalion Chsorder 0 0 2
S rsan e e e i ek i ek B
1]
Muswwm%gemmmmsmaznwnmmMmm
HOW SUPPLIED: A 5-mL_ boie wilh speay pump delivenng 50 doses o 10 Q075-2 Asso available as 2.5 ml pet vial,
packagad with two mmn|¥M?szmummws? (36"-46°F) mmw
mwm&rma. s when sioned al room temperature, 22°C [T2°F) .
Federal (USA law pr q wit e
Peease see full prescribng informalion in product crcular
References:

1. Aladjem M, Wohl R, Boichis H, et al: Desmopressin in noctumal enuresis, Arch Dis Child 1982,57:137-140.
2. Bloom DA: The American experience with desmopiessin, ¢in Pediatr 1993(July, special edition):28-31.
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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

\I).,hﬂ ﬂ 1 ntake should be restri tit d ﬂ | h-ulmlnu:currunu-nfI'luido\-urlmd,
ytes sho Hl che k od ¢ TI

DDAVP Nas al Spray

(desmopressin acetate) 5mL
DRY NIGHTS FOR GOOD MORNINGS

=

Please see brief summary of prescribing information on adjacent page.
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\verapamilHCl

SUSTAINED:RELEASE CAPLETS

The recommended starting dosage for Calan SR is 180 nrt‘%gonce dalw Dose titration will be required in some patients %crrl\..ige\ae blood nressure control. A I?wgr starting

be admini

dosage of 120 mg/day may be warranted in some patie rly, patients of small stature). l)osaFes

doses. Calan SR should be administered with food. l:onstlpatlun whll:h Is eﬂS"‘V managed In most patients, is the most commonly reported side effect of Calan SR.
BRIEF SUMMARY

Contraindications: Severe LV dysfunction (see Warnings), b ion (systolic p

< 90 mm Hg) or cardiogenic shock, sick smus syndrome (if no pacema&er is present), 2nd- or
Jrd-degree AV block (f no pacemaker is present), atrial flutter/fibrillation with an accessory
bypass tract (eg, WPW or LGL syndromes), hypersensitivity to verapamil,
Warnings: Verapamil should be avoided in patients with severe LV dysfunction (eq, ejection
fraction << 30%) or moderate to severe symptoms of cardiac falure and n patients with any
degree of ventricular dysfunction if they are recemving a beta-blocker. Control milder heart fallure
wnh optimum nugnallzamn and/or diuretics before Calan SR is used. Verapamil may occasionally
of liver enzymes have been reported. Several cases have been
den'u:lnstra‘led 10 be pmduned by verapamil. Periodic monitoring of liver function in patents tin
verapamil is prudent. Some patients with paroxysmal and/or chronic atrial flutter/fbrillation and
an accessory AV pathway (eg, WPW or LGL syndromes) have developed an increased anlegrade
conduction across the accessory pathway bypassing the AV node, producing a very rapid
ventricular response or ventricular fibrillation after receiving 1V, verapamil (or digitalis), Because
of this risk, oral verapamil s ¢ indicated in such p . AV block may occur (2nd- and 3rd-
degree, 0.8%). Development of marked 1st-degree block or progression to 2nd- or 3rd-degree
block requires reduction in dosage or, rarely, discontinuation and institution of appropniate therapy.
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmonary edema and/or severe hypoten-
sion were seen in some critically ill patents with hypertrophic cardiomyopathy who were treated
with verapamil
Precautions: Verapamil should be given cautiously to patients with impaired hepatic function (in
severe dysfunction use about 30% of the normal dose] or impaired renal function, and patients
should be maonitored for abnormal prolongation of the PR interval or other signs of overdaSage
Veraparmil may decrease neuromuscular transmission in patients with Duchenne’s muscular dys-
trophy and may prolong recovery from the neuromuscular blndung agent vecuromum. It-may be
necessary to decrease pamil dosage n p with d neuromuscular transmission
Combined therapy with beta-adrenergic blockers and verapamil may result in additive negative
effects on heart rate, atrioventricular conduction and/or cardiac contractility, there have been
reports of excessive bradycardia and AV block, including complete heart block, The risks of such
combined therapy may outweigh the benefits. The combination should be used only with caution
and close monitonng. Decreased metoprolol and propranolol clearance may occur when either
drug is administered concomitantly with verapamil. A variable effect has been seen with combined
use of atenolol. Chronic verapamil treatment can increase serum digoxin levels by 50% to 75%
during the first week of therapy, which can result in digitalis toxicity. In. patients with hepatic
cirrhosis, verapamil may reduce total body clearance and extrarenal clearance of digitaxin, The
digoxin dose should be reduced when verapamil is given, and the patient carefully monitored

Verapamil will usually have an additive effect in patents r q blood-p q agents

©1993 Searle C93CAB598T

Disopyramide should not be given within 48 Rours before or 24 hours after verapamil administra-
tion. Concomitant use of flecanide and verapamil may-have additive eflects on myocardial
contractlity, AV conduction, and repolarization. Combined verapamil and quinidine therapy in
patients with hypertrophic cardiomyopathy should be avoided, since significant hypotension may
result. Concomiant use of lithium and verapamil may resultin an increased sensitivity 1o lithium
{neurotoxicity), with either no change or an increase in serum Iithium levels; however, it may also
result i a lowering of serum lithium levels. Patients receiving both drugs must be monitored
carefully. Verapamil may increase caibamaaepm conc: during ined use. Rifampin
may reduce verapamil bioavalabiity. Phenot | cl Verapamil
may increase serum levels of cyclosporin. Verapani ma\r inhibit the clearmce and increase the
plasma levels of theophylling. Cmmrlml use of mhalauon aneslhelu and cahum antagonisls
needs careful titration 1o avoid Verapamil may potentiate the
activity of neuromuscular blocking agents {curare- I'tke and :Iepolaﬂzmgl dosage reduclmn may be
required. There was no evidence of a ¢ genic p | of verapamil adi 1 to rats for
2 years. A study in rats did not suggest a tumanigenic potential, and verapamil was not mutagenic
in the Ames test. Pregnancy Category C. There are no adequate and well-controlled studies in
pregnant women. This drug should be used during pregnancy; fabor, and delivery only if clearly
needed. Verapamil i1s excreted in breast milk; therefore, nursing. should be discontinued duning
verapamil use.
Adverse Reactions: Constipation (7.3%), dizziness (3 3%), nausea (2.7%), hypotension (2.5%),
headache (2.2%), edema (1.9%), CHF, pulmanary edema (1.8%), fatique (17%), dyspnea (1.4%),
bradycardia: HR < 50/min (1,4%), AV block: total 1°,2°,3" (1.2%), 2° and 3" (0.8%), rash
{1.2%), flushing (0.6%), elevated liver enzy ble non-obstructive paralytic ileus. The
following reactions, reported in 1.0% or less of patients, occurred under conditions where a
causal relationship is uncertain' angina pectons, atrovenincular dissociation, chest pam, claudi-
cation, myocardial infarction, palpitations, purpura Ivasculitis), syncope, diarrhea, dry mouth,
gastrointestinal distress, gingival hyperplasia, ecchymosis or bruising, ceebrovascular accident,
confusion, equibrium disorders, insomnia, muscle cramps, paresthesia, psycholic symptoms,
shakiness, somnolence, arthralgia and rash, exanthema, hair loss, hyperkeratosis, macules,
sweating, urficana, Stevens-Johnson synd , erythema multif . blurred vision, gynecomas-
1@, galactorrhealhyperprolactinemia, increased urmation, spotty menstruation, impotence
2/13/92 « P92CAT196V

£ Sadre Parkway Box 5110
Shokie, It 60077 M Crecago, # G0BS0-STI0



Mllorking
Continuously

24 Hours a Day...
Once a Day

Q- SUPRAX maintains inhibitory
\} It concentrations above MIC,,
X .‘m for virtually 24 hours'*
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SUPRAX
400 mg q24h

Serum concentration (po/mL)

Time II‘Tour:;I
*MIC,; values Irom Jones and Barry.? "7 ol 20 strains were B-lactamase producing.

Proven Clinical Efficacy

| B h't' 3t
it 96 %

Improved: 29% (n=8,993)

In Pharyngitis/
Tonsillitis" 99%

Cured: 89% (n=300)

Improved: 10%
97%

cured/improved
(n=29)

) In Otitis Media*

*Although a useful guide, in vitro activity does nor necessarily
correlate with clinical response.

"Due to indicated susceptible organisms.

ONCE-A-DAY

SUPRAX

COTIXIING ann 2oTesson

Working 24 hours a day

Please see brief summary of Prescribing Information on adjacent page for
WARNINGS, ADVERSE REACTIONS, and CONTRAINDICATIONS.
Gl side effects are the most frequently reported adverse effects.

SUPRAX is administered as a single dose, once a day, or if preferred,

For your pediatric patients | in equally divided doses twice a day.



ONCE-A- DAY

SUP

COTIXTIME onne 2o ron

100 mg/5 mL

Working 24 hours a day

References: 1. Dataon file, Lederle Laboratories, Pearl River, NY. 2. Jones RN,
Barry AL. Antimicrobial activity, spectrum, and recommendations for disk
diffusion susceptibility testing of ceftiburen (7432-S; SCH 39720), a new orally
administered cephalosporin. Antimicrob Agents Chemother. 1988;32:1576-1582.
3. Stratron CW. Efficacy and safety of cefixime for the empiric therapy of acute
bronchitis and AECB. Iufections in Medicine. 1993;10(suppl B):11-15.
4. Rodriguez WJ, Khan W, Sait T, eral. Cefixime vs. cefaclor in the trearment of
acute otitis media in children: a randomized, comparative study. Pediatr Infect
Dis [ 1993;12:70-74.

Brief Summary

SUPRAX*
Cefixime
Oral

Please see package insert for full Prescribing Information,
INDICATIONS AND USAGE

SUPRAX s indicated in the treatment of the foliowing infections when caused by susceptible strains of the designated
MICIO0rganisms:
Uncomplicated Urinary Tract Infections caused by Escherichia coli and Proteus mirabilis.
Otitis Media caused by Haemophilus influenzae (beta-tactamase positive and negative slra:rm Moraxelia (Bran-
hamella) catarrhalis, (most of which are beta-lactamase positive), and Streplococcus pyogenss.”
Note: For information on otitis media caused by Streptococcus preumaniae, see CLINICAL STUDIES section
Pharyngitis and Tonsiilitis, caused by S pyogenes
Note: Penicillin is the usual drug of choice in the treatment of 5 pyogengs
infections, including the prophylads of rheumnatic fever. SUPRAX is gen-
eraly etfective in the eradication of S pyogenes from the naso
hawever, data establishing the efficacy of SUPRAX in the subsaquent pre-
vention of rheumatic fever are not available.
Acute Bronchitis and Acule Exacerbations of Chronic Bronchitis,
caused by S p fae and H (beta positive and
neqame slraiﬂs!.

One 400 mg
Tablet/day

caused by Neisseria
gmmoeae (peniciliinase- and nunummnase producing strains),
Appcwnafeumms and suscepnmny studies should be performed to
the to SUPRAX; how-
ever, therapy may nesramdwmleawamnq the results of these studies.
Therapy should be adjusted, if necessary, once these results are known,
*Efficacy for this organism in this organ system was studied in fewer than
10 infections.

CLINICAL STUDIES

In cliical trias of otitis media in nearty 400 children between the ages
of 6 months 1o 10 years, S preumoniae was isolated from 47% of the
patients, H influenzae from 34%, M (8) catarrhalis from 15%. and
S pyogenes from 4%

The overall response rate of S pneumoniag to cefbame was approxi-
mately 10% lower and that of H influenzae or M (B) catarrhalis approx-
mately 7% higher (12% when beta stive strains of H i
organisms o the active control drugs

In these studies, patients were randomized and treated with either cefidme at dose regimens of 4 mg'g BID or
Bmg/hg 0D, or with a standard antibsotic regmen. Sixty-ning percent o 70% of th patients in each group had resolution of
signs and sympioms of otitis media wh 2104 weeks but effusion was found in 15%
of the patients. When evaluated at the compigtion of therapy, 17% of patients mcemng cefoame and 14% of patents
receiving effective comp d '18% including th tients who had H i resistant to the controd drug and
wha received the control antibi io be failures. By the 2- to 4-week follow-up, a total of
30% to 31% of patients hedewdw.e of either ireatment fallure or recurent disease.

Bacteriological Outcome of Otitis Media at 2 to 4 Weeks Posttherapy
Based on Repeat Middle Ear Fluid Cufture or
ion from Cliical Outcome
Cefoame™
Organism 4 mgrkg BID
Streplococcus pReumonias 48170 (69%)
Haemophilus infivenzae
beta-lactamase negative
Haemophilus influenzae
beta-lactamase

are included) than the response rates of these

Cefoome™ Controf
8 mg/kg QD drugs
1622 (82%) B2/100 (B2%)

434 (T1%) 1317 (76%) 2334 (88%)
e (77%) 912 (75%) ne

1824 (75%)
67

- ve
Moraxelia {Branhamelia)
catarrhalis
Al Isolates
* Number eradicated/ number isokated
™ An additional 20 beta-lactamase positive strains of H infivenzae were isolated, but were excluded from this analyss
because they were resistant fo the control antibéotic. In 19 of these, the clinical course could be assessad, and a favorable
outcome occured in 10, When these cases are included in the overall bacteriological evaluation of therapy with the
control drugs, 1401185 (76%) of pathogens were considered to be eradicated
Tablets should not be substituted for suspension when treating otitis media

2031 (84%) 55
55 33

48759 (81%)

1204162 (74%) 130166 (78%)

CONTRAINDICATIONS
SUPRAX is contraindicated in patients with known allergy to the cephatosporin group of antibiotics.

SUPRAX* cefixime

WARNINGS

BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE
WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO CEPHALOSPORINS, PENICILLINS,
OR OTHER DRUGS. IF THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTION SHOULD BE
EXERCISED BECAUSE CROSS HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN CLEARLY DOCU-
MENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A HISTORY OF PENICILLIN ALLERGY. IF AN ALLERGIC
REACTION TO SUPRAX OCCURS, DISCONTINUE THE DRUG. SERIOUS ACUTE HYPERSENSITIVITY REACTIONS MAY
REQUIRE TREATMENT WITH EPINEPHRINE AND OTHER EMERGENCY MEASURES, INCLUDING OXYGEN, INTRAVE-
NOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES DS, PRESSOR AMINES, AND AIRWAY MANAGE-
MENT, AS CLINICALLY INDICATED,

Administer cautiously to allergic patients.

Treatment with broad-spectrum antibiotics, including SUPRAX, alters the nommal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a primary cause of severe
antibiotic-associated diarhea inciuding branous colifis

Pseudomembrangus colitis has been repunecl with the use of SUPRAX and other broad-spectrum antibiotics (including
macrolbdes, therefore, it is |rnncrranl 1o consider this diagnasis in patients
who develop diarrhea in association with the use of antibiotics. Symp! ites may occur duning
or after antibiotic treatment and may range in sevenity from mild to life g. Miid cases of
colitis usually respond to drug discontinuation alone, In moderate to severe cases, management should include fluids,
electrolytes, and protein suppimnema‘tlun it |he ouhlrs does not improve after the drug has naen Uﬁcumlueo orif the

for antibiotic-assoc colitis produced

n\r C difficite. Other causes of colitis sh\:luw l:e Exdudeﬂ
PRECAUTIONS
General: Lise, espacially when prolonged, miy result ]
therapy, take appropriate measures.

Carefully momlurmllan& on dialysis. Adjus! dosage of SUPRAX in patients with renal impairment and thase undergaing

dialysis and (Sea DOSAGE AND ADMINISTRATION in package insert )

Prescribe wmusay in pailm-ms witha hmry of gastrointestinal disease, particulary colitis.
Drug No si drug have been reported to date.
Drug/Laboratory Test Interactions: A false-positive reaction for ketanes in the urine may occur with tests using nitroprus-
side but nof with those using nitroferricyanide.

SUPRAX adminstration may result in a false-posive reaction for glucose in the unine using Clinitest®,** Benedict's
?Ium:r F}enlinq's solution, Use glucose tests based on enzymatic glucose oxidase reactions (such as Clinistix®** or

85+
therefore, it

A false-positive direct Coombs test has been reported during ith other
should be recognized that a positive Coombs test may be due to the drug,

Carcinogenesis, Mutagenesis, Impairment of Fertility: Although no Iifetime animal studies have been conducted to
evaluate carcinogenic potential, no mutagenic potential of SUPRAX was found in standard laboratory tests. In rats, repro-
ductive studies revealed no fertility impairment at doses up to 125 times the adult therapeutic dose.

\Usage in Pregnancy: Pregrancy Category 8. Reproduction studies have been performed in mice and rats at dosas up to
400 times the human dose and have revealed no evidence of harm to the fetus due to SUPRAX. There are no adequate and
well-controled studies in pregnant women. Because animal reproduction studies are not atways predictive of human
response, this drug should be used during pregnancy only if clearly neaded.

Labor and Delivery: SUPRAX has not been studied for use during labor and delivery. Treatment should only be given if
clearly needed.
Mursing Mothers: It is not known whether SUPRAX is excreted in human milk. Consider g
during treatment with this drug.
Pwi:mmrsammeﬂacuwnwmsum:nmmmm lessmsmnmmnavermnmnesmhsnad
The incidy tions, including diarrh P recaiving the
suspension waswmnal?bla 1o that seen in adult patients recenving tablets.
ADVERSE REACTIONS
Most adverse reactions observed in clinical trizis were of a mild and transient nature. Five percent (5%:) of patientsin the
US trigls discontinued therapy because of drug-retated adverse reactions. The most commonly seen adverse reactions in
LIS triais of the tabiet formulation were gastrointestinal events, which were reported in 30% of adult patients on either the
BID or the QD regsmen. Clinically mild gastrointestinal side etfects occurred in 20% of all patients, moderate events
occurred in 9% of all patients, and severe adverse reactions occurred in 2% of all patients. Individual event rates included
diarrhea 16%. loose or frequent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and flatulence 4% The
incidence of gastrointestinal adverse reactions, including diarrhea and
Ioose stools, in pediatric patients receiving the suspension was compara-
biewmsaanmanunmmsmmnnlamels

of resistant i [} fection occurs during

therapy or ceased
when SUPRAX was discontinued,

Several patients developed severe diarrhea and/or documented
pseudomembranous colitis, and a few required hospitaization

The following adverse reactions have been reparted following the use
of SUPRAX. Incidence rates were less than 1 in 50 (less than 2%), except
a5 noted above for gastrointestinal events,
Bastrointestinal: Diarthea, loose stools, abdominal pain, dyspepsia,
nausea, and vomiting. Several cases of documented pseudomembra-
nous colitis were identified during the studies. The onset of pseudomem-
branous colitis symploms may occur during or after tharapy.

Skin rashes, urticaria, drug fever, and pruri-
tus. Erythema multiforme, Stevens-Johnson syndrome, and serum sick-
ness-ike reactions have been reported.

Hepatic: Transient elevations in SGPT, SGOT, and alkaline phosphatase.
Renal: Transient elevations in BUN or creatining
Central Nervous System: Headaches or dizziness,
Hemic and I.vmphﬂc Sym Tmslem thrombocytopenia, leukope-
nia, and time was seen rarely.
Other: Genital Dl'l-lrirus vaginitis, mrmdrasus

The tollowing adverse reactions and altered laboratory tests have been

Oral Suspe

reported for cephalosponn-class antibiotcs:

Adverse Reactions. Allergic reactions including y onaic Tolysis. ion, renal dysfunc-
tion, toxic nephropatiy, hepatic ion including ¢ is. apiastic anemia, hemorwcmm hemorrhage. and
colitis.

Several cephalosporing have been implicated in triggering seizures, particularly in namms with renal impairment when
1he dosage was not reduued (see DBWEMD IUMNISTRII'IIZN and OVERDOSAGE). If seizures associated with drug
therapy occur, disc therapy if clinicalty indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated biirubin, elevated LDH, pancytopensa, naulmpenm
agranuiocytosis.

OVERDOSAGE

Gastric lavage may be indicated; otharwise, no specific antidote exists. Cefixime is not remaoved in significant quantities
from the circulation by hemodialysis or peritoneal dialysis. Adverse reactions in small numbers of healthy adult volunteers
receiving single doses up to 2 g of SUPRAX did not differ from the profile seen in patients treated at the recommended

doses.
**Clinitest® and Clinisthe® are registered trademarks of Ames Division, Miles Laboratories, Inc, Tes-Tape® is a registered
trademark of Eli Lilty and Company.
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(theophylline anhydrous)

Extended-release capsules 100, 200, 300 & 400 mg
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There are two sides to
every story.
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LOZOL1Z2S..

INDAFRAMIDE TABLE TS

nihypertensive
fficacy Equivalent
1020mg

With the benefits of a lower
once-daily dose

Favorable metabolic profile'-no adverse
effect on lipids: only 2% incidence ol
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 recommended slarting dose
for indapamide

LOZOL" (indapamide) 1.25 mg and 2.5 mg tablets

INDICATIONS:

Usage 5 ¥ See PRE
CONTRAINDICATIONS: Anutia, hypersensilivity to indapamide or other
WARNINGS: Ir

this possibilty w

DRUG INTERACTIONS
anfi

Reference: 1, Data on fike, Andne-Prutenc Rose: Pramaceuts
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JAMA

The Journal of the American Medical Association

MEDICAL
ROUNDS

News you need from the
name you trust. Tune-in to
American Medical Television
every weekend for
JAMA Medical Rounds.

Join JAMA Editor
George Lundberg, MD
for a weekly hour of news
interviews and commentary
every Saturday and Sunday
on CNBC.

Learn about the
latest developments in medical
research, policy changes that

affect the way you practice

medicine, and the journal
articles that are

making headlines.
All of this and more,

every week on

JAMA Medical Rounds.

JAMA Medical Rounds.
Every Saturday and Sunday
morning, 10:30 am (ET).
Only on
American Medical Television
on CNBC.

For the CNBC channel
in your area,
call
800-SMART-TV.

American
Medical
Association

American
Medical

Television

®
W (isosorbide menonitrate) 20 mg tablets €

BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION. SEE PACKAGE CIRCULAR.)

Indications and Usage

Ismo is indicated for prevention of angina pectoris due to coronary artery disease. The anset of action is not rapid
enough for it to be useful in aborting an acute anginal episode.

t:llnlnll’hlrmacolng

Isosorbide mononitrate is the major active metabolite of isosorbide dinitrate; most of the clinical activity of the
dinitrate comes from the mononitrate. Ismo is not sub{ect to first-pass metabolism in the liver and the absolute
bigavailability of isosorbide monanitrate from Ismo tablets is nearly 100%. The rate of clearance of Ismo is the same
in healthy young adults, in patients with various degrees of renal, hepatic, or cardiac dysfunction, and in the elderly.
Several well: studies have that active nitrates were indistinguishable from ptacebo after
24 hours {or less) of continuous therapy due to the development of tolerance. Only after nitrates are absent from the
body for severat hours is their antianginal efficacy restored.

The drug-free intervai sufficient to avoid tolerance to iscsorbide mononitrate is not completely defined. The only
regimen shown to avoid development of tolerance with isosorbide mononitrate involves two daily doses of Ismo
tablets given 7 hours apart, so there is a gap of 17 hours between the second dose of each day and the first dose of the
next day. Taking account of the relatively long half-life of this result is with those
obtained for other organic nitrates.

The same twice-daily regimen of Ismo tablets ;fucce?jsfully avoided significant rebound/withdrawal effects. in studies

of other nitrates, the i and appear 1o be highly dependent upon the schedule of
nitrate administration.

Contraindications

Allergic reactions are extremely rare, but do occur. ismo is contraindicated in patients allergic to it.

Warni

g3
Because the effects of Ismo are difficult 1o terminate rapidly and have not been established in patients with acute
hean failure (CH*), this drug is not recommended in these patients. I smo is
used in tidlese patients, careful clinical or hemodynamic monitaring is required to avoid the hazards ot hypotension and

Precautions
GENERAL
Severe hypotension, particularly with upright posture, may occur with even smal\ doses. Therefore, use with caution
in patients who may be volume depleted or who are aiready hy brady ang i
angina pectoris may Ismo-induced hy

Nitrates may aggravate angina caused by hypemcumc cardmmyopatny

INFORMATION FOR PATIENTS

Tell patients they must carefutly follow the prescribed dosing schedule (2 doses taken 7 hours apart) to maintain the

antianginal effect (eg, take first dose on awakening and secand dose 7 hours later).

Daily with nitrates, including Ismo, and are a marker of drug activity.

Patients with headaches should not alter their freatment schegule since loss of headache may be associated with

simuitaneous loss of antianginal efficacy. Headaches may be treated with aspirin and/or acetaminophen without

affecting the antianginal activity of Ismo.

Light-headedness on standing, especially just after nsng? from a recumbent or seated position, may occur. This may

be mare frequent in patients who have consumed alcoh

DRUG INTERACTIONS

Vasadilating efects of Ismo may be additive mth those of ather vasodilators, especially alcohol.

Marked ic orthgstatic h has been reported when calcium channel blockers and organic nitrates

were used in combination. Dose adjustments of either class of agents may be necessary.

CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY

Ng carc?;ogemc effects were observed in mice or rats exposed t0 oral ismo, nor were adverse etfects on rat fertility

observe:

No mutagenic activity was seen in in vitro or in vive assays.

PREGNANCY CATEGORY C

Isme has been shown to have embryocidal effects in rats and rabbits at doses at least 70 times the maximum human
lose. There are no adequate and well-controlled studies in pregnant wemen. Use during pregnancy only if potential

benefit justlfles polerm fetal risk.

NURSING MOTHERS

Excretion in iuman milk is unknown. Use caution if administered to a nursing woman.

PEDIATRIC USE

Safety and effecti have not been

Adverse Reactions

Frequency of Adverse R {Di inuations)* Occurring in >1% of Subjects

6 U.S. Studies 92 Clinical Studies

Dose Placebo 20 mg (varied)
Patients 204 219 3344
Headache 9% (0%) 38%  {9%) 19% (4.3%)
Dizziness 1% (0%) 5% (1%) 3% (0.2%)
Nausea, Vomiting <1% (0%) 4% (3%) 2% (0.2%)

*Some individuals discontinued for multiple reasons

Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain): Cardio-
vastufar; angina pectoris, arrhythmias, atrial fibrillation, nypolensmn palpltalmns postural hypotension, prema-
ture ventricular contractions, supraventricular tachycardia. syncope. Der ; pruritys, rash.

abdominal pain, diarrhea, dyspepsia, tenesmus, 1ooth disorder, vomiting. Gem!ourmary dysuria, |mpoiem:e
urinary frequency. Mlscelianeaus asthenia, blurced vision, cold sweat, di opia, edema, malaise, neck stiffness,
rigors. Muscufoskeletal, avlhra\qua Neumloglc agllatlon anxiety, confusion, dyscnovdmanon hypoesthesia,

hypokinesia, increased appelite, insomnia, nervousness, nig . Respiratory: upper
respiratory tract infection.

Rarely, ordinary doses of organic nitrates have caused inemia in I-seeming patients {See
Overdosage).

Overdosage

The ill effects of averdosage are generally related to the ability of Ismo to induce vasodilatation, venous pooling,
reduced cardiac oulpul and hypotension Symplorns may include increased intracranial pressure, with any or ali of
erate fever; verti u palpitations; visual disturbances: nausea and
vomiting (possibl mlh colic and even hloudy diarrhea); syncope gecnally with up( ight posture); air hunger and
dyspnez, later followed by reduced ventilatory effort; dlaphoves-s with the skin either ushed or cold and clammy;
heart block and bradycardia; paralysis; coma; seizures and death
Serum fevels have no role in managing overdose. The likely lethal dase in humans is unknown.
There is neither a specific antidote to (smo overdose, nor daia ta suggest a means for accelerating its elimination from
the body: diafysis is ineffective. Hypotension associated with Ismo overdose results from venodilatation and arteriat
rrypovmemla therefore, direct therapy toward an increase in central fluid volume. Use of arterial vasoconstrictors (eg,
epinephrine} is likely to do more harm than good. In patients with renal disease or CHF, treatment of Ismo overdose
may be difficult and require invasive menitoring.
Methemogiobinemia has occurred in patients receiving other ov%amc nitrates, and pmbabiy could occur as a side
effect of Ismo. There are case reports of significant methemoglobinemia in of
organic nitrates. None of the affected patients had been thought to be unusually suswpnble Su Jsecl the diagnosis in
Eatlenls who exhibit signs of impairec oxygen delivery despite adequate cardiac output and adeguate arterial pOz.
lassically, 1000 is brown, without color change on exposure 1o air. The treatment of
choice fer mememoofohmemm is methylene bive, 1-2 mg/kg intravenously.

DOSAGE AND ADMINISTRATICN

The recommended regimen of Ismo tablets is 20 mg (one tablet) twice daily, with the two doses given 7 hours apart
For most patients, this can be accomplished by taking the first dose on awakening and the second dose 7 hours later.
This dosing regimen provides a daily nitrate-free interval to avoid the deveiopment of refractory tolerance (see
Clinical Pharmacology).

Well-controlled studies have shown that toierance to Ismo tablets is avoided when using the twice daily regimen n
which the two doses ace given 7 hours apart. This regimen has been shown to have antianginal efficacy beginning
1 hour after the first dose anc lasting at least 5 hours after the second dose. The duration (if any) of antianginal activity
beyand 12 hours has not been studied; large controlled studies with other nitrates suggest that no dosing regimen
should be expected to provide more than 12 hours of continuous antianginal efficacy per day.

Dosage adjustments are not necessary in the elderly patients or in patients with altered renal or hepatic function.
This Brief Summary is based upan the current Ismo direction circular, Cl 4130-2, Revised October 20, 1992.

References: 1. Data on file, Wyeth-Ayerst Laboratories, Protocol 12.

2. Friedman RG, et al: Comparative clinical trial of isosorbide mononitrate
and isosorbide dinitrate in patients with stable angina pectoris. J Invas
Cardiol 1992;4:319-329.
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Antianginal activity Effective day after day*
during the active hours' W /smo patients were able to exercise at
least as well on Day 14 as on Day 1

B Nearly 100% bioavailable

B No first-pass hepatic metabolism
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HOW MUCH HAVE YOUR
MIGRAINE PATIENTS
TOLD YOU LATELY
ABOUT THEIR

CURRENT TREATMENT?

“My medicine knocks the pain out,
but it knocks me out too...

I guess it’s probably the best
I can hope for.”



Because it
works fast.!

=
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e
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The most frequently reported adverse events
associated with IMIT%/EX are injection-site reactions
(59%), atypical sensations (e.g., tingling, warm/
hot sensation) (42%), and dizziness/vertigo (127%).
IMITREX is contraindicated in patients with ischemic
heart disease, sympfoms or signs consistent with
ischemic heart disease, or Prinzmetal's angina
because of the potential to cause coronary
vasospasm. IMITREX is contraindicated in patients

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 not
be administered to patients with basilar or
hemiplegic migraine.

Reference: 1. Cady RK, Wend! JK, Kirchner IR, Sargent JD, Rothrock JF,
Skaggs H Jr. Treatment of acute migraine with subcutaneous sumatriptan
JAMA_ lune 1991,;265:2831-2835




BENEFIT FROM IMITREX

Because it is
nonsedating.

Because it

[

N\ MIGRAINE REI.IEf
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Please consult Brief Summary of Prescribing Information on last page ol ihTElacerEamant



. 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 not 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 hecause 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 myocardial infarction, or documented silent
ischemia) or to palients 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 ta
patients with uncontrolled hypertension.

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

Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

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

Cardiac Events/Coronary Constriction: 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 likefy (postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). If symptams consistent with angina occur,
electrocardiographic (ECG) evaluation should be carried out to look
for ischemic changes.

Sumatriptan may cause coronary vasaspasm 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 clinical 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 addmon 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®
Injection, but has only 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 di as migraineurs and in mig|
who present with atypical symptoms, care should be taken to exclude
other potentially serious neurclogical 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 shoutd 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 daing 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/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
litetime 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

IMX6OSRO

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 sumatriptan administration.
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 deses 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 terategen; 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, sumatriptan
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 recammended
subcutaneous dose ot 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogenssis 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 subcutanecus 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 || studies} have not been performed.

Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, cauticn 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 [mitrex 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 coronary 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, atymcal sensations (such as sensations of warmth, cold, tingling
or par . burning, tightness, alt of which
may be Iocaluzed or generallzed} flushing, chest symptoms (pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, aithough they may be severe in
some patients. Transient rises in blood pressure soen 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 Controlled Clinical Trials: The following Table lists
adverse events that occurred in two large US, Phase I}, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebo. 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 inciuded 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
6 mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 92
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 7.5 0.3
Feeling of heaviness 73 1.1
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 0.5
Cardiovascular
Flushing 6.6 24
Chest discomfort 45 14
Tightness in chest 27 05
Pressure in chest 1.8 03
Printed in USA

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo

Adverse Event Type n=547 n=370
Ear, nose, and throat

Throat discomfort 33 05

Discomfort: nasal cavity/sinuses 22 03
Eye

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 1.3 0.8

Dysphagia 11 0.0
Injection site reaction 58.7 238
Miscellaneous

Jaw discomtart 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 49 0.3

Neck pain/stiffness 48 05

Myalgia 18 05

Muscle cramp(s) 1.1 00
Neuralogical

Dizziness/vertigo 119 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/tatigue 11 0.8
Skin

Sweating 16 11

The sum of the percentages cited is greater than 100% because
patients may experience more than one 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
commonly 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.

Cardiovascular: 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, abnormat pulse, vasodilatation, and
Raynaud’s syndrome.

Endocrine and Metabolic: \nfrequent 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 ulcer,
retching, flatufence/eructation, and gallstones.

Musculosketetal: Infrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscle stiffness, need to flex calf
muscles, backache, muscle tiredness, and swelling of the extremities.

Netirofagicai: Infrequent 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, menoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smeli, hyperesthesia,
dysesthesia, simultanecus hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

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

Dermatological: \nfrequent were erythema, pruritus, ang skin
rashes and eruptions. Rare was skin tenderness.

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

Miscelianeous: Infrequent were miscellaneous laboratory
abnormalities, including minor disturbances in liver function tests,
“serotonin agonist effect,” and hypersensitivity ta 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 abuse 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. CERENEXW
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Just how powerful is it?

The vast majority of patients on
PLENDIL receive prescriptions for 5 mg,
once daily.*

PLENDIL provides a gradual onset of
action for continuous 24-hour blood-
pressure control in many patients.

And, PLENDIL is suited to a broad
range of your hypertensive patients —
including many with concomitant disor-
ders, such as: hypercholesterolemia,
diabetes, impaired renal function, COPD,
or asthma.

PLENDIL. A highly effective calcium
channel blocker for blood pressure control.
Generally well tolerated at usual

doses.'

Plendil

(felodiping) Enesomg

Because you consider the whole patient.

#1993 IMS NDTI Prescription Data,
' Peripheral edema, generally mild, was the most commaon adverse event in
clinical trals

E——————————
A/M GROUP PLENDIL is contraindicated In patients who are hypersensitive to this product.

of MENCK & CO. I Please see brief summary of Prescribing Information on page following next
page.
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SRIEF 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 centraindicated 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.)

HMeart Failyre: Aithough acute hemodynamic studies in a small
number of patients with NYHA Class |l or Ill heart failure treated with
felodipine have not demonstrated negative inotropic 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 blocker.

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 [ower 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 shouid 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 metoprolol 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 controtled clinical trials, however, beta blockers including
metoprolot 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 hypertensive patients.

herefore, 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 healthy volunteers. Since a clinically significant interac-
tion may be anticipated, atternative 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 spironolactone.

Interaction with Food: See CUNICAL 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 a mg/m?
basis). Felodipine, at the doses employed in the two-year rat study,
fas 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 cbserved 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 female 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

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 chromosome 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.

(n 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-controfled 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)

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

Adverse Placeho 25mg 50mg 100mg 20mg
Effect N=121 N=71 N=72 N=128 N=50
Peripheral

Edema 25(16) 14(00) 13928 195(24) 36.6(10.0)
Palpitation ~ 08(0.8) 14(00) 00000 24{08) 120 80
Headache  124(0.0) 11.3(14) 111(00) 187(41) 28.0(180)
Flushing 00(0.0) 42(00) 2800 81(08 200 80

In addition, adverse experiences that occurred in 0.5 up to 1.5 per-
cent of patients who received PLENDIL® (Felodipine) in all controlled
clinical studies (fisted 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, arthythmia; Digestive: Yomiting, dry mouth,
flatulence; Hematologic: Anemia; Musculoskeletal: 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 aise 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; Special Senses: Blurred vision, tinnitus;
Urogenital: Nocturia.

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

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

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

Liver Enzymes: One of two episcdes of elevated serum transaminas-
es decreased once drug was discontinued in clinical studies; no foHow-
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.

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

If severe hypotensien 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 heen 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 to 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

Rdverse Effect PLENDIL% Placebo % once a day. That dose in clinical trials showed an increased blood
N=1730 N=283 pressure response but a large increase in the rate of peripheral

Peripheral Edema 223 (4.2 35 edema and other vasodifatory adverse events (see ADVERSE REAC-

Headache 186 (2.1) 106 TIONS).  Modification of the recommended dosage is usually not

Flushing 64 (L0) 11 required in patients with renal impairment.

Dizziness 58 (0.8) 32 PLENDIL should be swallowed whole and not crushed or chewed.

Upper Respiratory Use in the Elderly or Patients with Impaired Liver Function:
Infection 55 (0.) 11 Patients over 65 years of age or patients with impaired liver function,

Asthenia 47 (0.0) 28 because they may develop higher plasma concentrations of felodi-

Cough 29 (0.0) 0.4 pine, should have their blood pressure monitored closely during

Paresthesia 25 (0.0) 18 dosage adjustment {see PRECAUTIONS). In general, doses above

Dyspepsia 93 (O.DJ 14 10 mg should not be considered in these patients.

Chest Pain 21 (0.) 1.4

Nausea 19 (08 11

Muscle Cramps 19 (0.0 1.1 I

Palpitation 18 (0.9) 2.5 A/M GROUP

Abdominal Pain 18 (03 11 T ofMERCK&CO. e,

Constipation 16 (0.1) 11

Diarrhea 16 (0.1) 11

Pharyngitis 16 (0.0 0.4 For more detailed information, consult your Astra/Merck Specialist or

Rhinorrhea 16 (0.0) 00 see complete Prescribing Information.

Back Pain L6 (0.0) L1 Astra/Merck Group of Merck & Co., Inc.

Rash L5 (D 1.1 725 Chesterbrook Boulevard, Wayne, PA 19087

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

PLENDIL is a product of Astra/Merck Research

Copyright ©1994 by Astra/Merck Group of Merck & Co., Inc.

Alf rights reserved
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(NAPROXEN) 500 mg tablets

Brief Su
m Patients who have had allergic reactions to
0X or ANAPR

NAPROSYN, ANAPHI or in whom aspirin or
oinur NSNIJs induce the syndrome of :sthma rhinitis, and nasal
Kp& anaphylactic reactions usually occur in patients
with a history 01 such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
nqu:e starting therapy. If such symploms occur, discontinue the
0. Warnings: Serious Gl toxicity such as bleeding. ulceration,
anll petfutation can occur at ag ime, with or without warning
smploms, in patients treated chronically with NSAIDs. Remain
alert 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 igp-m:lmmiy 14 of patients treated for 3-6 months, and
4% of pamn!s treated for one year Inform patients
about the signs and/or sym) of serious Gl II!IIEII]' and whal
steps to take if they occur. Studies have not identified sunsel
of patients not at risk of developing peptic ulceration and bieed
Except for a prior history of serious Gl events and olhe”
factors known to be associated with lic ull:er tllseasa such u
alcoholism, smoking, etc., no risk &ﬂ:?
been associated with increased risk. Elmdr or tated pamnls
seem fo tolerate ulceration or bleeding less well than others and
maost spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses',‘mlhh'l the recom-
mended dmau range), sufficient benefit should be anhupatm to
ial in mase\'lrlslmf(illnm.;g autions: DO
NOT GIVE l.ll' APROXEN OM}TM‘IL'I' WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
LSN.!PREI!EN IUM} SINCE THEY BOTH CIRCULATE IN PLASMA
THE NAPROXEN ANION. Acute interstitial nephritis with hema-
turia, i and has been reported.
Patients with impaired renal function, heart failure, liver dysfunc-
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 creatining and/or creatinine
clearance in patients with significantly impaired renal function,
Use caution in patients with baseline creatinine clearance ms
than 20 mL/minute. Use the lowest effective dose in the elderl
in patients with chronic alcoholic liver disease or cirrhosis. ith
NSAIDs, borderline elevations of liver tests may occur in un o
15% of patients. They Progress, remain un r be
transient with continued py. Elevations of SGPT or SGIIIT
occurred in controlled clinical trials in less than 1% of patients,
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops or If systemic
manifestations occur {e.g., eosinophilia or rash), discontinue ther-
apy. If steroid dosage is reduced or ehmmalw during thei rm do
50 slowly and observe patients closely for egms
ing adrenal insufficiency and exacerbation ut il'1 ritis syrmlu
Determine hemoglobin values periodically for patients with nitial
values of 10 grams or less who receive long-term t . Periph-
eral edema been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart hnure The
drun‘s antipyretic and anti- mllarm'nahotrr activities maT
fever and intlammation, diminishing their diagnostic value. Con
duct ophthaimic studies if any change or disturbance in vision
accurs For patients with restricted sodium intake, note that the
nsion contains 8 mg/mL of sodium. Information for
P|| s: Side effects of Ds can cause discomfort and, rarel
there are more serious side effects, such as Gl bleeding, wh
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
Inneﬂis of NSAID treatment, particularly when th m used for
less serious conditions where treatment without N Ds may be
an acceptable alternative. Patients should use caution for activi-
:':s't requiring alertness if they experience drowsiness, dlulness
o

igo during the y use
serious Gl tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically t tients 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 anllcniuulams a hydantoin, sullnn
amide or lithium; beta-bl
dr . mdwrus:zupﬁtam i ﬂud Illeelr
ug may ion and pro ing
time or urinary values for I? enic smoi(rs Tempo-
rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of SHIAA. Car-
[ Zyﬂr(alstudyshcmdmwmoem:arum
Amr)f 8. Do not use during

geni
uniess clwly use during late
Mothers: Avoid use in nursing mothers. pmk Sln

doses of 25-5 m?.k?. with total dall dose not exceeding 15
mg/k in children wer years of age. Adverse
Innst Gl reactions were more fi nt and severe

in rheumatoid irthrms ramnts on 1,500 mg/day than in those on
4 mwlﬁs children mlitllI unml? Eh!li_'tdlstﬁ.s‘!h and
pro ng times were more frequen al reac-
Imultmsam and other reactions less f t than in
adults. Incidence Greater Than 1%; Probable Causal Retationship:
Gl: The most Irequent complaints refated 1o the Gl tract: constipa-
tion? heartbura® ahdcmnak ln. nausu nyspum diarrhea,
stomatitis. CNS: head light-headed-
ness vertigo. Dermatologic lldiinq (pruritus)® skin eruptions’
sweating, purpura. Special Senses: tinnitus; hear-

mg Jstur mr.as vtsu:l disturbances, Cardiovascular: edema’
tions. General: thirst. Incidence Less Than 1%;

l Rah‘llonship Gl: abnormal liver function tests,

couus. Gl bludrnu ammmﬂm hematemesis, jaundice,
and/or ueﬂomlon vomit-

lnn\ Ranil glunuula: nephritis, hematum hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, ranal failure,
renal papillary necrosis. Hemalologic: aqranulnc\ﬂws. 20sino-
philia, granulncytopenll Iwknplnla thrombocytopenia. CNS:
depression, dream abnormalities, inabifity l.ncom rate, Insorn
nia, malaise, myalgia and muscle weakness. Der alope-
cia, photosensitive dermatitis, skin rashes. Snecna Senses:
hearing impairment. Cardiovascular: congestive heart failure
Respiratory: eosinophilic pneumonitis. General: anaphylactoid
reactions, menstrual di s, pyrexia (chills and fever). Causal
Relationship Unknown: Hematologic: a n:am:‘nla hemolytic

anemia. : aseptic inction,

logic: npldﬂrmi nncrolysls, mlhema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. GI:
e e
vascyl angioneu

glycemia. Overdosage: have drowsiness, heartburn, indiges-
tion, nausea, vomiting. A tients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plwna levels of naproxen, Ca
Federal law prohibits n?nuﬂhou! prescription. See pack-
age insert for full Prescribing Information.

*Inci of reported ion 3%-9%.
Where unmerk:; incidence less than 3%. E@
US. patent nos. 3904682, 3,998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990

Government-approved AMA claim forms
give you flexibility and value

Whatever your insurance claim form needs, you can count on the AMA for affordability,
selection and quality. We have everything from convenience packs for small volume

users to special forms for large volume users.

Single Form/Convenience Pack. 250,
1-page single forms per package, Kodak
bar code, laser printer compatible.
Single sheet, not padded.

Order #: OP050692JZ

AMA member price: $17.95/package
Nonmember price: $21.95/package
Single Form. 1-page, 1000 carton,
Kodak bar code, laser printer compati-
ble. Single sheet, not padded.

Order #: OP050192.JZ

AMA member price: $34.95/carton
Nonmember price: $§43.95/carton
Snap-oul Form. 2-part NCR, 1000
carton, Kodak bar code.

Order #: OP050292JZ

AMA member price: $49.95/carton
Nonmember price: $59.95/carton

American Medical Association

Physicians dedicated to the health of America

Continuous Form with Bar Code. 2-
part NOR with pinfeeds for computer
printers, 1000 carton, Kodak bar code.
Order #: OP050392.JZ

AMA member price: $55.95/carton
Nonmember price: $67.95/carton

Continuous Form withoul Bar Code.
2-part NCR with pinfeeds for computer
printers, 1000 carton, no bar code.
Order #: OP050592.JZ

AMA member price: $55.95/carton
Nonmember price: $67.95/carton :

To order, call toll free

800 621-8335

MasterCard, VISA, American Express,
and Optima accepted.

State sales taxes and shipping/handling
charges apply.
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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
e h p *Not indicated for angina. Take on an empty stomach. Careful
* Convenient, well-tolerated ther apy titration may be necessary when switching between Procardia XL*
h and Adalat® CC. Procardia XL is a registered trademark of
* Peripheral edema and headache were the B G e A ARG AdemaTE o
most common dose-related adverse events
reported: ﬂushmg/hcat 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%

+Calculations based on suggested Average Wholesale Price (AWP).

Candidate Profile
Steven P.
AGB v acnusadT,
Residence Minneapolis
Pretreatment BP .....172/94

Marital Status.........single
Health Ins Medicare

“Save as much as $111'a year?
I could afford to paint the apartment.”




Once-A-Day

AdalatCC

nifedipine:.:"

30mg,60mg &90mg

BRIEF § RY
CONSULT PACKAGE IHSEH% FULL PRESCRIBING
INFORMATION

For Oral Use
PI10074485 5/93
INDICATION AND I.ISIG!: ADALAT (C i n mdncured for the freatmen of hyperten-
sion. 1t may be used alone or e agents.
CONTRAINDICATIONS: I(mum hmmmltmly o mM ipine.

WARNINGS: Excessive Hypotension: Although in most patients the hypotensive
effect of nifedipine is roted, octmnml pqmms have hod excessive
ond poarly toler nsion, responses have usually oceurred during nitial

fitrafion o of the fime of s dosnundlusmenl and moy be more
Ichtly in patients using concomitant beto-blockers

tension and,/or increcsed fluid volume requirements have been reported i n
received immediate release copsules together with o beto-blocking ogent

who underwent mum nrl'urr hrpnss surgery usmgeh dose hMIb

. oppears lo ion of
nifoﬁmmﬂnhmblntku bultha fy that it may umwhmlmdm
with low dases of fentanyl, in other surgical procedures, or with other narcofic anol-
gesics connot be ruled oul. In nifedipine-freof-
ed patients where surgery usmgtngh dose
fentanyl anesthesia is contemplated, the

icion be aware of these potentiol
problems and, if the patient’s condition per-
mits, suffcent fime (of least 36 hours)
be allowed for nlindrpmah be washed out of
the body prior fo surge
Increased .hl'llu old/or Myocardial
Infarction: Iwely, pnnlunl\ pnﬂnulnr!r

mdmwsedhm llm1 mumuﬂnfn jina or ocute myocordil
inforcfion upon smﬁmm or of the fime of dosoge |n“gr1m The mechaism of
hs effect i not s

Mhsk:,'fm*dhtmm rlmnnhnum o beta-blocker it is mpomnl to

its rather than inn

Patients recently withdrown from beta hm may develop o rnﬁ! ¥
with increased angino, probobly related 1o increased sensitivity 1o cotecholamines.
Inifiation of nifedipine treatment will not prevent this occurrence ond on occasion has

g - iy while bet-bocker)
fients {usuol receiving o beto-blocker
v v e e e b i it i s S
sis may be af greater risk for such on event, as the unloading effect of nifedipine would
be expected 10 be of less benefit to these potients, owing 1o their fixed impedance 1o
flow ocross the oortic volve.
PRECAUTIONS: General - Hypotension: Because nifedipine decreases peripherol
vasculor resistance, coreful manitoring of blood pressure during the initiol odministro-
finn ond fitration of ADALAT CC is suggested. Close observotion is especilly recommend-
ed for ﬁnlm already toking medications thal are known 1o lower blood pressure (See

WARNINGS
Peripheral Edemo: Mild 1o moderate ruledumo«ur;mudmdew&n
monner with ADALAT CC. The phmhwm rate is_opproximately &% o
12% ot 60 mg ond 19% ot 90 mg ldmllnnb:E!
|ub;‘nmh1lrdmh|:ﬂmmd nnerml:l;und 'N’ilh uhose
not due 1o mlnm dphmmnrwmmiud refenfion. patients
heart failure, care should be token to differ-
nnm!ell'-sp:rgad ‘Leaﬂodmfm left ventriculor dysfunction.
Patients: lﬂﬂ.ﬂ((snnumuhnlnhhl should be
swollowed whale and token on an empty stomoch. It should ot be odministered with
lod.Dcml thew, divide or crush toblets.

l'l'! Tlmmrnwmdh m(l‘ﬂl LD, SEOI' ﬂs ﬂmmm
lose,
Tbe mh‘llnnshp 1o nifedigine theropy

B mrhmm mmftm but m&hmm
These Ioborotory abnormalities hm rarely i

|hm"? fo

Start with*

Titrate, if necessary*

DED
S E
TS

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

Although nifedipine has been used safely in patients with renol dysfundion and has
ban reported 1o exert o beneficial effect in certain coses, rore reversible elevations in

BUM ond serum creatinine hove been :apnmd in potients with pre-existing chronic
mﬂmﬂf:m The relotionship fo nifedipine therapy is uncertain in most cases but

Hlmmﬂhu: Beto-odrenergic blocking agents: (See WARNINGS).

ADA Tttmﬂlﬂumdmndnm in combination with o beto blocker in
187 hypertensive patients in o plotebo-controlled dlinical irial. However, there have
been occosional lilerature reports suggesting that the :urnbmm of nifedipine and
bmun&mrgkbht ing d m‘rmﬂn likelihood of mgﬂm heart foilure,

Body os o Whole/Systemic: chest poin, Iuggm Central Nervous System:
sir

oresthesio, vertigo Dermatologic: rash ointestinal: constipation
&uahs&lk!d:?aqamps Respiratory: epistouis, rhinific Urogenital: i
mte, urinary frequency

her odverse events reported wih an incidence of less than 1,0% were:
Iod\r o0 M(S\rmﬁlc cellults, chills, fociol edema, neck poin

gmn S ok , cordioc arrest, exlrmsroln
ypatension, hans, 15, poshur m hdl'rmim culaneous ang-
jetloses ol Nervous System: nmuuls confusion, decreased tbido, dammﬂ

hyperto ormlola fe: proritus, wuulmg

imgo-

T T )

nsion, or exaterbation of angina in patients with
mﬁlnlu- 3 Ibm hove been isolated reparts of potients with elevated ﬂgmn levels
there is o possible inferotion between digoxin and AD!I.H {L itis

that digoxin levels be monitored when i mnnlnan_ odjusting, ond g ADALAT

lence, gnslmlnlmmu! hemnrrlvﬁe. vumlﬂno Hematolo |ym rlnpnllw
Mml gnul weight mlushlllui- orthral qnu arthritis, mvulum
pnea, increased ¢ itis Special Semses:

(C o ovoid possible over- or under-digitalization.
Coumarin Anticoagulonts: There have Imn rore lmm s of increased prnlhtnmhn time
in patients toking coumatin g
t, the relationship to nifediging theropy is unceroin.
Quinidine: There have been rare reports of an interaction between quinidine and

nifedipine (with o decreased plosma level of quinidine).

Real People, Real Needs, Real Value
e~ = _ __ __F > ___ . -

- Cimetidine: Both the peok plasma Iml of nif

ine and the AUC may increase in the

presence of cimetidine. Ronitidine pr Mq;ﬂfamnl increases. This effed

of cmetidine mny be mediated by its knmm inhibition qflndwm P-450,
the enzyme biy responsible for the i ism of nifedipine. If
nMplrn them Is inifiated in o patient currently rumll] cimetidine, mu‘lluus firo-

r,h!aoluh. logenesis, Impairment of Fertility: Nifedipine wos odmi

Iy to rofs for two years uud.ﬁi nnld;m 1o be tarcinogenic. Mﬁ gm:u;
rats prior bo mating, nifedipine caused reduced fertlity of o dose opproximately 30
fimes the maximum reg humen dose. In viva mutogenicity studies were neg-

W\'G
ngmm_r Cotegory C. In rodents, rabbits ond monkeys, nifedipine has
hmshm!n a variety of nﬂmwm:xudfahmxeﬁodr:mbd

stunted fetuses (rats, mice and robbits), digitol onomalies (rats and rabbits), rib
ifies (mice), daﬁpuhrnamj smdphmnfnu u dmhpadthnﬂmvili

ia, mwnmﬁs |phpnu finnitus d/ieprdodiﬂ'

krdrnymkdw noduria,
nq odverse events M:W:en ly in patients given nifedipine in

nﬂm lw ations: allergenic ||0|1H|III$ niepeun onemia, arthritis with ANA (+),
d:: e, gingivol rplasic, w

nges, :rurnr. nErvOUsness, pon
purpure, shakiness, slﬂp ﬁﬂwlmnm stn-
tope, losle aamrmn Ih:nmb«\rrnpmn
tronsient bl he peok plosma level,
tremor and urfica
DOSAGE AND IUMIHISTRITW“
Dosoge should

atient's needs. I is re:omme“éed that
LAT CC be odministered orally once doily

on an empty stomach. ADALAT CC is an
extended release dosage form ond 1oblets
should be swallowed whole, not bitten or divided. In general, fitration shauld proc
mru]‘lidwpem\immgwhmmgmzdmly Umrdmruhunslwldbe
bosed on utic efficory o . The usuel maintenance dose is 30 mg to 60
mgnmdwh' itration fo doses & not recommended.

If discontinuation of ADALAT (C is necessa mddimdmmwgguuﬂmﬂn
dosoge should b deresed racualy it ose physcon supervision

Core should be token when ADALAT (C fo ossure that the extended release
dosoge form hos been prescribed.

prescr

lwl:nﬁmn. mood
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Dol

(monkeys), ths lnm. mice ond rabbits), |
(rats; ot eveluoted in other species), dmmdmumdwmuilm:muwlnl
dnﬂhsm]ﬂnnm/ﬁgwnﬁm*‘hﬂ,muiﬁemmm
these various effects ore hi
are bower, but ol are within an order of mognitude of it
ﬂhnMIumﬂmmhnimmu::dhr:”m ﬂrl:?ifunh:hm
those seen in pups ex) 1o phenytoin these are in turn similar o H
s 1 unhmcmaﬂmwmhumw

gt
Thnmmndmew olled studies in pregnant women. ADALAT (C shoukd
hamddmgmwwwb-nfﬂwmﬁdnhfnhpﬂmﬁnmmmklulh

Mothers: Nifedipine is excreted in human milk. Therefore, o decision should
1o discontinue nursing of o discontinue the drug, toking into account the
impartance of the the mother.

ADVERSE EXPERIENCES: The incidence of odverse events during treatment with
ADALAT CC in doses up 1o 90 mg dﬂiy were derived from multi-center hmlu: mn-
trolled dhinical triols in 370 pofients. Atenolal 50 mg once th

itantly in 187 of the Upmwsm.ll).ll.ﬂ{( and m“a omms

fetus.
Nurs

however, cholestasis with or without |uundlte has been repa md A small incrense
(<5%) in mean nI:uim nated in pafients mud with ADALAT CC. This
mml rumhrmlﬂﬂmm&hdl“tmﬁhmm
ronge. Rare instances o hepatifis have been reported g freaimen!
In controlled studies, ADALAT CC did not odversely affect serum uric acid, glucose, cho-
e ki o ke e sl oo

ping, other n ases II i Imnmwrm
Limited clinicel studies hove d I mificant
decrease in platelet ng]retlmn and i m(.rem in Mudlng nrlu in some nwladmme
potients. This s | function of inhibifion of calcium transport ocross the

let membrane. No clinicol significance far these findings has been demonstroted.

itive direct Coombs’ test with or without hemotytic anemia hos been reported but o

cousal relafionship between nifedigine odministration and positivity of this laboratory  The
test, including hemolysis, could nat be determined.

© November 1993, Miles Inc., Pharmaceutical Division

o0 plocebo. All odverse events reported during ADALAT (C Muwnremhﬂmﬂnﬂa—
m&nﬁy of their mlml relafionship o medicotion
even! reported with ADALAT® CC was peripheral edema. This

wos dose reimd and the frequency was 18% on ADALAT (C gf]‘mg daily, 27% on
mu.r«wmmwmmmwtmmmwwﬂmm
Other common odverse events reported in the above plmbn-mmlud
Heodache (19%, versus 13% plocebo incidence); Flushing/heot sensation (4%, rerwi
0% plocebo incidence); Dizziness (4%, versus ?i g.lutebn incidence);
(4%, versus 4% plocebo incidence): Nousea (2
Constipotion (1%, versus 0% plocebo incidence).
Where the freque m‘ndvmmnlswrlh ADALAT CC and plocebo is similor, cousal
uhlnm tonnof be estoblished.

ngndmse events were reported with an incidence of 3% or less in daily
dms upto 50

X09803

1. Dato on file, Miles Inc.
2. Redbook Update. Montvale, NJ, Medical Economics Dalg, Inc,
October 1993:p, 34.
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Brief Summary of
Prescribing Information as of October 1992 (2)

CARDIZEM® CD
(diltiazem HCI)

Capsules

CONTRAINDICATIONS

CARDIZEM s contraindicaled in (1) palients with sick sinus syndrome excep! in the presence of a lunctioning veniricular pacemaker, (2) patients with
second- or {hird-degree AV block excepl in the presence of a functioning ventricular pacemaker, (3) patients with hypotension (12ss than 90 mm Ho
sysiolic), (4) patients who have demonstraled hypersensifivity to the drug, and (5) patients with acule myocardial intarction and pulmonary congestion
documented by x-ray on admission

WARNINGS
1 CARDAZEM prolongs AV node refraciory periods without significantly prolonging sinus node recovery fime. excepl in patients with
sick sinus syndrome, Thes eflect may rarely result in abnormally slow heart rates (particularly in pabients with sick sinus syndrome) or second- or third-degres
AV block (13 of 3,290 patients or 0.40%). Concomilant use of dilliazem with beta-blockers or digikalis may resull in additive effects on cardiac conduction. A
patiend with Pringmetal's angina developed pesiods of asysiole (2 to 5 seconds) ater a single dose ol 60 mg of dilliazem
Although diltiazem has a negative inotropic effect in isolated animal tissue preparations, hemodynamic studies in
hiumans with normeal ventricular function have not shown a reduction In cardiac index nor consistent negative eflects on contractility (dp/dt), An
acule study of oral diltiazem in patients with impaired ventricular function (ejection fraction 24% +6%) showed improvement in indices of venlric-
Uler function without significant decrease in contractile function (dp/dt). Worsening of congestive heart failure has been reported in patients with
presuasting impairment of ventricular function. Experience with the use of CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers
In patients with impaired ventricular function is limited. Caution should be exercised when using (his combination
3 Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in symptomatic hypotension
4 Acule Hepatic Injury. Mild elevations of transaminasss with and withoul concomitant elevation in alkaline phosphatase and bilirubin have besn
obsenved in clinical studies. Such elevations were usually transient and irequenily resolved even with continued dilliazem reatment. In rare instances, signifi-
cant elevations in enzymes such as alkaline phosphatase, LOH, SGOT, SGPT, and other phenomena consistent with acute hepabic injury have been noted.
These reactions Iended 1o docur earfy ater therapy imiafion (1 10 8 weeks) and have been revessible upon discontinution of drug hesapy. The relation-
ship b CARDIZEM is uncertain in some cases, but probable in some. (See PRECALITIONS.)
PRECAUTIONS
General
CAF |diftiazem hydrochloride] is edensively metabolized by the liver and excreted by the kidneys and in bile. As with any drug
given over prolonged periods, aboratory parameters of renal and hepatic function should be manitored a regular intervals. The drug
should be used with caution in patients with impaited renal or hepatic function. In subacute and chronic dog and ral studies
designed to produce foxicity, high doses of ditiazem were associaled with hepatic damage. In special subacute hepatic studies,
oral doses of 125 ma/kg and higher in rals were associated with histological changes in the liver which were reversible
when Ihe: drug was discontinued. In dogs, doses of 20 ma/kg were als associated with hepatic changes; however
these changes were reversible with conlinusd dosin
Dermatological avents (see ADVERSE REACTIONS section) may be transient and may disappear despite
confinued use of CARDIZEM. However, skin eruplions progressing to enythema multiforme andfor
exfoliative dermalitis have also been infrequently reported. Should a desmatologic reaction persisi,
Ihe drug should be discontinged

3

=

Available as
Once-A-Day

-
Due to the polential for additive eftects, caution and careful titration are warranted )
in patients receiving CARDIZEM concomitantly with any agents known to affect
cardiac contractiity and/or conduction. {See WARNINGS. | Pharmacalogic studies A
Indicate that there may be additive effects in prolonging AV conduction when using

beta-blockers or digitalis concomitantly with CARDIZEM. (Ses WARNINGS. ) 120"“9 capsules
As with all drugs, care should be exercised when traating patients with multiple medications. 2

CARDIZEM undergoes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration ry

of CARDIZEM with othes agents which follow 1he same route of biotransformation may resull in the com-
petitive inhibifion of mefabolism. Dosages of similarly metabolized drugs such s cyclosporin, particularly
thase of low therapeutic rtio or in patients with renal andfor hepatic impairment, may reguire adjustment
lwhcn starting ot Stapping concomitantly administered CARDIZEM to maintain optimum therapeutic blood
evels -
Beta-blockers Controlled and uncontrofled domestic studles siggest that concomitant use of CARDIZEM a
and beta-blockers is usually well tolerated, but available data are not sufficient to predict the effects of 7
concomitant treatmeni in patients with it ventricular dystunclion of cardiac conduction abnormalities
Administration of CARDIZEM (dithiazem hydrochioride) concomitantly with propranolol in five normal vol-
unteers resulted In increased propranolol levels in alf subjects and bicavailability of propranolol was
inreased approximately 50%. In vitro, propranolol appears to be displaced from its binding sites by dift
azem. It combination therapy s initiated or withdeawn in conjunction with propranolol. an adjusiment in Ihe
propranolol doss may be warranied {See WARNINGS.)

Cimetidine A study in six healthy voluniers has shown 2 significant increase in peak diltiazem plasma
levels (56%) and area-under-the-curve (53%) after 2 1-week courss of cimetiding at 1200 mg per day and @
single dose of dilliazem 60 my. Ranilidine produced smaller, nonsignificant increases. The effect may be
medialed by cimetiding's lnown inhibilion of hepatic cytochrome P-450, the enzyme system responsible for
the firs!-pass mefabolism of dilliazem. Patients curently receiving diltiazem therapy should be carefully moni-
tored for @ change in pharmacological effect when initiating and discontinuing therapy with cimetidine. An
adjustment in the diftiazem dose may be warranted

Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma digoxin
concentrations approximately 20%. Another investigator found no increass in digoxin levels in 12 patients
willh coronary artery disease. Since there have been conflicting results regarding the effect of digoxdn levels, it
is recommended thal digaxin levels be monitored when initiating, adjusting, and discontinuing CARDIZEM
therapy to avoud possible over- or under-digitalization. (See WARNINGS.)

Anesthetics. The depression of cardiac contractility, conductivily, and automaticity as well as the vascu-
lar dilation associated with anesthelics may b potentiated by calcium channgl blockers. When used con-
comitantty, anesthetics and calcium blockers should be titeated caretully

180-mg Eapsules

240-mg capsules

CCDAK302/A8539

ﬁ MARION MERRELL DOW INC.
H EANSAS CITY, MO 64114

ONCE-A-DAY
= CARDIZEM CD

24-HOUR CONTROL OF BOTH
ANGINA AND HYPERTENSION

A 2-1-nmrh srudy in mls ar cual dm;e Iwels al up r: 1[[- rngf'kg.*dz,' and & 21-month study in
mice af oral dosage levels of up to 30 my/hg/day showed na evidence of carcinogenicity. There
was also no mutanenic response in vitro of in vivo in mammalian cell assays of in vitro in bacte-
rid. No evidence of impaired fertility was observed in a study performed in male and femals rals at
oral dosages of w 1o 100 mg/hg/day

Category C. Reproduction studies have been conducted in mice, rats, and rabbits
Administration of doses ranging from five Lo ten times greater (on a mg/kg basis) than the
daily recommended therapeutic doss has resulted in embryo and felfal lethality. These
doses, in some Sudies, have baen reporfed lo cause skelatal abnormalities. In the perina-
lal/postnatal sludies, there was an increased incidence of stillbirths 3l doses of 20 fimes the
human dose or grealer
There are no well-controlled studies in pregnanl women; therefore, use CARDIZEM in

regnant women only if the potential benefit justifies the potential nisk to the letus
E_mln]_m_[ﬁ Diltiazem b5 excreted in human milk. One report suggests that con-
centrations in breast milk may approximate serum levels |f use of CARDIZEM is deemed
essential, an aliemative method of infant feeding should be instituted

Safety and effectiveness in children have not been estabiished

ADVERSE REACTIONS
Serious adverse reactions have been rare in sludies carried out to date, but it should be rec-
ognized that patients with impaired ventricular function and cardiac conduction abnormali-
fies have usually been excluded from these studies
The following table presents the most comman adverse reactions reported in placebo-con-
rolled angina and hyperfension frials in patients receiving CARDIZEM CD up to 360 mg
with rates in placebo patients shown for comparison

CARDIZEM CD Capsute Placebo-Controlled
Angina and Hypertension Trials Combined

CARDIZEM CD Placebo
Adverse Reaction N=607 N=301
Headache 54% 50%
Dizziness 30% 0%
Bradycardia 313% 13%
AV Block First Degree 313% 0.0%
Edema 26% 1.3%
ECG Abnormality 16% 23%
Asthenia 18% 17%

In clinical trials of CARDIZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR
Capsules involving over 3200 patients, the most common events (12, arealer than 1%) were
sdema (4.6%), headache (4.6%), diziness (35%), asthenia (2.6%), first-degres AV block
(2.4%), bradycardia (1,7%), flushing (1.4%). nausea (1.4%), and rash (1.2%)

In addition, the following events were seported infrequently (less than 1%) in angina of hyperien-
sion frials

Cardiovascular. Angina, artyihmia, AV block (second- or third-degree), bundie branch
block, congestive heart failure, ECG abnormalities, hypotension, palpitations, syncope
tachycardia, ventricular extrasystoles

Nervous System. Abnormal dreams, amnesia, depression, gait abnarmality, hallucina-
fions, insomnia, nervousness, paresthesia, parsanality changs, somnolence, tinnitus, tremor
Gastrointestinal. Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia
mild elevations of SGOT, SGPT, LOH, and alkaline phosphatase (see hepatic wamings)
thirst, vomiting, weight increase

Dermalological: Petechiae, photosensitivity, pruritus, urticaria

Other: Ambiyopia. CPK increase, dyspnea, epistaxis, eye imvitation, hyperglycemia, hyper-
uricemia, impotence, muscle cramps, nasal congestion, nocturia, osteoarticular pain
polyuna, sexal dificuilies

The foliowing postmarketing events have been reparted inhequently in patients receiving
CARDIZEM: * alopecia, erythema multiforme, extoliative dermalifis, exrapyramidal symp-
loms, gingival hyperplasia, hemolytic anemia, increased bleeding time, lsukopenia, putpura
retinopathy, and thrombocytopenia. In addition, events such as myocardial infarction have
been observed which are not readily distinguishable from the natural history of the diseass
in these patients. A number ol well-documented cases of generalized rash. characterized as
leukocytockastic vasculitis, have been reported

However, 3 definitive causa and eflect refationship between these events and CARDIZEM
therapy is yel to be established

Prestribing Information 2s of Oclober 1992 (2)

Marion Merrell Dow fnc
Kansas City, M0 54114

ocdb1092(2)a
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vicodinTUSS| ¢

(hydrocodone bitarrate S5mg (May be habit forming) ond gualfenesin 1 00mg per (SmL) teaspoon)




™

~vicodin/TUSS @

bitartrate 5mg (W g: May be habit forming) and guaif in 100mg per (5ml) teaspoon)

Combines the antitussive action of hydrocodone
with the expectorant action of guaifenesin.

« Hydrocodone helps suppress
dry, hacking coughs for up to
6 hours.

« Guaifenesin enables those
coughs that do occur to be
more productive.

- Long lasting relief in a sugar-
free, alcohol-free, dye-free,
cherry flavored formula.

« Adult Dose: 1 teaspoon (5mL)
every 4-6 hours not to exceed
6 teaspoons in a 24 hour period.

Expectorant ™

+ vicodinTuSS € 5%

,
g: May be hobit forming) and guaifenesin 100mg per (Sml) teaspoon) s
Effective cough relief you can phone in. \*’

INDICATIONS AND USAGE: VICODIN TUSS™ Expactarant is indicated for the symptomatic relief of i non-productive cough associated with upper and lower respiratory tract congestion. CONTRAINDICATIONS: VICODIN TUSS™ Expectorant s contraindicated in patients ifive to hydrocodone
ifenesin, Patients known o be hypersensaive to other oploids may exhibit cross sensitivity to VICODIN . Hydrocodone & contraindicated in the presence of an intracranial kesion associated with increased intracranial i .
mhmmwmmmmnmmmmm_wwmm mutdbr i

with the same degree of caution appropriate to the use of ather narcotic drugs (sée DALG ABUISE AND DEPE . Tuss™ 1 .
mmmm_mmlmummhm;udWﬂMWWWWH and Increased Intracranial Pressare: The respiratory depressant properties of narcotics and thei cagacky to elevate flid pressure may be

cﬁmmwmm.mmwwmmmmmmmwwmnmﬁmmumm.mmmmwmmummmﬁnmmm
unstable patients and for those with a histary of drug misuse. Such patients should be closely sed when long-term 5 contemplated. VICODIN L f u ]
narcotics; therefoce, VICODIN TUSS™ Expectorant should always be prescribed and admil will caution. Physical is the condtion in which ‘administration of the dreg is required o prevent the of 2 withdrawal syndrome. Patients physically dependent on opiaids wil
develop an abstinence syndrome upon abrup discontinsation of the coiod of following the adrinstrabon of  narcotc antagonst. Th characerand sevety ofte wilhdrawa symgloms ar eated to e degree of physica , Manitstations of opioid withdrawal are simiar 1o bt milder than that
‘of morphine and include tacrimation, Minarrhea, yawning, swealing, restiessness, dilated pupds, anorexa, goase-flesh, irritabilty, and tre : 4, yomiting.

and extremities may occur. Peak effects will usualy be apparent at 48 fo 72 hours. Treatment of wilhdrawal is usually by providing sufficient of an opioid 1o seppress severe withdrawal and then

miamn.mmmmeammmmmmMmmmummmmmw QUALITY TOWARD EXCELLENCE

hydrocodone. Therefore, an appropriate dose of | rydrochioride should be aministered, F2VEN0LS MOUTE, SIMLA ; i Knoll Pharmaceutical Company
mmmmm.mmmmmhmwmmmamwﬁmmmn:m. us fluids, vasopressors and other supportve 10 Rortt dutieton Aaaa

et shouk b emplopedasindiated,Gasric emptiog may be useflnreio voabsorbed drug. At At charealay be of Whippany .N-_'--A.-.Ia:sﬂ\.- 07981 mi

BASF Group
& 1007 Knnll Dharmarat itieal Camnany V3110793 Printed In U.S.A.
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de al W1th your growing COncerns.
Pediatricians like you are dealing with a broader range  the latest peer-reviewed, primary source information
of patients than ever before. So we've completely more quickly and efficiently than ever before.
redone AJDC. Its new name is Archives of Pediatrics & Check out the new Archives of Pediatrics &
Adolescent Medicine and it covers the entire range of  Adolescent Medicine. It’s the perfect way to keep up
pediatrics today — from the cradle all the way to college.  with your growing concerns.

It has a highly respected new editor, Catherine

DeAngelis, MD of Johns Hopkins University,anda  American Medical Association 4 Ry
new, reader-friendly format. Which means you'll get

Physicians dedicated to the health of America gj
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Gain maximum exposure for your work!
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Keep on top of today’s
toughest legal and
ethical issues.

Current Opinions with Annotations is an essential compo-
nent of the American Medical Association’s (AMA) Ethics
Code. Published by the AMA’s Council on Ethical and
Judicial Affairs in May 1994, Current Opinions contains over
125 opinions, including more than 20 new opinions and 30
revised opinions. It’s an invaluable tool to help you stay abreast
of today’s ever-changing medical/legal scene.

You'll find opinions covering the toughest legal and ethical
issues facing medicine today. Rationing of health care, with-
drawal of life-sustaining medical treatment, reproductive
issues, managed care, and economic conflicts of interest are
just a few examples.

In addition, the 1994 edition is annotated with the most
recent reported court decisions and legal, medical, and health
policy articles which cite the Opinions or the Principles of
Medical Ethics. So you can be assured of complete coverage.

Current Opinions with Annotations is an essential reference
for both academic and legal researchers, now more than ever.

Call toll free 800 621-8335 and order yours today.

Code of Medical Ethics,

Current Opinions
with Annotations

1994 Edition

Order #: NC632394LS
One copy free to AMA
members with any purchase.
Order #: OP632394LS

AMA Member price: $15
Nonmember price: $35

American Medical Association

Physicians dedicated to the health of America

(NAPROXEN) 500 mg tablets
Brief Summary:
Coniraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
pu Because anaphylactic reactions usua!ly occur in patients

a history uf such reactions, question patients for asthma,
nasal putrps. urticaria, Wm associated with NSAIDs
before starting therapy. If occur, discontinue the
drug. Warnings: Serious Gl tmclc:lr such as bleeding, ulceration,
and pmmallnn can occur at any time, with or without warning
sc'nptom patients treated mnmlry with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous Gl tract SWWT'& In clinical trials, symp
tomatic upper Gl ulcers, gross bleedi m‘,)uﬂ’cwalmn apga!
OCCUr in mmﬂ%ofpammslm for 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or of serious Gl toxicity and what
steps to take if they occur ies have not identified any subset
of patients not at nslt of developing peptic ulceration and bleedini
Except for a prior history of serious Gl events and other ri
factors known to be associated with I:c mwam sucnas
a!cohollsm smnlu etc, no risk &b

been associated with increased risk Iﬁeﬂy or llnalud panunis
seem to tolerate ulwalm or blgeding less well than others and
most spontaneous reports of fatal GI evlnu are in this population
In considering the use of ralatrve!ybmd ithin the recom-
memlnd fa ), suffic I‘I should be anh:lmtod 10

offset the potential increased H(l? : D0
NOT GW‘E NAPROSYN® M I:O OMITANTLY WITH
ANAPROX* NAPRDIE SIJOI u OR AMAPROX*® DS
LSNAPROKEN DIUM SINCE THEY BOTH CIRCULATE IN PLASMA

ION. Mute |mamma| neﬁhlrlls with hema
turia, proteinuria, and has been repo

Patients with runi! Iuncllon hsart fallu:u liver Munc
tlon patients taking diuretics, and the ﬂlrlymﬂ reater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caulion and monitor serum creatinine and/or creatinine
clearance in r:hents with wmﬂcmny n'npairad renal function.
n patients with baseline creatinine clearance Iass
than 20 mL/minute. Use the lowest effective dose in the eld
in patients with chronic alcoholic liver disease or cirrhosis.
:d?;lnis b?rdegln%h:lymllons of liver tests may onwr‘; npg:
of patien progress, remain or
with matyh of SG or SGOT
occurred in controlled clinical trials in less than 1%
Severe hepatic reactions, includi J-au ndice and I'a!al henatius
have been reported rarely. If liver develops or if systemic
mlestamns occur fe.g., r rash), ther-
apy. If steroid dosage is reduced or almlnated MHMM do
50 slowly and observe patients closely for adverse ts, includ-
ing adranal Insuﬂlciency and oxmrhatm of arthritis symptoms
hemoglobin values periodically for pamms with initial
valuesnﬂﬂ rams or less who receive long-term therapy. Periph-
eral edema has been pomwl Therefore, use with caution in
patients with fluld retention, hypertension or heart fallum The
drugs antipyretic and anti-infia activities
fever and intlammation, diminishing their diagnostic value, Cnn—
duct nphﬂlzh'rﬂr. studies if any change or dls‘!urhan:s in vision
patients with restricted sodium i note that the
SUus| lon cunlalns B mg/mL of sodium. ‘mation for
ﬁm Ds can cause dlscmnfnrt and, rml
there are more serlous effects, such as Gl bleeding, whi
may result in hospitalization and even fatal outcomes. Physicia
may wish to discuss with patients tha potential risks and III|1:I1|I
benefits of NSAID treatment, particularly when th N?»Aa.lm used for
less serious conditions where treatment without Ds may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
rti durini Tests: Because
serious Gl tract ulceration and hlaudlnq can occur without wam
ing symptoms, follow chromcall{ treamd for signs an
symptoms of these and inform importance of Ihls
iallow-up Drug Interactions: Use caullon when giving concomi-
tantly with coumarin-type anticoagulants; a antoin, sulfon-
amide or sult lurea; furosemide; lithium; bela blockers;
R e el Jo &
rease n an
time nr nmase urinary valuosm sw'o:?s
rirlhr stnu therapy for 72 hours bm doing adrenal funchon
ux may interfere with urinary as&s of SHIAA. Car-
:hqnld: 2-year rat study showed no evidence of carcino-
genicity. mpmcamany B. Do mt use during nw
unless l:laarly n Avoid use during late m
Mothers: Avoid in nursing mothers. Pedial
doses of 25-5 m with total d.al! dose not uceedmn 15
, are safe in children over 2 years of age. Adverse
lnas1udy Gl reactions were more frequent and severe
nrmlmtmda ritis patients on 1,500 mg/day than in those on
:\1 studnies in children Mthmlr aé}h;ll'idlscrnagh and
ing |rnes wm more " reac-
||ons gﬁl the same, tions less t than in
adults. Incidence Gmw Than 1%; Pruballla Causal ulatmnshln
GI: The most frequent complaints reia‘lw 1o the GI tract: constipa-
tion” heartburn; ibdnmmli‘rj nausea’ pa diarrhea,
mmw&u?sm tologi ﬂmss:[‘ itus)” ski m:':
rmatologic: itching prurl m ery
moses; sweating, purpura. Special Senses: tinnitus; hear-
ing nslurbanl:as\. visual disturbances. Cardiovascular: edema’
% coaalpnlam General: thirst. Incidence Less Than 1%;
al Hd.ltlonshln Gi: abnormal liver function 1le!.
colitis, GI bleeding an Sis, |
melena, pantic ummm umﬁ bleeding and/or perforation, vomit-
s? I¥|I|:m'nen.nil«r nephritis, hematuria, hyperkalemia, inter-
tial nephritis, rotic syndrome, renal disease, renal failure,
renal papillary nsms. Hematologic: agranulocytosis, auszlg

philia, g
ression, abnormalities, inability to concentrate, insom-
nia, malaise, mya uh and muyscle weakness. Dermal - alope-
cia, phnluslns:tm dermatitis, skin rashes. Special Senses:
|iilmnlnnt eosinophilic itis. General aﬂ'ryrlgé?fl:
espirator neumon neral: an ol
reactions, ’mmst!uul di 3 wml&?ls and fever). Causal

Relationshi Unknown: Hematologic: aplastic anemia, hemolytic
anemia. ic meningitis, cognitive d Dermato-
I ic eplduﬂnil necrolysis, erythema multiforme, photosen-
tivity reactions resembling porphyria cutanea tarda and
bullosa, Stevens-Johnson syndmme urticaria. G!

ic GI Moeratlo« ulcerative mn

M&M hr:l: minm
ja. Ma:

aon, nausea, vomiting. A wﬂ::hnts had seizures. Empty
stomach and use usual sup mnsures In animais 0.5

of activated charcoal reduced of naproxen.

Federal law bits ion, See
Rt e sy

*Incidence of reported reaction 3%-9%.
Where unmarkgz incidence less than 3%.

US. patent nos. 3,904,682, 3,998,966 and others.
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Contraindicated in patients hypersensitive to ol
naproxen, aspirin, or other NSAIDs. As with {9
other NSAIDs, the most frequent adverse )
- _events are gastrointestinal. With chronic
~ NSAID therapy, serious Gl toxicity such as
- ding, ulceration, and perforation can
re hepatic and renal reactic
eported.



