INTRODUCING DIFLUCAN® (FLucoNAzOLE) ISOMG:

“] like that
“Just one pill, you can take

: ) i Ky ¥ “I felt better
it was so easy. it anytime.

the first day,
and great 3

“I didn't have to deal

with any of the mess.” the second.”

I Two open-label, multicenter, randomized trials comparing a single oral Diflucan tablet (150 mg) with either 2% miconazole cream (100 mg) once nightly for
7 days'or clotrimazole vaginal tablets (100 mg) once nightly for 7 days in 870 women with vaginal yeast infection due to Candida. Clinical cure: complete reso-
lution of signs and symptoms present at the initial assesssment; mycologic cure: negative results from both vaginal fungal culture and KOH preparation.

 Results of two open, multicenter studies of single-dose Diflucan (150 mg) in 188 and 180 women, respectively, with vaginal yeast infections. Patients respond-
Ing to treatment were asked to estimate times from start of therapy to onset of relief and to complete relief

§ Wholesale acquisition cost (WAC) provided by Medi-Span™, July 1994. WAC may not necessarily reflect actual pharmacy or out-of-pocket costs. In studies of
Diflucan, the clinical and mycologic cure rates in the fluconazole group were comparable with those of the vaginal product group (clotrimazole and miconazole)
WAC includes Gyne-Lotrimin®™ (a registered trademark of Schering-Plough Corp); and Terazol® and Monistat™ 7 (both registered trademarks of Ortho
Pharmaceutical Corp)

Please see brief summary of prescribing information on last page of this advertisement




The ony ORAL ONE-DOSE CURE
FOR MOST VAGINAL YEAST INFECTIONS

(GGREAT NEWS FOR WOMEN IS HERE

Clinical and mycologic cure comparable with 7-day topicals in two separate trials—
One oral Diflucan 150-mg tablet has been shown to be as effective as
7 nights of 2% miconazole cream (100 mg) or 7 nights of clotrimazole
vaginal tablets (100 mg)."

Early symptom relief—In two additional studies of 368 women taking Diflucan,
median time to start of symptom relief was | day (range: 0.04 to 10 days)
and 2 days (range: 0.5 to 20 days) to complete relief."**

Patients may require reevaluation should symptoms not improve within
3 to 5 days.

Established safety experience—More than 9 million patient days of therapy at the
150-mg dose worldwide. In US clinical trials with 870 women, the most
common side effects with Diflucan were headache (13%), nausea (7%), and
abdominal pain (6%)."

Patients respond to one-dose oral convenience
Easy to take—Diflucan can be taken anytime, anywhere, day or night, with
or without food.'

Less expensive—Diflucan provides full-course therapy that costs less than
leading prescription and most OTC products. 'S
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DOSING:
A single 150-mg
Oral tablet for most
vaginal yeast* infections

ANBICATION

(fluconazole 150-mg tablet)

#*Due to Candida Please se brief summary. of prescribing infarmation on this page.

References: 1. Data on flle. Pfizer Inc. 2. A comparison of single-dose oral fluconazole with
3-day intravaginal clotrimazole in the treatment of vaginal candidiasis: report of an international
multicentre trial. Br | Obstet Gynecol. 1989.96:226-232. 3, Treatment of vaginal candidiasis
with a single oral dose of fluconazole. Eur J Clin Microbiol Infect Dis. 1988;7:364-367.

DIFLUCAN BRIEF SUMMARY FOR VAGINAL CANDIDIASIS

INDICATION
DIFLUCAN® (luconazole 150-mg oral tablet) is Indicated for the treatment of vaginal
candidiasis (vaginal yeast infections due to Candida)

CONTRAINDICATIONS

DIFLUCAN (fluconazole) is contraindicated in patients who have shown hypersensitivity to
fluconazole or to any of its excipients. There is no information regarding cross hypersensitivity
between fluconazole and other azole antifungal agents. Caution should be used in prescribing
DIFLUCAN to patients with hypersensitivily to other azoles.

WARNINGS

(1) Hepatic injury: DIFLUCAN has been associated with rare cases of serious hepatic
toxicity, including fatalities primarily in pati with serious underlying medical
conditions. In cases of DIFLUCAN associated hepatotoxicity, no obvious relationship to
total daily dose, duration of therapy, sex or age of the patient has been observed.
Patients who develop abnormal liver function tests during DIFLUCAN therapy should be
monitored for the development of more severe hepatic injury.

(2) Anaphylaxis: In rare cases, anaphylaxis has been reported.

(3) Dermatologic: Patients have rarely developed exfoliative skin disorders during treatment with
DIFLUCAN. Patients who develop rashes during treatment with DIFLUICAN should be
monitored closely.

PRECAUTIONS

The convenience and efficacy of the single-dose oral tablet of fluconazole regimen for the
treatment of vaginal yeast Infections should be weighed against the acceptability of a higher
Incidence of drug related adverse events with DIFLUCAN (26%) versus topical agents (16%) in
LLS. comparative clinical studies (See Adverse Reactlons.)

Drug Interactions

Clinically significant hypoglycemia may be precipitated by the use of DIFLUCAN with oral
hypoglycemic agents; one fatality has been reported from hypoglycemia in association with
combined DIFLUCAN and glyburide use, DIFLUCAN reduces the metabolism of tolt Ide.

Prothrombin time may be Increased in patients recelving concomitant DIFLLICAN and coumarin-
type anticoagulants. Careful monitoring of prothrombin time In patients recelving DIFLLICAN
and coumarin-type anticoagulants is recommended.

DIFLUCAN Increases the plasma concentrations of phenytoin. Careful monitoring of phenytoin
concentrations in patients receiving DIFLUICAN and phenytoin is recommended.

DIFLUCAN may significantly increase cyclosporine levels in renal transplant patients with or
without renal impairment. Careful monitoring of cyclosporine concentrations and serum
creatinine is recommended In patients receiving DIFLLICAN and cyclosporine.

Rifampin enhances the metabolism of concurrently administered DIFLUCAN. Depending on
dlinical circumstances, consideration should be given to Increasing the dose of DIFLUCAN
when It s administered with rifampin.

DIFLUCAN increased the serum concentrations of theophylline. Careful monitoring of serum
theophylline concentrations in patients receiving DIFLUCAN and theophylline is recommended.

Because of the occurrence of serious cardiac dysrhythmias in patients receiving other azole
antifungals in conjunction with terfenadine, an interaction study has been performed, and failed
to demonstrate a clinically significant drug interaction. Although these events have not been
observed in patients receiving DIFLUCAN, the co-administration of DIFLUCAN and terfenadine
should be carefully monitored.

Fluconazole tablets coadministered with ethinyl estradiol- and levonorgestrel-containing oral
contraceptives produced an overall mean Increase in ethinyl estradiol and levonorgestrel levels:
however, in some patients there were decreases up to 47% and 33% of ethinyl estradiol and
levonorgestrel levels. The data presently available indicate that the decreases In some individual
ethinyl estradiol and levonorgestrel AUC values with fluconazole treatment are likely the result
of random varlation. While there Is evidence that fluconazole can inhibit the metabolism of
ethinyl estradiol and levonorgestrel, there is no evidence that Nuconazole is a net inducer of
ethinyl estradiol or levonorgestrel metabolism. The clinical significance of these effects is
presently unknown.

Physicians should be aware that interaction studies with medications other than those listed in
the Clinical Pharmacology section have not been conducted, but such interactions may occur.

Carcinog is, Mutag Is and Impairment of Fertility

Fluconazole showed no evidence of carcinogenic potential in mice and rats treated orally for
24 months at doses of 2.5, 5 or 10 mg/kg/day (approximately 2-7x the recommended human
dose). Male rats treated with 5 and 10 mg/kg/day had an Increased Incidence of hepatocellular
adenomas.

Fluconazole, with or without metabolic activation, was negative in tests for mutagenicity in 4
strains of 5. typhimurium, and in the mouse lymphoma LSI78Y system. Cytogenetic studies
in vivo (murine bone marrow cells, following oral administration of fluconazole) and in vitro
(human lymphocytes exposed to fluconazole at 1000 pg/mL) showed no evidence of
chromosomal mutations.

Fluconazole did not affect the fertility of male or female rats treated orally with daily doses of 5,
10 or 20 mg/kg or with parenteral doses of 5. 25 or 75 mg/kg, although the onset of parturition
was slightly delayed at 20 mg/kg p.o. In an intravenous perinatal study in rats at 5, 20 and
40 mg/kg, dystocia and prolongation of parturition were observed in a few dams at 20 mg/kg
(approximately 5-15x the recommended human dose) and 40 mg/kg, but not at 5 mg/kg. The
disturbances In parturition were reflected by a slight increase in the number of still-born pups
and decrease of neonatal survival at these dose levels. The effects on parturition in rats are
consistent with the species specific estrogen-lowering property produced by high doses of
fuconazole. Such a hormone change has nol been observed in women treated with fluconazole.
ngnancy

Effects. Preg y Category C: Fluconazole was administered orally to pregnant
rahhils dur!nb organogenesis in two studies, at 5, 10 and 20 mg/kg, and at 5, 25, and 75 mg/kg
respectively. Maternal weight gain was impaired at all dose levels, and abortions occurred at
75 mg/kg (approximately 20-60x the recommended human dose): no adverse fetal effects were
detected. In several studies in which pregnant rats were treated orally with fluconazole during
organogenesis, maternal weight gain was impaired and placental welghts were increased at
25 mg/kg. There were no fetal effects at 5 or 10 mg/kg: Increases in fetal anatomical variants
(supernumerary ribs, renal pelvis dilation) and delays in ossification were observed at 25 and
50 mg/kg and higher doses. At doses ranging from 80 mg/kg (approximately 20-60x the
recommended human dose) to 320 mg/kg embryalethality in rats was increased and fetal
abnormalities included wavy ribs, cleft palate and abnormal cranio-facial ossification. These
effects are consistent with the inhibition of estrogen synthesis in rats and may be a result of
known effects of lowered estrogen on pregnancy, organogenesis and parturition,

There are no adequate and well controlled studies in pregnant women. DIFLUCAN should be
used in pregnancy only Il the potential benefit justifies the possible risk to the fetus.

Nursing Mothers
Fluconazole is secreted In human milk al concentrations similar lo plasma. Therefore, the use of
DIFLUCAN In nursing mothers Is not recommended.

Pediatric Use
Efficacy of DIFLUCAN has not been established in children. A small number of patients frum
age 3 to 13 years have been treated safely with DIFLUCAN using doses of 3-6 mg/kg daily.

The safety and effectiveness of DIFLLICAN 150 mg tablets in the treatment of vaginal candidiasls
in patients under |8 years of age have not been established.

ADVERSE REACTIONS
In patients receiving a single dose for vaginal candidiasis.

During comparative clinical studies conducted in the United States, 448 patients with vaginal
candidiasis were treated with DIFLUCAN, 150 mg single dose. The overall incidence of side
effects possibly related to DIFLUCAN was 26%. In 422 patlents recelving active comparative
agents, the incidence was 16%. The most commeon treatment-related adverse events reported in
the p who received 150 mg single dose fluconazole for vaginitis were headache (13%),

glyburide, and glipizide and Increases the plasma concentration of these agents. When
DIFLUCAN is used concomitantly with these or other sulfonylurea oral hypoglycemic agents,
blood glucose concentrations should be carefully monitored and the dose of the sulfonylurea
should be adjusted as necessary.

@ .S Pharmaceuticals Group © 1994, Plizer Inc

nausea (7%) and abdominal pain (6%). Other side effects reported with an incidence equal o or
greater than 1% included diarrhea (3%), dyspepsia (1%), dizziness (1%), and taste perversion
(1%). Most of the reported side effects were mild to moderate in severity. Rarely, angioedema
and anaphylactic reaction have been reported in marketing experience.
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DDAVP° Nasal Spray

(desmopressin acetate) SmL

BRIEF SUMMARY

CONTRAINDICATION: Known hypersenstity to DDAVP Nasal Spray.

WARNINGS: e

1, For intranasal use only.

2. In very young and elderly patients in particular, fiuid intake should be adjusted downward in order to decrease the

potential occurrence of water intoxication and hyponatremia. Particular attention should be paid to the possibility of the
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General: DDAVP Nasal Spray at high dosage has inf a slight of biood p which

ansa redwﬂhaledu:llun in dosage. The drug should be used with caution n patients with (:rlr!artaﬂ_lI artery
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Mhamrmm infravenous

in the nasal mucosa
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in the nasal mucosa have occurred, unrefiable absorption may result
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Information for Patients: Pmmmmmmmmmsommmmw
Any solution remaining after 50 doses should be discarded since the amount may be Y

remaining
read ing directions on use of the spray pump carefully before use
: ermmme Mtzmmmummam-suwm

wmwmmm&wmmmmmwmlnmmm osmolality
may be required. For the healthy patient with primary noctumal enuresis, serum electrolytes should be checked at leas!
once if therapy is continued beyond 7 days
mmmmwmdmwumms low compared to the antidiuretic
actvity, use of large doses of DDAVP Nasal Spray with other pressor agents only be done with careful patient
Carc| Mutagenesis, Impairment of Fertility: Teratology studies in rats have shown no abnormaiies. No
lurther i is available.

B: Reprod studies performed in rats and rabbits with doses up to 12,5 tmes the human

ham 1o the fetus due to acetate. There are several p of insipidus in
pregnant women with no hamm 1o the letus reported. however, no controlled studies women have been
caned out. strass thal. as opposed 1o the natural harmones, DDAVP Nasal
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possible therapeutic advantages agains! possible dangers in each indhvidual
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mmmmmam
Nmﬂgnm.WAVPNmmayhasWmemmme!mm-
Short-term (4-8 weeks) DDAVP Nasal Spray administration has been shown 1o be sale and modestly effective in
children aged 6 years or older with severe childhood noctumal enuresis. Adequately controlied studies with DDAVP
Nasal ggra\r in primary nocturnal enuresis have nol been conducted beyond 4-8 weeks. The dose should be

w the best results.
Ceniral tupu.um&vpuaaalmhasbemmednmwmmmnw Use in
wxgﬂmmmmwmmnh uamoaandwm;rimmlm
indrvidually ai 1o the patient memnmm young to fhe danger of an extreme
decrease in plasma osmolality with result mmmmammmm
Since the spray cannot deliver less than 0.1 mL (10 meg), smaller doses should be administered using the hinal tube
mmemmmmmmmmm less than 0.1 mL (10 meg) per dose.
There are reports of an occasional change in response rmmsmmmmhenﬁmy
ﬂ‘madwﬁsedmmm:sammed&m u!aﬂed 15 no evidence this effect 1s due 1o the
mummmmmmawnolmmme

-partum woman
y in breast milk
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ADVERSE REAC S; Inf and nausea. Nasal
congestion, hinitis and flushing have a!so reporlw oc:as-onalry along with mild abdominal cramps. These
with reduction in dosage. Nosebleed, and upper respiratory infections have

table fists ihe percent of patients having advers experiences without regard 1o relationship 1o study drug
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ADVERSE REACTION.
BODY AS A WHOLE
Abdominal Pain
Asthenia
Chilis
Throat Pain
NERVOUS SYSTEM
Depression
Dizziness
RESPIRATORY SYSTEM
Epistaxis
Nastril Pain
Respiratory Infection
Rhinitis
CARDIOVASCULAR SYSTEM
Vasodilation

DIGESTIVE SYSTEM
Gastrointestinal Dhsorder

Nausea
SKIN & APPENDAGES
Leg Rash

wooo woe oo B

Rash
SPECIAL SENSES
Conjunctivitis

Edema Eyes

Lachrymation Disorder
OVERDOSAGE: See adverse reactions above. In case of overdosage, the dose should be reduced. frequency of
aﬂﬁmﬂlahuanmeesed or the drug withdrawn according to the severity of the condition, There is no known specific
antidote for Nasal

An oral mmwmmummmmmmzmmmmmmmm
CAUTION: Federal (.S A.} law prohibits dispensing without prescription
PMWW?}WUWE Sol S dm-bimd of desmop
n rensen Cross-over BN

1t il spray in the 0 of enuresis. In SR, ed. Dy %ﬂmﬂf
P an England: Horus Medical Publications; 1988:43-54. 2. Miller K, Kiauber
T' Desmopressin acelate in cfllidmn with severe pnmary noctumal enmesls Cl'rn Ther 1990;12(4) 357-366.
3. Aladjem M, Wohi R, Boichis H, et al Dis Child 1982,57:137-140.
4. Bloom DA: The Nnenmmpmmm&sﬂm'esm mwuﬂm SpecsalE:won <il
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TAKE EFFECTIVE CONTROL
OF BED-WETTING

* Significant 1mpr0vement in number of dry nights shown
in controlled studies'”

* Rapid response-substantial effect seen in as few as
1 to 3 nights of treatment’

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

Nighttime fluid intake should be restricted to decrease the

otential occurrence of fluid overload; serum electrolytes
should be checked at least once when therapy is
continued beyond 7 days.

DDAVP Nasal Spray

(desmopressin acetate) dSmL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing information on adjacent page.
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For some of
your patients
this list could be
a life saver.

This list of symptoms is being featured in a print
ad as part of the National Mental Health
Association’'s (NMHA) National Public
Education Campaign on Clinical Depression.
The campaign communicates these basic
messages: Clinical depression isamedical illness.
Effective treatments are available. See a doctor.
A free booklet on clinical depression is available
by calling NMHA at 1-800-228-1114.

The National Public Education Campaign on
Clinical Depression is being co-sponsored by the
American Medical Association along with nine
other national professional health and mental
health associations.

National
Mental Health
w Association..
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THE COUGH LIQUIDATOR

Cough relief designed to make remaining

coughs more productive.

Now, help relieve dry, hacking coughs and make the most of

remaining coughs with new Brontex—the codeine formula

with the most guaifenesin.

3 times more guaifenesin per tablet than a

teaspoon of other codeine brands.”
Only new Brontex combines 10 mg codeine—the most com- 5

monly prescribed level of the antitussive many doctors
prefer—with 300 mg guaifenesin—the expectorant with the
time-proven safety profile—in a convement, smgle—tablel dose. 12 Nedomoutnt (Sl most guaifenesin,

Only Brontex exceeds the minimum
therapeutic requirements for guaifenesin.
Unlike other codeine brands, new Brontex, with its convenient
dosing regimen, reaches well into the daily therapeutic range for
zaoomg  2uaifenesin (1,200 mg
to 2,400 mg) set by
federal guidelines.

LA mg

Woms - Now for dry, unproduc-
tive coughs, there’s new

! Brontex—the codeine

OTHER CODEINE PRODUCTS  BRONTEX cough formula with the

I‘-{..\!F 10mg

FEWER COUGHS IWETTER COUGHS

¢ briefl summary

ribing information on next page



FROM THE MAKERS OF ENTEX® PRODUCTS

vew Brontexo

CODEINE PHOSPHATE...10mg

(Wamning: May be habit forming]

GUAIFENESIN.......... 300mg

Cough relief designed to make remaining coughs

more productive

Up to 3 times more guaifenesin than
other codeine brands

Exceeds the minimum therapeutic requirements
for guaifenesin set by federal guidelines

FEWER COUGHS, WETTER COUGHS

Codeine may cause sedation and have additive sedative effects with other CNS depressants.

* Recommended dosing for most codeine/guaifenesin products is two teaspoons every four hours,

Brontex®
(codeine phosphate/guaifenesin) tablets
IlEsl:RIFntIN Each Brontex® tablet 1nd 4 teaspoonfuls (20 mL) of Brontex liquid contains

omg

Wamm - NE?M habit forming
guaifenesin...... 2300
INDICATIONS m U&IBE Temporarily relieves cough due to minor throat and bronchial irritation as may occur with a
cold, or inhaled irritants. Helps loosen phlegm (mucus) and thin bronchial secretions to rid the bronchial passageways
%mn%%%ﬁmwm traindicated in patients with known hy itivity to any of its ingred

are conl n persens any of its ingredi-

nts. Brontex tablets are contraindicated for use In patients with asthma.

Wlﬂlllllﬁ& Codgine is not recommended for use in children under 2 years of age. Children under 2 m may be more
susceptible to the respiratory depressant etfects of codeine, including respiratory arrest, coma, an
PRECAUTIONS: General; Codeine should be used with extreme caution in patients with severe GNS depression, resph-
ratory depression, or thosa prone 1o respiratory depression, acute alcoholism, chronic pulmonary disease and those with
substantially decreased respiratory reserve. Codeine should be administered with caution in patients with acute abdom-
inal mmmum :mwulsm disorders, significant hepatic or renal impairment, fever, oidism, Addison’s disease,
ulcerative col , in patients with recent gastrointestinal or urinary tract surgery, and in the very
young or eldaﬁv ur debcll‘lm
Mm:mstranon of codeine may he accompanied by histamine release and should be used with caution in
children with atopy.
Dosage of codeine should not be increased if cough fails to respond; an unresponsive cough should be reevaluated in 5
days or sooner for possible underlying paﬂiuluqy such as foreign body or lower respiratory tract disease.
Codeine may cause or aggravate consti
Hypotensive Ettects: Codeine may pr hypolermnn in ambulatory patients.
Head Injury and Increased Intracranial Pressure: The risk of respiratory depression and elevation of cerebrospinal fluid
pressure is increased by opiate agonists, including codeine, in the presence of head injury, intracranial lesions, or a pre-
existing increase in iniracranial pressure. They also may produce adverse reactions such as sedation and pupillary
nanle'sm bscure 1ﬂe cllnlcal course of with head in &u
R uctive Cough or Chronic Respiralory isease: The risks and benefits of opiate agonists
nrcouoh sunpressarm mdudlnu codeine, should be carefully consldmd inillness associated with productive cough or in

chronic respiratory disease where interterence with ability to clear the tracheobronchial iree of secretions would have a dele-
terious effect on the patient's respiratory function.
Infarmation for Patients: Brontex tablets may cause marked drowsiness or may impair the mental and/or p abilities

hysical
required for nwg:normama of potentially hazardous tasks, such as driving a vehicle or operating machinery. Ambulatory
m should be told to avoid engaging in such activities until it is known that they do not become dwwsyurdlzz\rffom
x tablets. Children should be supervised to avoid potential harmin bike riding or in other hazardous activities
The concomitant use of alcohol or other central nervous sysiem depressants, including oplata anomsts sedatives, hyp-
natics, and tranguilizers, may have an additive effect and shnull:f be avoided or their
Codeine, like other opiate agonists, may produce orthostatic hypotension in some smtmialnry pmms Patients should be
cautioned m:c:c:wdm%=
Drug Interactions: Caution should be used when taking this product with CNS depressants including alcohol, sedatives,
tranquilizers and drugs used for depression, especially monoamine oxidase inhibitors (MAQIs). These combinations may
cause nrsalersedaum than uscaused by the products used alone.
Drug/Laboratory Test Interactions: Guaifenesin has been ra'rurtw to lmerfem wﬁh clinical laboratory determinations of
I L
use opiate may Increase ure, with resu lncreases or lipase
determination of these enzyme levels may be unreliable for 24 hours after an opiate agonist has been given.
Camlnmnuis ﬂtnumh Impalrmuﬂ ol Fertility: Studies with Brontex tablets in animals to evaluate carcinogenic,
mutagenic, or impairment of fertility potential have not been conducted. Studies conducted by the National Toxicology
Program with codeing in ﬂlsanﬂmice 1o evaluate its carcinogenic polential are in progress.

Pragnancy:
Teratogenic Effects: Pregnancy Category C. Animal reproduction studies have not been conducted with Brontex tablets. It
isa!sclnmkmwnwham:&mmnhlasmwuselula]ha:mvnmadmms{emdtnapmgmmmmnmcmaﬁmmm-
duction capacity. Brontex tablets should be given to a pregnant woman only if clearly needed.
Studies with codeing in hamsters and mice to evaluate its developmental toxicity potential have been reported by the
Na!-nrlal Taxicology Program, Codeine produced a decrease in mean Ista1 weight in both hamsters and mice, but did not
r‘n uce structural malformations.

nteratogenic Effects: Dependence has been reported in newboms whose mothers took oplates regularly during preg: ﬁ
nancy. Signs of withdrawal include imitability, excessive crying, tremors, hyperreflexia, fever, vomiting, and diarrhea.

Brontex® (codeine phosphate/guafenesin) tablets
snuns usually disappear ﬂumu the first few days of life.

gﬁn should be avoided during labor and delivery. Opiates cross the placental barrier. The closer to
tlalmr\ranu mehrgerlhedusem the uraarermepussmllnyulmgalury d;rresslon in the newbom. |f the mather
received opiates during labor, the newborn should be closay observed respiratory depression. Resuscitation,
anﬂinsevererzses naloxone may be required. Codei

ns Mathers: Codeine is excreted in Lreaﬂ milk inamounts Ihaiare pmmwimmmm on-renat usual thera-
peulic mnsnmmnmﬂnrqwﬂwwnmmrmdm milk. Caution should be exercised when Brontex
fablets are administered to a nursing mother. The possibility of clinically important imourlls of codeine being emied in
breast milk in individuals abusing codeine should be considered.
Pediatric Use: Brontex tablets are not raccmmended for use in children below the age of 12 years. Brontex liquid is not
recommended for usa in children below the age of 6 years.
ADVERSE REACTIONS:
Nervous : CNS depression, particularly respiratory depression, light-headedness, dizziness, sedation, euphoria,
dyspharia, headache, transient hallucination, disorientation, visual disturbances, and convulsions.
Cardiovascular: Tachycardia, bradycarcia, palpitation, faintness, syncope, orthostatic hypotension (common to opiate
agonists), and circulatory depression.
Gastrointestinal: Nausea, vomiting, stomach pain, constipation, and biliary tract spasm. Patients with chronic ulcerative
ﬁ'ﬂsu mwneme increased colonic motility, in patients with acute ulcerative colitis, toxic dilation
n

Genitourinary: Oliguria and urinary retention; antidiuretic effect has been mpor!ad {common to opiate agonists),
Allergic: Infrequent pruritus, urticania, angmmumhcwsm laryngeal edema, and rare anaphylactic reaction.
Other; Hmhmuml of the face, sweahng"‘|
Dﬂlﬁuﬁlﬁmﬂ DEPENDENCE: ammm are a Schedule |1l Controlled Substance. Bronlex liquid is a Schedule V
controlled substance.
Codeine is known to be subject 1o abuse; no»mmr the abuse potential of oral codeine is lower than that of most other opi-
ate agonists because of its lower puta therapeutic doses. However, codeine must be administered only under close
supemwmtammlsmmaiu ahusanrde
g Iﬂepen 8, nce, andtolaranoearelmownhuoccumﬂhwﬁeinu

&guammmm&mwﬁmwMMEcmmmwm zdenresam{admeasemwmm-
Ty rate and/or tidal volume, Cheyne-Stokes respiration, cyanosis), extréme o fo stupor or coma
mnoslsi dmsisan;ﬂoccumlammlmorwpw] muscle flaccidity, wldwmmsma:dscm-

In severe overd apnea, ci coltapse, cardiac arrest and death may ocour.
Trwm matrmn! of overdosage shauld pr syrnplomalnc rive care, Primary attention should be
qmnlﬂhmﬁmmﬂmmmmmlm h provision of a patent airway and the institution of
assisted or controlied ventilation as necessary, Tham:mlncanmun naloxone is a antidote against respirato-

ry dwrmmn resutting from ovel 1 or unusual sensitivity to opiate agonists, including codeine, Therefore, an appro-
priate dose of naloxone hydrochloride (see package insert) may be administered, pm[ambwwmmmennusmuu and
simultaneously with efforts at respiratory resuscitation. Since the duration of action of codeine may exceed that of the
antagonist, the patient should be kept under continued surveillance and repeated doses of the antagonist should be
administered as needed to mnmala respiration.
An antagonist should not be admi in the absance of clinically significant respiratory or cardiovascular depression.
)g‘nan mlravsnaus fluids, vasopressors and ather supportive measures should emplmu as indicated.
is considered dangerous or excessive, induce vomiting with ipecac syrup unless the patient is

nu mmmse mhaslosthewmﬁm:.mwmdmsemﬂmmmhvanewnnambmtube If indi-
cated, follow with activated charcoal and a saline cathartic.
DOSAGE AND ADMINISTRATION:

and older: one tablet mry-'. nours

Mﬂhuﬂdlll!ﬂnt!wmui
Brontex tablets are fforc.hidranundermyws
letlﬂdbuddnlldm!!mnnimnﬂolur teaspounfulsmrydlmrs Children 6 to under 12 years of

uﬁvz %ﬂhts every 4 hours.

Brontex tablets are available as a red, capsule-shaped tablet, embossed “BRONTEX™.
NDC 0148-0440-01 bottle of 100,

Brontex liguid is available as NDC 0149-0441-16 1 pint (473 mL) bottla.

Store at controlled room temperature (59°-86°F or 15°-30°C).

CAUTION: Federal law prohibits dispensing without prescription.

Procter & Gamble Pharmaceuticals

Cincinnati, Ohia 45202 PHARMACEUTICALS
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A'Little Means A
Lot To The Older
[lensive

Comparable antihypertensive
efficacy o 2.5 mg™ with

the salety profile of a lower
once-daily dose

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

Safe and effective for step-down therapy
Side-effect profile compatible with other
antihypertensive agents

LOZOL 1.25 mg once daily is now the recommended Serum ¢
starting dose lor indapamide in hypertension be moni

LOW-DOSE ONCE-DAILY

LOZOLIES..

INDARPAMIDE TABLETS

LcrzoL"hnUapamue] 1.25 mg and 2.5 mg tablets

IEF SUM
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American Medical Association

Physicians dedicated to the health of America

Affordable Patient Education
Introducing the AMA Healthy Heart Series

Today, physicians think twice about using high priced

educational materials. Yet informing ’a;;.‘m‘
g P

G@d@r@

Have a question...

patients about the risk factors of heart

disease is vital to their health.

The solution — the AMA's new =
Healthy Heart Series. Features
4 magazine style booklets and
4 attention getting videos, all
for a price that won't break your
budget. Use them alone or in
tandem. AMA member
discounts apply. 30 day

with your subscription to-an American Medical
: - : money back guarantee.

Association publibﬂﬂ_oft_i €all 1-800-AMA-2350.
FAX 312-464-5831. Our Subscriber Services * Guide To Stop Smoking

Center is ready torhelp you. Just call. Your * Guide To Your Healthy Heart
questions can be answered in minutes. ¢ Guide To High Blood Pressure Control
s ¢ Guide To Controlling Your Cholesterol
American Medical Association
Physicians dedicated to the health of America
Distributed by: Milner-Fenwick, Inc.
MAL5 2125 Greenspring Dr., Timonium, MD 21083

Now you can depend on Book Source, too.

It's another exclusive benefit of your AMA membership.

Thousa‘nds Of As a benefit of AMA membership Book Source offers
h o =9 thousands of titles to meet all your medical publications needs.
p YSlClanS Delivery for stock publications is prompt and reliable - getting
your books to you more quickly than ordering directly from many
depend 011 AMA publishers. Special orders are handled courteously and efficiently.
BOOk S()urce| Database searching can locate hard-to-find books.
]

You'll save the time and effort of calling individual publishers,
and you'll save money with only one low shipping and handling fee.

DO you ? Major charge cards are accepted.

Won't you join your colleagues who now make Book Source "their
source" for medical books? Available only to AMA members. Call

800 451-2262

American Medical Association

Physicians dedicated to the health of America




receiving methylphenidate and in four (11%) while receiving
placebo, a highly significant difference statistically and clini-
cally.” In contrast, Mattes et al'! concluded that:

No overall benefit from methylphenidate was evident, regardless
of childhood history of ADD-H [attention-deficit disorder with
hyperactivity]. Approximately 25% of the sample appeared clini-
* cally to benefit from methylphenidate. . . . Even among the re-
sponders, benefit was generally not as marked nor as clinically
valuable as in childhood ADD-H.

We need to define the prognosis of ADHD as seen in
primary care and the spectrum of adverse outcomes in a
way that is generalizable to primary care practice. Fur-
ther controlled clinical trials are needed to define the ap-
propriate pharmacological and psychological treatment of
ADHD in adults, as well as in children, and to identify
which treatments in children with ADHD lead to im-
proved outcomes in adulthood.

Daniel C. Vinson, MD, MSPH
University of Missouri
Columbia
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ONCE A—DAY

CARDIZEM €D

(d”tlazem HC”190 180-, 240-, 300-mg Capsules
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r;"IN HYPERTENSION OR ANGINA

. CARDIZEM €D

(diltiazem HC)
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HEMODYNAMIC EFFECTS

In hypertension’

* The magnitude of blood pressure reduction is related to
the degree of hypertension

» Low incidence of vasodilatory side effects

* No reflex tachycardia is associated with chronic
antihypertensive effects

In angina’
* Potent dilator of coronary arteries* and reduces vasospasm

» Appropriate decrease in heart rate with a low incidence (<1%)
of reflex tachycardia

« Little or no negative inotropic effect in patients with normal
ventricular function’

WELL-TOLERATED CONTROL REGARDLESS
OF AGE OR GENDER?

* A side-effect discontinuation rate comparable to placebo
in both hypertension and angina trials?

» Most commonly reported side effects are headache (5.4%),
bradycardia (3.3%), first-degree AV block (3.3%), dizziness (3.0%),
edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)’

* Demonstrated in patients with vasospastic angina.
T See Warnings and Clinical Pharmacology sections in prescribing information.
¥ In clinical trials with Cardizem CD.

Please see brief summary of prescribing information on next page.
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CARDIZEM cD

¢ (diltiazem HCI)190-,180-, 240-, 300-mg Capsules

FOR HYPERTENSION OR ANGINA
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ONCE=A==-DAY

CARDIZEM CD

(d”tiazem HCI ) 120-, 180-, 240-, 300-mg Capsules

Cardizem CO
Start with one
780-m¢

FOR HYPERTENSION OR ANGINA

Brief Summaa of
Prescribing Information as of April 1993

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS
CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the presence of a functioning
veniricular pacemaker, 2}] patients with second- or third-degree AV block except in the presence of a functioning
ventricular pacemaker, (3) patients with h{ nsion (less than 90 mm Hg systolic), (4) patients who have demon-
sirated hypersensitivity to the drug, and (5) patients with acute myocardial infarction and pulmonary congestion
docymented by x-ray on admission.
WARNINGS
1. Gardiac Conduction. CARDIZEM d:mlnngs AV node refractory periods without significantly pm|unqninq sinus
riode recovery time, except in patients with sick sinus syndrome. This effect may rarely result in abnormally
W heart rates {gam:Lﬂan in patients with sick sinus syndrome) or second- or third-degree AV block (13 of
90 patients or m ncomitant use of diltiazem with beta-blockers or digitalis rna? result in additive
effects on cardiac uction. A patient with Prinzmetal's angina developed periods of asystole (2 to 5
seconds) after a single dose of 60 mg of diltiazem. y _
f.nnnultln Heart Fallure. Although diltiazem has a negative inotropic effect in isolated animal lissue prepara-
tions, hemodynamic studies in humans with normal ventricular function have not shown a reduction in cardiac
index nor consistent negative effects on contractility (dp/dt). An acute study of oral diltiazem in patients with
impaired ventricular function (ejection fraction 24% =+ 6%) showed improvement in indices of ventricular
function without significant decrease in contractile function (dp/dt). Worsening of congestive heart failure has
been nEonad in patients with preexisting impairment of ventricular function. Experience with the use of
CARDIZEM (dittiazem hydrochloride) in combination with beta-blockers in patients with impaired ventricular
function is limited. Caution should be exercised when using this combination
Hypotension. Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in
syrlt:'glmaﬂc otension.
Acute Hepatic Lm? Mild elevations of Iransaminases with and without concomitant elevation in alkaling
Fhmaphalzsa and bilirubin have been observed in clinical studies. Such elevations were usually transient and
requently resolved even with continued diltiazem treatment. In rare instances, significant elevations in
enzymes such as alkaline phosphatase, LOH, SGOT, SGPT, and other mumm consistent with acute hepatic
injury have been noted. reactions tended to occur early after py initiation (1 to 8 weeks) and have
been reversibie upon discontinuation of dru%thurzw_ The relationship to CARDIZE
cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS
General

CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys and in
bile. As with any ﬁrugn n over prolonged periods, laboratory parameters of renal and hepatic function should
be monitored at regular intervals. The drug should be used with caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed to produce foxicity, hign doses of diltiazem were
associated with hepatic . In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats
were associated with histological changes in the liver which were reversible when the drug was discontinued. in
doﬂs' dnsesd ¢ of 20 mg/kg were also associated with hepatic changes; however, these changes were reversible with
continued dosing.

Dermaln!oqanﬂ' events (see ADVERSE REACTIONS section) may be transient and m?} di r despite continued
use of CARDIZEM. However, skin eruptions progressing to em{m multitorme and/or extoliative dermatitis have
also been infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued.

Lo

i

is uncertain in some

Drug Interactions

Due to the potential for additive effects, caution and caretul titration are warranted in patients receiving CARDIZEM
cancomitantly with other agents known to affect cardiac contractility and/or conduction. (See WARNINGS.)
Pharmacologic studies indicate that there may be additive effects in glmiurluing AV conduction when using beta-
blockers or digitalls concomitantly with CARDIZEM, (See WARNINGS.

As with all drugs, care should be exercised when treating patients with multiple medications, CARDIZEM under-
goes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration of CARDIZEM with other
agents which follow the same route of biotransformation may result in the competitive inhibition of metabolism
Especially in 'ﬂaﬁanls with renal and/or hepatic impairment, dosages of similarly metabolized drugs, particularly
those of erapeutic ratio, may require adjustment when starting or stopping concomitantly administered dilti-
azem to maintain optimum therapeutic blood levels.

Beta-blockers. Controlled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and
beta-blockers is usually well tolerated, but available data are not sufficient to predict the effects of concomitant
treatment in patients with left ventricular dysfunction or cardiac conduction abnormalities.

Administration of CARDIZEM (diltiazem hydrochioride) mnmlhn%wim ropranolol in five normal volunteers
resulted in increased propranolol levels in all subjects and bioavailability of propranclol was increased approxi-
mately 50%. In vitro, propranalol appears to be displaced from its binding sites by diltiazem. |f combination
therapy is initiated or withdrawn in conjunction with propranolol, an adjustment in the propranolol dose may be
warranted, (See WARNINGS.)

Cimetidine. A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma levels
(58%) and area-under-the-curve (53%) after a 1-week course of cimetidine at 1200 mg per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetidine's known inhibition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass
metabolism of diltiazem. Patients currently receiving diltiazem therapy should be cararm:jy monitored for a change
in pharmacological effect when initiating and discontinuing therapy with cimetidine. An adjustment in the diltiazem
dose may be warranted.

Digitatis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin levels in 12 patients with coronary
anur; disease, Since there have been conflicting resulls regarding the etfect of digoxin levels, it is recommended
that digoxin levels be monitored when Inilialing. adjusting, and discontinuing CARDIZEM therapy to avold possible
over- of under-digitalization. (See WARNINGS.)

Anesthetics. The depression of cardiac mmram‘ conductivity, and automaticity as well as the vascular dilation
associated with anesthetics may be ntiated by calcium channel blockers. When used concomitantly,
anesthetics and calcium blockers should be titrated carefully. . .
Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed during studies
involving renal and cardiac nt patients. In renal and cardiac transplant recipients, a reduction of
cyclosporing dose ranging from 15% to 48% was necessary to maintain cyclosporine frough concentrations similar
to those seen prior to the addition of diltiazem. If these agents are to be administered concurrently, cyclosporine
concentrations should be monitored. especially when diltiazem therapy is initiated, adjusted, or disconfinued.

The effect of cyclosporine on diltiazam plasma concentrations has not been evaluated.

Carbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported to result In
elevated serum levels of mrhama.t:mns (40% to 72% increase), resulting in toxicity in some cases. Patients
receiving these drugs concurrently should be monitored for a potential drug interaction.

CVM94021201
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A 24-month study in rats at oral dosage levels of up to 100 mg/kg/day and a 21-month study in mice at oral
dosage levels of up to 30 showed no evidence of carcinogenicity. There was also no mulagenic
response in vitro or in vivo in mammalian cell assays or in vitro in bacteria. No evidence of impaired ferfility was
observed in a study performed in male and female rats at oral dosages of up to 100 mg/ko/day.

tegory C. Reproduction studies have been conducted in mice, rats, and rabbits. Administration of doses ranging
from five lo ten times greater (on a mgikg basis) than the daily recommended therapeutic dose has resulted in
embryo and fetal |ethality. These doses, in some studies, have been reported to cause skeletal abnormalities, In
the peritr;alalf'posmatal studies. there was an increased incidence of stillbirths at doses of 20 times the human dose
or greater.
Thgra are no well studies in pregnant women;
potential benefit justifies the potential risk to the fetus.,

. use CARDIZEM in pregnant women anly if the

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

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

ADVERSE REACTIONS _ _ _ _

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

rom these studies.

The following table presents the most common adverse reactions reported in placebo-controlled angina and

hypertension trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for

COMpanson.

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hypertension Trials Combined

Cardizem CD Placebo
Adverse Reactions (n=607) (n=301)
Headache 5.4% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM lablels, and CARDIZEM SR capsules involving over
3200 patients, the most common events (ie, greater than 1%) were edema (4.6%), headache (4.6%), diziness
[S.E%),haﬂhze%ia (2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing (1.4%). nausea (1.4%)
and rash (1.2%).
In addition, the inllowinn events were reported infrequently (less than 1%) in angina or hypertension Irials:
Cardiovascular: Angina, arrhythmia, AV block (second- or third-degree), bundle branch block, congestive heart
failure, ECG abnormalities, hypotension, palpitations, syncope, tachycardia, veniricular extrasystoles
Nervous System: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, Insomnia, nervous-
ness, paresthesia, personality change, somnolence, tinnitus, tramor

Irointestinal: Anorexia, constipation, diarthea, dry mouth, dysgeusia, dyspepsia, mild elevations of SGOT,
SGPT, LDH, and alkaline phosphatase (see hepatic warnings), thirst, vomiting, weight increase
Dermalological: Petechiag, photosensitivity, pruritus, urticaria
Dther: Amblyopia, CPK dyspnea, epistaxis, eye irritation, hyperglycemia, hyper
muscle cramps, nasal congestion, nocturia, osteoarticular pain, polyuna, sexual difficulties
The following postmarksting events have been reported infrequently in patients receiving CARDIZEM. alopecia,
erythema multiforme, exfoliative dermatitis, extrapyramidal symptoms, gingival hyperplasia, hemolytic anemia,
increased bleeding time, leukopenia, purpura, retinopathy, and thrombotytopenia. In addition, events such as
myocardial infarction have been observed which are not readily distinguishable from the natural history of the
disease in these patients. A number of well-documented cases of genaralized rash, characterizad as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause and effect relationship between hese events and
CARDIZEM therapy s yet to be established.

Prescribing Information as of Apnil 1993

Marion Merrell Dow Inc.
Kansas City, MO 64114

ccdb0493a

References: 1. Cardizem CD prescribing information. 2. Data on file,
Marion Merrell Dow Inc.

MARION MERRELL DOW INC,
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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

(felodipine) Enesomg

. -
Because you consider the whole patient.
*1993 IMS NDTI Prescription Data
Peripheral edema, generally mild, was the most common aciverse event in
——— SRc e
A/M GROUP PLEMDIL is contraindicated in patients who are hypersensitive to this product
of MERCK & CO. Irac Please see brief summary of Prescribing Information on page following next

page




=

See e

al
1




BRIEF SUMMARY
TABLETS

PLENDIL®
(FELODIPINE)
EXTENDED-RELEASE TABLETS

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

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

PRECAUTIONS
General

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

Heart Failure: Although acute hemodynamic studies in a smail
number of patients with NYHA Class Il or lIl heart failure treated with
felodipine have not demonstrated negative intropic 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.

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

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

Information for Patients

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

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

Drug Interactions

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

Cimetidine: In heaithy 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.
Therefore, it is recommended that low doses of PLENDIL be used when
given concomitantly with cimetidine.

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

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

Dther 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 CLINICAL PHARMACOLOGY, Pharmaco-
kinetics and Metabolism section of complete Prescribing Information.
Carcinogenesis, Mutagenesis, Impairment of Fertility

In a two-year carcinogenicity study i 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,
has been shown to lower testicular testosterone and to produce a cor-
responding increase in serum luteinizing hormone in rats. The Leydig
celf tumor development is possibly secondary to these hormonal
effects which have not been observed in man.

In this same rat study a dose-related increase in the incidence of
focal squamous cell hyperplasia compared to controf 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 begn shown to occur with other members of
the dihydropyridine class and are possibly a result of compromised
uterine blood flow. Similar fetal anomalies were not observed in rats
given felodipine.

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

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

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

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

Nursing Mothers

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

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

ADVERSE REACTIONS

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

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

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

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

Adverse Effect PLENDIL% Placebo %
N=T130 N=1283

Peripheral Edema 223 (42 35
Headache 186 (2.1) 10.6
Flushing 64 (10) 11
Dizziness 58 (0.8 3.2
Upper Respiratory

Infection 55 (0.1) 11
Asthenia 47 (0.1 28
Cough 29 (0.0) 04
Paresthesia 25 (0.1) 18
Dyspepsia 23 (0.0) 14
Chest Pain 21 (0.1} 14
Nausea 19 (0.8 11
Muscle Cramps 19 (0.0 1.1
Palpitation 18 (0.5) 25
Abdominal Pain 18 (03 11
Constipation 16 (0.1 11
Diarrhea L6 (0.1 L1
Pharyngitis 16 0.0 0.4
Rhinorrhea 16 ©0) 0.0
Back Pain 16 (0.0 11
Rash L5 @1 11

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

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

Adverse Placebo 25mg 50mg 100mg 20mg
Effect N=121 N=71 N=12 N=123 N=50
Peripheral

Edema 25(16) 14(0.0) 1393028 195(24) 36.0(100
Palpitation ~ 08(08) 14(0.0) 00(0.0) 2408 120 B8
Headache  124(0.0) 113(14) 111(00) 187(41) 28.0(18.0)
Flushing 00(00) 42(00) 28(00) 81(08) 200 {80

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

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

Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred
in <0.5 percent of patients in controlied 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 Blucose: No significant effects on fasting serum glucose
werg observed in patients treated with PLENDIL in the U.S. controlled
study.

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

OVERDOSAGE

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

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

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

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

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

DOSAGE AND ADMINISTRATION

The recommended initial dose is 5 mg once a day. Therapy should
be adjusted individually according 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
once a day. That dose in clinical trials showed an increased blood
pressure response but a large increase in the rate of peripherai
edema and other vasodilatory adverse events (see ADVERSE REAC-
TIONS). Modification of the recommended dosage is usually not
required in patients with renal impairment. .

PLENDIL should be swallowed whole and not crushed or chewed.

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

R
A/M GROUP

of MERCK & CO., INC.

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

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

725 Chesterbrook Boulevard, Wayne, PA 19087

PLENDIL is a product of Astra/Merck Research

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

Al rights reserved
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Resident
Physicians
Take
Action!

Join the more than 35,000 AMA-RPS
members in voicing your views.

The American Medical Association - Resident Physicians Section (AMA-RPS)
will meet at the AMA Interim Meeting in Honolulu, Hawaii, December 2 - 4,
1994, to debate vital issues concerning resident physicians such as physician
workforce planning, student loan deferments, health system reform, and
other public health issues, :

The AMA-RPS is the world's largest organization representing resident
physicians. Being a member of the AMA-RPS is being a part of the most
active and influential resident organization in the United States.

This year’s Interim Meeting in Honolulu, Hawaii, will feature an educational
session titled “Physicians as Teachers: Passing The Torch.” Our keynote
speaker will be S. Y. Tan, MD, Director of Medical Education, St. Francis
Medical Center, Honolulu, Hawaii. The program will examine the role of
residents teaching residents and medical students and ways of improving
teaching skills. The session begins at 11:30 noon, Friday, December 2, 1994.

For more information about the AMA Interim Meeting or joining the
AMA-RPS, contact the AMA Department of Resident Physicians Services
at 312/464-4751.

American Medical Association
Physicians dedicated to the health of America




Your association is giving you a new business advantage.
(We think you'l agree its a sharp idea.)
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As an American Medical Association member, you're entitled to member-only discounts on certain

AT&T business long distance services, including domestic, international, and 800 Service calls.

AlXT You're also entitled to the high—quality service and reliability that AT&T pro-

BUSINES S|
A whole new way to ! J
cut your phone bill. Thanks to AT&T Profit By Association — an exclusive arrangement between

vides. In short, you're entitled to the AT&T Business Advantage. And it's never been

easier to put it to work for your business.

AMA Financing & Practice Services, Inc., a subsidiary of the American Medical Association, and AT&T— you
can get substantial member-only discounts simply by calling us at 1 800 367-3604 ext. 184A.

You'll also enjoy the best long distance service, the fastest connections and the most reliable network
in the indus[ry.I So whether you're already an AT&T customer, or you'd like to become one, take advantage

of your unique status as a member. Call 1 800 367-3604 ext. 184A and get the ATXT Business Advantage.

e
AMA Financing & Practice Services, Inc. oo —
A Subsidiary of the ican M b
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'Based on ATAT Bell Labs nationwide test of six major carriers’ swilched networks, second quarter 1993 through fourth quarter 1993, ©1934 ATAT

o




. Martin DC, Francis J, Protetch J, Huff FJ. Time dependency of cognitive re-

covery with cobalamin replacement: report of a pilot study. J Am Geriatr Soc.
1992;40:168-172.

. Hitzhusen JC, Taplin ME, Stephenson WP, Ansell JE. Vitamin B, levels and

age. Am J Clin Pathol. 1986;85:32-36.

. Nilsson-Ehle H, Jagenburg R, Landahl S, Lindstedt S, Svanborg A, Westin J.

Serum cobalamins in the elderly: a longitudinal study of a representative popu-
lation sample from age 70-81. Eur J Haematol. 1991;47:10-16.

. Kolhouse JF, Kondo H, Allen NC, Podell E, Allen RH. Cobalamin analogues are

present in human plasma and can mask cobalamin’ deficiency because current
radioisotope dilution assays are not specific for true cobalamin. N Engl J Med.
1978;299:785-792.

. Allen RH, Stabler SP, Savage DG, Lindenbaum J. Diagnosis of cobalamin de-

ficiency, 1: usefulness of serum methylmalonic acid and total hamocysteine
concentrations. Am J Hematol. 1990;34:90-98.

. Lindenbaum J, Savage DG, Stabler SP, Allen RH. Diagnosis of cobalamin de-

ficiency, Il: relative sensitivities of serum cobalamin, methylmalonic acid, and
total homocysteine concentrations. Am J Hematol. 1990;34:99-107.

. Herzlich B, Herbert V. Depletion of serum holotranscobatamin, II: an early sign

of negative vitamin B, balance. Lab Invest. 1986;58:332-337.

. Pennypacker LC, Allen RH, Kelly JP, et al. High prevalence of cobalamin de-

ficiency in elderly outpatients. J Am Geriatr Soc. 1992;40:1197-1204.

. Yao Y, Yao SL, Yao SS, Yao G, Lou W. Prevalence of vitamin B, deficiency

12.

13.

14.

15.

16.

17.

18.

19.

20.

among geriatric outpatients. J Fam Pract. 1992;35:524-528.

Stabler SP, Allen RH, Savage DG, Lindenbaum J. Clinical spectrum and diag-
nosis of cobalamin deficiency. Blood. 1990,76:871-881.

Barber KE, Christie ML, Thula R, Guifield RG. Vitamin B,, concentrations in
the eiderly: a regional study. A Z Med J. 1989;102:406-408.

Magnus EM, Bache-Wiig JE, Aanderson TR, Melbostad E. Foiate and vitamin
B-12 (cobalamin) blood levels in elderly persons in geriatric homes. Scand J
Haematol. 1982;28:360-366.

Lindenbaum J, Healton EB, Savage D, et al. Neuropsychiatric disorders caused
by cobalamin deficiency in the absence of anemia or macrocytosis. N Engl J
Med. 1988;318:1720-1728.

Carmel R. Pernicious anemia: the expected findings of very low serum co-
balamin levels, anemia, and macrocytosis are often lacking. Arch Intern Med.
1988;148:1712-1714.

Hector M, Burton J. What are the psychiatric manifestations of vitamin B-12
deficiency? J Am Geriatr Soc. 1988;36:1105-1112.

Carmel R, Sinow RM, Siegel ME, Samloff IM. Food cobalamin malabsorption
occurs frequently in patients with unexplained low serum cobalamin levels.
Arch Intern Med. 1988;148:1715-1719,

Lederte FA. Oral cyanocobalamin for pernicious anemia: medicine’s best kept
secret? JAMA. 1991;265:94-95.

Hathcock JN, Troendle GJ. Oral cobalamin for treatment of pernicious ane-
mia? JAMA. 1991;265:96-97.

Only in JAMA ...

pecial, in-depth theme issues concentrate on critical issues in medicine

today. Recently, JAMA: The Journal of the American Medical
Association, has explored these pertinent health topics, always from a
clinical perspective and frequently in the full context of the social,
economic, and political factors that affect them:

Women’s Health
Tobacco

HIV/AIDS

Violence

Adolescent Health

YYY YYVYVYVYY

Primer on Allergic and Immunologic Diseases

Genetics and Molecular Medicine
Perioperative Ischemia
Pelvic Inflammatory Disease

Guidelines for Cardiopulmonary Resuscitation and
Emergency Cardiac Care

Plus, each year JAMA publishes its important CONTEMPO issue.
This valuable issue highlights the latest developments in over 45 key medical specialties.

Don’t miss a single issue. For important scientific medical information you cannot afford to miss, subscribe to JAMA today!

For information about subscribing, call 1-800-AMA-2350.
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Calan® SR (verapamil hydrochloride)
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For the Management of
Mild to Moderate Hypertension
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SUSTAINED-RELEASE CAPLETS s

Excellence Built On Basics

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

Please see following page for brief summary of complete prescribing Information.
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