of MERCK & CO, I

What's missing?

Pernap D B
R T DA Sy iE
nerte ) @lfs ore bla Oatie
] & cirLg eran - 1172
Aenenae diabete s
Yl Old dlie

ALTODTNale

d
) OO0 DIe e respo 2 s :
Uld adl CE NON-01d Datie Ancl P
ady e ed 10 O Derte 2 Datie
C) O ® '® q S de
a [ OIESLE ¢ d Cllgaoete Naired
£Na 9 .D. Or & 5
. DIL provides a gradual onset o
d O O O A o blood
Ore 2 CO ®, o S - e
C10SaQe
D N A z 0 e
. <l IO 2 & yerte O
alone O 0 ) atio N0 .
d Herte

.10 (]






References:

1. The Fifth Report of the Joint National Committee on Detection, Evaluation,
and Treatment of High Blood Pressure. Bethesda, MD: National Heart,
Lung, and Blood Institute; 1993. NIH Publication No. 93-1088.

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 occasion-
ally precipitate significant hypotension and rarely syncope. It may lead to
reflex tachycardia which in susceptible individuals may precipitate angina
pectaris. (See ADVERSE REACTIONS.)

Heart Failure: Although acute hemodynamic studies in a small pumber
of patients with NYHA Class Il or Ill heart failure treated with felodipine
have not demonstrated negative inotropic effects, safety in patients with
heart failure has not been established. Caution therefore-should be exer-
cised when using PLENDIL in patients with heart faiture or compromised
ventricular function, particularly in combination 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 lower
doses of PLENDIL. These patients should have their blood pressure moni-
tored closely during dosage adjustment of PLENDIL and should rarely
require doses above 10 mg. (See CLINICAL PHARMACOLOGY and DOSAGE
AND ADMINISTRATION sections of complete Prescribing Information.)

Peripheral Edema: Peripheral edema, generally mild and not associated
with generalized fluid retention, was the mast 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 general-
ly occurs within 2-3 weeks of the initiation 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 treated
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 conjunc-
tion with metoprolof demonstrated no significant effects on the pharmaco-
kinetics of felodipine. The AUC and Cmax of metoprolol, however, were
increased approximately 31 and 38 percent, respectively. [n controfled clin-
ical trials, however, beta blockers including metoprolol were concurrently
administered with felodipine and were well tolerated.

Cimetidine: In healthy subjects pharmacckinetic studies showed an
approximately 50 percent increase in the area under the plasma concen-
tration time curve (AUC) as well as the Cmax of felodipine when given con-
comitantly with cimetidine. It is anticipated that a clinically significant
interaction may occur in some hypertensive patients. Therefore, it is rec-
ommended that {ow doses of PLENDIL be used when given concomitantly
with cimetidine.

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

Anticonvulsants: In a pharmacokinetic study, maximum plasma concen-
trations of felodipine were considerabty lower in epileptic patients on long-
term anticonvulsant therapy (e.g., phenytoin, carbamazepine, or phenobar-
bital) than in heafthy 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
clinicaily significant interaction may be anticipated, alternative antihyper-
tensive therapy should be considered in these patients.

Other Concomitant Therapy: n healthy subjects there were no clinically
significant interactions when felodipine was given concomitantly with
indomethacin or spironofactone.

Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmacokinetics
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 recommended
fhuman 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 simi-
lar 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 corresponding increase in serum luteinizing
hormone in rats. The Leydig cell tumor development is possibly secondary
to these hormonal effects which have not been observed in man.

In this same rat study a dose-related increase in the incidence of focal
squamous cell hyperplasia compared to control was observed in the
esophageal groove of male and female rats in all dose groups. No other

‘Registered trademark of AB Astra
"Based on patient weight of 50 kg

drug-related esophageal or gastric pathotogy was observed in the rats o
with chronic administration in mice and dogs. The latter species, like man,
has no anatomical structure comparable to the esophageal groove.

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

Felodipine did not display any mutagenic activity in vitro in the Ames
micrabial mutagenicity test or in the mouse lymphoma forward mutation
assay. No clastogenic potential was seen i vivo in the mouse micronucle-
us test at oral doses up to 2500 mg/kg (506 times' the maximum recom-
mended human dose on a mg/m? basis) or /n vitro in @ human lymphocyte
chromosome aberration assay.

Afertility study in which male and female rats were administered doses
of 3.8, 9.6 or 26.9 mg/kg/day shawed 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 recom-
mended human dose on a mg/m’ basis) showed digital anomalies consisting
of reduction in size and degree of ossification of the terminal phalanges in
the fetuses. The frequency and severity of the changes appeared dose-relat-
ed and were noted even at the lowest dase. These changes have been shown
to occur with other members of the dihydropyridine class and are possibly a
resuit of compromised uterine blocd flow. Similar fetal anomalies were not
observed in rats given felodipine.

In a teratology study in cynomolgus menkeys fo reduction in the size of
the terminal phalanges was observed but an abnormal position of the dis-
tal phalanges was noted in about 40 percent of the fetuses.

Nonteratogenic Effects: A prolongation of parturition with difficult (abor
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 maxi-
mum human dose on a mg/m? basis) and abeve.

Significant enlargement of the mammary glands in excess of the normal
enlargement for pregnant rabbits was feund 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-contrelled studies ia 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 preg-
nant 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 nursing or ta discontin-
ve the drug, taking into account the impertance 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 approximately
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 monetherapy in all settings and
with all dosage forms of felodipine were peripherat 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
enralled 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 Contrelled
Trials of PLENDIL as Monotherapy
(incidence of discontinuations shown in parentheses)

Adverse Effect PLENDIL% Placebo %
N=130 =283

Peripheral Edema 23 (42 15
Headache 186 2.0 10.6
Flushing 64 (10) 1l
Dizziness 58 {0.8) 32
Upper Respiratory

Infection 55 @1 11
Asthenia 47 @D 28
Cough 23 €0 04
Paresthesia 25 {0 18
Dyspepsia 23 (0.0) 14
Chest Pain 21 0.0 14
Nausea 19 08 L1
Muscle Cramps 19 {0.0) L1
Palpitation 18 {0.5) 25
Abdominal Pain 18 {03) L1
Constipation 16 0.0 L1
Diarrhea 16 {0.1) L1
Pharyngitis 16 (0.0) 04
Rhinorrhea 16 0.0 0.0
Back Pain 16 0.0 1.1
Rash 15 @0 L1

In the two dose respanse studies using PLENDIL as monotherapy, the fol-
lowing table describes the incidence {percent) of adverse experiences that

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

Adverse Plaggbo  25mg  5SOmg 100mg  20mg
Effect N=121 N=T1 N=T2 N=12__ N=5

Peripherat

Edema 25(16) 14{00) 133(28) 195(24 360 (10.0)
Palpitation ~ 08(0.8) 14{0.0) 00000 24(08 120 BN
Headache  124(00) 113(14) 1L1000) 187D 280(180)
Flushing 00(00) 42000 28(00) 81(08 200 (80}

In addition, adverse experiences that occurred in 0.5 vp to 1.5 percent of
patients who received PLENDIL® (Felodipine) in all controlled clinical stud-
ies (listed in order of decreasing severity within each category) and serious
adverse events that accurred at a lower rate or were found during market-
ing experience (those lower rate events are in italics) were: Body as a
Whole. Facial edema, warm sensation; Cardiovascular: Tachycardia,
myocardial infarction, hypotension, syncope, angina pectoris, arthythmia;
Digestive: Vomiting, dry mouth, flatulence; Hematologic: Anemia;
Musculoskeletal: Arthralgia, arm pain, knee pain, leg pain, foot pain, hip
pain, myalgia; Nervous/Psychiatric: Depression, anxiety disorders, insom-
nia, irritabifity, nerveusness, samnolence; Respiratery: Bronchitis, influen-
2a, sinusitis, dyspnea, epistaxis, respiratory infection, sneezing; Skin:
Cantusion, erythema, urticaria; Urogenita: Decreased libido, impotence,
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
cantrolled 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; Musculoskeletar: Arthritis, local
weakness, neck pain, shoulder pain, ankle pain; Nervous/Psychiatric:
Tremor; Respiratery: Rhinitis; Skin: Hyperhidrosis, pruritus; Special
Senses: Blurred vision, tinnitus; Urogenital: Nocturia.

Gingival Hyperplasia: Gingival hyperplasia, usuvally mild, occurred in
<0.5 percant of patients in controlled studies. This condition may be
avoided or may regress with improved dental hygiene. (See PRECAUTIONS,
Infarmation for Patients.)

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

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

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

GYERDOSAGE

Oral doses of 240 mg/kg and 264 mgfkg 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, ane patient took 150 mg felodipine together with
15 tablets each of atenolol and spironolactone and 20 tablets of
nitrazepam. The patient's bload pressure and heart rate were normal cn
admission to hospital; he subsequently recovered without significant
sequelae.

{Overdosage might be expected to cause excessive peripheral vasodila-
tion with marked hypotension and possibly bradycardia.

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

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

DOSAGE AND ADMINISTRATION

The recommended initia} 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 ance a day. That dose in
clinical trials showed an increased blood pressure response but a large
increase in the rate of peripheral edema and other vasodifatory adverse
events (see ADVERSE REACTIONS). Modification of the recommended
dosage is usually not required in patients with renal impairment.

PLENDIL should be swallowed whole and not crushed of 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 felodipine, should have their
blood pressure monitored closely during dosage adjustment {see PRECAU-
TIONS}. In general, doses abave 10 mg should not be considered in these
patients.
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For more detailed informatien, consult your Astra/Merck Specialist
or see complete Prescribing Information.
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IL 60610. Phone (800) 262-2350. Fax: (312) 464-5831. For mailing addresses
outside the US and US possessions, see Foreign Subscription Information.
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delivery in North America, Central America, and South America, contact
Subscriber Services, AMA, 515 N State St, Chicago, 1L 60610, phone: (312) 760-
7827, fax: (312) 464-5831; 2) For delivery in the United Kingdom, contact Pro-
[essional & Scientific Publications, BMA House, Tavistock Square, London WC1H
9JR, England, phone: 44-071-383-6270, fax: 44-071-383-6402; 3) For delivery
in all other countries, contact JAMA and Archives Reader Services Cenire, Karl-
Mand-Strasse 2, D-56070 Koblenz, Germany, phone: 49-261-B0706-53, fax: 49-
261-B0706-54.
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600 Third Ave, New York, NY 10016, phone (212) 867-6640, fax (212) 953-
2497. For reprint orders in limited quantities for educational distribution please
contact Rita Houston, 515 N State St, Chicago, IL 60610, phone (312) 464-2512,
fax (312) 464-5835.

PERMISSIONS—Contact Laslo Hunyady, Permissions Assistant, 515 N State St,
Chicago, IL 60610, phone (312) 464-2513.

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific pub-
lications. A copy of these principles is available on request. The appearance of
advertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.

479

(desmopressin acetate) 5mL
Dry Nights For Good Mornings

Mnmwmwmmm

-.rumm e only

2h and elderly pabents n panicular, fuid inkake should be adjusted n ordér to decrease the potantial occurrence of water
mmmmwh mumwwmﬁ rare occurrence of an extreme decrease n
e

General DOAVP Nasal Spray al high dosage has infrequently produced 2 sight elevation of blood mmmma
mnmmﬁgﬁmmmMnmm’W mmingnm
mmm;;:gm in blood pressure.

DOAVP Nl Spray 16 Ut ol oo T e A1 i ] Blechohe imbeknce, such 25 -
ummmmnmnw

Central Cramal Diabetes insipicus: Since DOAVP e rasal mucosa such a8 edema,
uw_mmu:mmman should not be used. For such s

v mMI n fhe nasal mucosa have occurred, urveliabie result. DOAVP Nasal shouid
Qmw_ Ul the nasal pe T Sm

mhmmmmmwmmmmmmd

aer 50 doses should be discarded umw bsmtﬂ(lw d M:.tm
Mumnmmmwm n*m m m directions on use of
The spray pump carehll bedore use.

Tests: mhmummwmmmu of head raume-relaled
S i T
%ﬂcm w‘ﬂ'fbl bum:m.mdnum

w mmm mumn:um " A

g
g
)
3
1
g

beyond 4-8 wesks: The tose shoukd be adusied o acheve

WMMM%BWMnm nspidus. Use i intanis and children wil

requere carefyl flud mtake restrichon fo prevent memmmmum L]

:ﬁnm?ﬂtﬁnlungmmbm m ¥ - o

Since the cannal deiver less fhan 0.1 mL 10 adminisiered the rhnal lube delvery sysiem

mmn@mmnmmh%umummmﬂ? -

There are reports of an occasional .mwm m#sﬁumm”q!wam

responsweness, ofhers a shodened of eflect There s no

Mgmumwmﬁﬁm e o Tt -
Gsappea e iction in dos-

caca L R R Y N Y R T ST T T |ﬂE§
ROO 00 PNO O WOoOO WO ORISR |w&

See aoverse reackons above.
orthe

of overdosage, Ihe dose should be reduced,
gecreased,
An ol LD, has not

of administrabon
ﬁﬂmmnNqumW Msmmm for DOAVP Nasal Spray

mmnsmmmm doses ol umwcws-asoﬁmmmmwm
rhinal fube appicaors W ?5—2450-01 When iraveing
ﬁ um&m ""”5-8’“
meu prohibls dspensing wihoul
Pﬁms&ﬂmﬂgmmnmm

References:
1. Aladjem M, Wohl R, Boichis H, et al: Desmopressin in nocturnal enuresis, Arch Os Childd 1982;57:137- 140
2. Bloom DA: The American experience with desmopressin, € Pediatr 1993(July, special edition):28-31.

H:ntﬂnlnrﬂl for
P RHONE-POULENC RORER

500 ARCOLA ROAD
COULEGEVRLE PA W26

By Ferring Pharmaceuticals, Malmd, Sweden

©1994 Rhine-Poulenc Rorer Pharmaceuticals Inc, 1754 FC#93-491. Printed in U.SA



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?

* May be used hand in hand with behavior
modification

Nighttime fluid i Ik should be restricted to decrease the potential occurrence of fluid overload;
serum electrolytes shou Idb checked at least once when therapy is co tl edbey nd 7 days.

5™ DDAVP Nas al Spray

(desmopressin acetate) SmL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing information on adjacent page.




ARCH

o
FAMILY MEDICINE

1IVES

VOL 3 NO. 6, JUNE 1994

Letters to the Editor

Nonconventional Therapies 487
Roger O. Littge, MD, MSPH

You Can Be Both Conventional 487
and Nonconventional
David S. Abend, DO

In Reply 488
Liora Schachter, MD;

Michael A. Weingarten, BM, BCh;

Ernesto E. Kahan, MD, MPH

Routine Antenatal Diagnostic Imaging 489
With Ultrasound (RADIUS) Study
Clark B. Smith, MD

In Reply 489
Louise Acheson, MD, MS

In Reply 490
Bernard Ewigman, MD, MSPH;
Michael LeFevre, MD, MSPH

Editorial

Community-Oriented Primary Care 493

in a Brave New World

Patrick J. O’Connor, MD, MPH

Special Article

Community-Oriented Primary Care: 495
Implementation of a National

Rural Demonstration

Gary Kukulka, PhD; Jon B. Christianson, PhD;
Ira S. Moscovice, PhD; Robert DeVries, MHA

Original Contributions

Effect of Oral Magnesium

503

Supplementation on Selected
Cardiovascular Risk Factors
in Non-Insulin-Dependent Diabetics

John R. Purvis, MD;

Doyle M. Cummings, PharmD;

Pamela Landsman, MPH; Rob Carroll, PhD;
Hisham Barakat, PhD; John Bray, PhD;
Christy Whitley, PharmD; Ronnie D. Horner, PhD

American Medical Association
Physicians dedicated to the health of America

Copyright 1994 by the American Medical Association. All rights reserved.
Reproduction without permission is prohibited.

All articles published, including editorials, letters, and book re-
views, represent the opinions of the authors and do not reflect the
policy of the American Medical Association, the Editorial Board,
or the institution with which the author is affiliated, unless this is
clearly specified.

James S. Todd, MD

Executive Vice President
Kenneth E. Monroe

Deputy Executive Vice President
Larry E. Joyce

Senior Vice President

George D. Lundberg, MD
Editor-in-Chief, Scientific
Publications

Robert L. Kennett

Vice President, Publishing
Nawin Gupta, PhD

Director, Publishing Operations
Division

Cheryl Iverson

Director, Editorial Processing
Division

ARCH FAM MED/VOL 3, JUNE 1994

Michael D. Springer
Associate Publisher

John P. Cahill

Manager, Advertising Sales
Geoffrey A. Flick

Manager, Marketing Services

Advertising Offices: East: Phillip B.
Altamore, Donald M. Blatherwick,
John L. Reeves, 600 Third Ave, Suite
3700, New York, NY 10016 (212)
867-6640. Diagnastics/Devices: M. J.
Mrvica Associates, 155 S White Horse
Pike, Berlin, NJ 08009; (609) 768-
9360. Midwest/Far West: Peter L.
Payerli, 515 N State St, Chicago, IL
60610 (312) 464-2429.



A Lit
Lot To Th

once-daily dose
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Hypertensive

Comparable antihypertensive
efficacy to 2.5 mg"™ with
the safety profile of a lower

Favorable metabolic profilet

clinical hypokalemia*

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

antihypertensive agenls

LOZOL 1.25 mg once daily is now the recommended
starting dose for indapamide in hypertension

LOW-DOSE

LOZ0L

L0Z0L® (indapamide) 1.25 mg and 2.5 mg lablets
BRIEF SUMMARY
INDICATIONS: LOZOL (indapamide) 5 indicatad for the treatment of hypertension
aona of in ¢ with other P drugs, and for the treatment of
sall and flud retention associated with congestive heart failure
Usage in Pregnancy: See PRECAUTIONS
CONTRAINDICATIONS: Anuria, hypersensitivily fo indapamide or other
sulionamide-derved drugs
WARNINGS: Infrequent cas severe hyponalremia, accompanied by
hypokalemia, have been reporte 25 myg and 5.0 mg indapamide prmarily in
elderly females. Symptoms were reversed by electrolyte replenishment
Hyponatremia considered possibly cinically significant (<125 mEqg/LJ has not been
observed in clinical trials with the 1.25 mg dosage (see PRECAUTIONS)
Hypokalemia occurs commo d 5 (see ADVERSE REACTIONS,
hypokalemiaj, and electrolyta m s essential In general, diretics should
ol be grven with lithium
PRECAUTIONS: Perform serum slectrolyte determinations at appropriate intervals.
especally in patients who ane vomiing excessively o recepng parenieral fuds, in
patents subject o electmiyte i " patients on a salt-re diel. In
addition, patients should be ob: nical signs of fluid or electrolyte
imbalance, such as hyponatremia, hypochloremic alkalosis, o hypokalemia. The nsk
of hypokalemia secondary to diuresis and nalnuress i ncreased with lamger doses,
with brisk diuresis, with severa cirhosis, and with concomitant use of corficosteroids
i inferierence with adeguate oral intake of electrofvtes will also contribute 1o
hypokalemia. Hypokalemia can sensitize or exaggerate ihe response of the hear o
1he fowe effects of digialis. such as increased ventneular iitabilty
Dilutional fr may oocur in pabants, approprate treatment &
usualy water restnchion. In actual salt deplefion, appropnate replacement is the
treaiment of chowce. Chionde deficit is usually mild, not requiing specific treatment
excepl n extraondinary Groumstances (iver, renal disease) Thiande-ike diuretics
have been shown 1o increase the unnary excrebon of magnesium; this may result in
hypomagnesemia
Hyperuncemia may occur. and frank goud may be precipitaled in certain patients
recening indapamide Serum concentral of unc acid shoutd be monitored
periodcally
Use with caution in patents with severe renal disease; consider withholding or
discontinuing if pruqr%swe renal impairment is observed, Renal funchon tests
should be peniodically
Use cau| on in patients with impaired hepa
disease. since minor alterations of fluid and electn
hepahc coma

fion o progressve iver
balance may precipitale

—-no adverse
effect on lipids; only 2% incidence of

ONCE-DAILY

[£D)..

INDARPAMILE TABLE 75’

Latent Giabetes may become mandest and insubn requirements in disbehc patients
may be altered duning thiazide administration. A mean increasé in gucose of
6.47 mo/dl was observed in patients realed with indaparmide 1.25 mg, which was
not considered clinically signiicant in these iriais. Serum concentrations of glucose
should be manitored routinely during treatment with indapamide.

Calcium excretion is decreased by diuretics pharmacologically related to
indapamide. ARer six 1o eight weeks of indapamide 1.25 mg freatment and in long-
term studies of hyperiensive patients with higher doses of indapamide, however
SErUM conc of calgium increased only slightly with indapamide
Indapamide may decrease serum PBI levels without signs of thyroid disturbance
Complications of hyperparatirodism have not been seen, Disconfinue before tests
of parathyroid funchon are performed

Thiazides have exacerbated or activated systemic lupus enythematosus. Consider
this possibiity with indapamide

DRUG INTERACTIONS: LOZOL may add 1o or potentiate the action of ather
antiypertensive drugs. The antiyperensive effect of the drug may be enhanced in
the postsympathectomized patient. Indapamide may d
but this does not preciude the use o

to narapineph
nor-:-pnnephnne
In mouse and rat lifetime carcinogenicity studies, thera were no significant
differences in the ncidence of fumors between the indapamide-ireated animals and
he control groups
Pregnancy Catagory B: Diretics cross the placental bamer and appear in cord
blood, Indapamide should be used dunng pregnancy only if clearly needad. Use
may be associated with letal o neonatal jaundice, ihrombocylopensa, and possibly
ofher adverse effects that have occurred in adults. I & not known whether this drug
Is excreted in human milk. If use of this drug is deemed essential, the pabent shoukl
Siop nursing
ADVERSE REACTIONS: Most adverse effects have been mild and transient. From
Phase Il piacebo-controlied studies with indapamide 1.25 mg, adverse reactions
wilh 25 ..umwalwe incidence: headache, infection, pain, back pain, dizziness
rhinifis; <5% cumitatve incidence: asthenia. My syndrome, abdominal pain, chest
pain. constip diarrhea, dyspepsia, nausea, perip! edema, Nenvousness,
hyperionia, cough, pharyngitis, sinusitis, conyunctivitis. All olher clinical adverse
reactions occured at an moudence of <1%. In controlied chnical tals of six 1o eight
weeks in duration, 20% of patients receiving indapamide 1.25 mg. 61% of pabients
recening indapamide 5.0 mg, and 80% of patients receiving indapamide 10.0 mg
had at least one potassium value below 3.4 mEgL In the indapamide 1.25 mg
group, about 40% of those patients wha repored hypokalemia as a taboratory
adverse event retumed to nommial serum potassium values without intervention
Hypokalemsa wilh concomitant ciinical signs or symploms occured in 2% of patients

receming indapamide 1.25 mg. From Phase Il placebo-controlled studees and long-
term controliad cinical riaks with LOZOL 2.5 mg or 5.0 mg. adverse reactions with
2 5% cumulative incidence: headache, deziness, faligue, weakness, oss of
energy, lethargy, liredness. or malaise, muscle cramps of spasm of numibness of
the extremities, nervousness, lension, anxiety, irrtability or agitation; <5%
cumuiaiive incidence: ightheadedness, drowsmness, vertiga, msomnia, depression
blurred vision. constipation, nausea, vomiting, diarrhea, gastric irritation
abdomnal pam or cramps. anorexia, orihostatic h_\':‘ElEf‘.S!G“ premature
venincular contrachions. irmequiar hear beat, paipitabions, frequency of unnation
noclunia, polyuria, rash, hives, pruntus, vasculits, impotence or reduced libwdo,
thinarrhea, flushing, hyperuncemia, hyperplycemia, hyponatremia, hypochioremia
increase in serum BUN or crealinine, glycosuria, weight loss, dry mouth, tingking of
extremities. Hypokalemia with concomitant cinical sans of 5) n
3% of patients recewving mdapamide 2.5 mg g.d. and uehenrs recenving
indapamide 5 mg q.d. in long-term controfied clinical irials comparing the
hypokatemic effects of daily doses of indapamide and hydrochlorothiazide,
however. 47% of patients recenving indapamide 2.5 mg. 72% of pabents recening
indapamide 5 mg. and 44% of pafients recaiving hydrochiorothiazide 50 mg had al
least one potassium value (out of a fotal of 11 taken duning the study) below
35 mEgL In the indapamide 25 mg group, over 50% of those patients retumed
10 normal serum potassium values withoul intervention. Other adverse reactions
reconac with idiuretics are patic chol iC jaundice
ty. purpura, bullous eruptions, Stevens-
Johnson swnu ome nwrmlrnng angiifis, fever, respiratory distress (including
pneumonitis). anaphylactic reactions, agranulocylosis, leukopenia
thrombocytopenia, aplashe anemia

CAUTION: Federal (U.S.A) faw prohibits dispensing without prescnpl
Keep fightly closed. Store at controlied room temperature, 15°-30°C (59°-86°F)
Avord excessve heal Dispense in tigh contaimers as defined in USP

See product circular for full prescribing information
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Five Major Journats ON Oxe CD-ROM!

Internal Medicine *92 is the only CD-ROM that offers a
year's worth of full-text articles from these five major
journals — all on a single disc:

- The New England Journal of Medicine

- The Journal of the American Medical Association

- Annals of Internal Medicine

- The Lancet

- British Medical Journal
SpeciaL Discount OFrer!
Get Internal Medicine 92 for 25% off the original price.
That's only $295 (regularly $395) for individuals and $445
(regularly $595) for multiple users.

To order call 1-800-342-1338.
From outside the U.S. call +44-763-262-368, or fax 1-617-868-7738.

eomier

Mayjor credit cards accepted. CD-ROM drives available at discounted prices. Free technical support included!
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One in three adults say they
occasionally have trouble sleeping.

Now you can help with...
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More sleep, better sleep,
through the night

AMBIEN

[ZOIPDEM TARTRATEIG

5-MG -MG TABLETS

999999999




From q unique class of
non-benzodiazepine sleep agents

More sleep

Total sleep time significantly increased
compared with Flacebo. Patients fall asleep
quickly; generally within 20 to 30 minutes.**
Better sleep

Awakenings were reduced, compared to placebo.
Through the night

No evidence of increased wakefulness during the
last third of the night. Normal sleep stages are

generally preserved’ (clinical significance unknown).

Mean percent of time in each sleep stage’
Stage 1 | Stage 2 Stage 3 & 4

In this multicenter, double-blind, randomized, controlled study of 631
healthy volunteers, no significant differences were found between the
durations of sleep stages:

Short half-life

Mean 2.5-hour half-life, with no active
metabolites.

AMBIEN

[ZOIPIDEM TARTRATEI@

MORE SLEEP, BETTER SLEEP, THROUGH THE NIGHT
vs placebo

Please see references and brief summary of prescribing
information on the last page of this advertisement.

With no objective evidence of tolerance or
rebound insomnia

In studies of up to 35 consecutive nights at
recommended doses.*’

Favorable safety and tolerability profile

Adverse events with dosages of < 10 mg that were
statistically significant vs placebo

Short-term: <10 nights Long-term: 28 to 35 nights

dizziness 5%
drugged
feelings 3%

drowsiness 2%
dizziness 1%
diarthea 1%

Recommended dosage
onel0-mg  pytients should take
ll;c))r altjiulzs./ #” tablet AMBIEN right before
I elder i
debilitate?i . oneS-mg g(;:ng v t:Zil?(‘ﬂlfundl
patients: &% tablet WICH IS0y AeeD:

AMBIEN is indicated for the short-term treatment of insomnia. Prescriptions
should not exceed a 1-month supply. Hypnotics should generally be limited
to 7 to 10 days of use. Reevaluation of the patient is recommended if they
are taken for more than 2 to 3 weeks.

In patients with hepatic dysfunction, treatment should be initiated with a
5-mg dose and patients closely monitored.

5-MG & 10-MG TABLETS




References: 1. National Commission on Sleep Disorders Research. Wake Up America, A National Sleap Alert. National Institute on Aging, National Institutes of Health, U.S, Depanment of

Health and Human Sarvices, Vol |: January 1393, 2, Data on file, Searie. 3, Vogel G, Scharf M, Waish J, et al. Etfects of chronically administered zoipidem on the sleep of healthy insomniacs,
Sieep Research. 1989;18:80. Abstract. 4, Waish JK, Schweitzer PK., Sugemman JL o1 al. Transient insomnia associated with a 3-hour phass advance of sleep time and treatment with zoipidem.
J Ciin Psychophamacol 1990;10:184-189.
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BRIEF SUMMARY

INDICATIONS AND USAGE

Ambien (zolpidem tartrate] is indicated for the short-te

of i should gy y be limited to ? to 10 davs
of use, and reevalustion of the |
to be taken for more than 2 1o

uan; is recommended if they are
3.

Ambien should not ba ibed in g i ding & 1-month
supply (sea Warnings).
CONTRAINDICATIONS
None known
WARNINGS
Since sleep may be the ing i of a2
physical and/or i of in-

somnia should be initiated only after a careful evaluation of the
patient. The fallure of insomnia to remit after 7 o ll:I days of
treatment may indicate the p of a primary psy ic and/or
medical iliness which should be

/day dose. Inc-donoa rates of i and for Incid of Tr Adh Experiences in
kgda\f MMWMWWOJHUWW mewmmcomuidcﬁmd|mtcmm
lindlngl are lhouuhl to be & spontaneocus occurrence. (Parcentage of patients reporting)

et tha Aes et in Ll Zoipk

tests ng n mouse | i (=10.mg) Placebo
o, W“DN""‘“‘“‘ “"’""“"'" e Eonred Romian tymphooytie; A verse v N=152] N=161)
micronucleus test in mice. Roupnl'og.;’;r:'w tadiior = =
I'n&nlmmm fertility: In a rat reproduction st the high dose 'éTP‘
(100 mg base/kg) of zolpidem resulted in mguwmmuul :yglu 4 2

olonged ntervals, but there no_effect on male or "’!I‘Vﬂwﬂ 3 1
glnalehﬂjvmrduﬂvoraldomof-ltolmmlgoese.’kgorﬁ 1 3
to 130 times the recommended human dose in mg/m? effects 5'“" Iﬂd Appendages
on any other fertility parameters were no Rash 2 1
plorsieng” ey troct i 2 2
Cat B. Studies to assess the effects of zolpidem on human

L and d have not been :oncﬂglod

or the emergence of new thinking or behavior abnnrmelmeu may be
the of an r physical disorder.
Such findings have smerged “during_the coursc of treatment with
sedative/hypnotic dn.-gl mduding Amblon Because some of
important adversa effects of Ambien appear 1o be don related (sea
Precautions and Dosage and Administration), h m important to use
the smallest dose, elderly.

A varigty of abnormal thinking and bammr chungun have been
m tg.o:wr in |uwutlb:;n with the use of sedative/hypnotics.

Teratology studies were conducted in rats and rabbits.
In rats, a wmmmmlmdluulcmcu nzommo
mg base/kg and included dose-related maternal letharg J
and a dose-related trend to incomplete ossification of fetal skull

s

in rabbits, dose-related and t

n occurred at all doses tested. At the dose, 16 mg buorEg

@ was an increase in tion fetal loss and underossi-
fication of sternebrae in viable fetu

*Events reported by at least 1% of patlents treated with Amblen.

There is evidence from dose crmplrim trisls esting a dose
relationship for m';rnv of the mmm .mm'”ﬂ with zolpidem

rii certain CNS gastrointestinal adverse events,
"'Zu"’ r'mvmmmmcmuﬁedand ommnd in ordorof

wuaruduﬁnedumow\mngmg rm
infrequent adverse events are those occurring in 1#100 10 1/
patients; rare events are those occurring in less than 1/1,000

may ﬁu&ugmldbuuuddnnngprwmmwuchmnndod patients.
{eg, aggressiveness “and extroversion that seemed out of offects: 10 assess the effects on children Fi pain, i mm. P
similar to effects produced by alcohol and other CNS dep whosa took zolpidem during pregnancy have not been diarrhea 2 d'\.bggod
i i oo B S ‘¢.,; B ¢ aap ek for i By % “:\n- E caUpper respiatory infec
2 : notic s may at some rom rgy. 8, nauun. ul t!l'\r I:-
mwumv:lllan'lc svmplomi occur unpredictably. In J:ﬂm\f drug during the postnatal period. In addition, naonatal i on, mgo vision W
d patien g sulcidal think- been reported in infants bomn of h ived sedative/ allergy, e anxiety, arthralgia, arthritis,
;‘:'\ig nz::"bun mporwd in @ssocistion with the use of sedative/ hypnotic drugs during pregnancy. asthenia, back paln bronchitis, mnwvmdu disorder, chmtpa?
‘muﬂ‘mlvuu inad wih carsinty w !dr:glmlu ir Labor and delivery: Ambien has no established use in lsbor and 'R' ghing, Cystitis, m 4
the listed al are BRUPKY: i b lability, irritation, falling, . faver, ti
s 8.0 S el e Mo ¥ SRR N mothr. Ses i romen s e i i 7 Finlr g o et g
physical disorder, Nonetheless, the mwﬂ of any new behavioral milk, hu( tha effect of zolpidem on the infant is unknown. I ke mk., “disorder, mi-
ﬁg! om of concem raquires can nd immediate evaluation. The use of Ambien in nursing mothers is not recommended. graine, ner pallor, itis, pos-
oflowing the rapid dose of lbﬂml s,m, and etfectiveness in Hadran bdm, the age of 18 have not tural hypot , pruritus, ruh, mlnms, scleritis, increased,
mhwmm!mm, there have been reports of ’2 been sinusitis, slup dlonrd sionflng er daytime dosing), stupor,
similar to those auuc.:tad w:mwmdrawul !mm other CNS-depres- A s taste perversion, t s, tooth
sant drugs (see Drug Abuse dance). ADVERSE REACTION auma, tremor, urinary incontinence, urinary tract infection,
Ambien, like other sedative/hypnotic drugs, has CNSdnpmam Associated with di of imataly 4% 5;':.‘&:’ v i s o " "
effects. Due to the rapid onset of action, Ambien should only be of 1,701 patients who received zolpidem at all dom {| 25 o 90 : abdominal b , acute renal failure,
ingested Immodmelv nl'loc tu going 1o bed. Patients s be mg) in U.S. premarketing clinical trials

g com-
plete mental nlormcns or molor

US. triais wera daytime drowsiness (0.5%),
(0.4%), head:

ion such 8s
machmerY or driving a motor vehicle after i
potential impairment of the performance of such activities that I'lll\l'
occur the day follumng mguawn of Ambien. Ambien showed additive
effects when combined with alcohol and should not be taken with
slcohol, Patients should also be

of an adverse ﬁnﬁﬁ event. Events mcm mmmon!y associated with
i he (0. 596}. nauses IO 6%), and vomiting
(0.5%].

Approximately 6% of 1,320 patients who received zolpidem at all
doses (5 to 50 mg) in similar foreign trials di

reaction, all rl\mod
mmmuud m nﬂ!ph\dlcn

effects with other CNS-depressant drugs. Dosage adjustments may
be necessary when Ambien is administered with such agents because
of the potentially additive effects.

Ganeral PRECAUTIONS

Use in the andy Mn‘mr i Impaired motor

and/or after or unusual
st ﬂruga is a connem in the trastmant

of elderly an:lror il patients. Tr

Ambien dosage is 5 mg in such mntl (see Dosagr and Adminis-
rrllkml to decrease the possibiity of side effects. These patients
should be closely monitored.
Use in patients with concomitant illness: Clinical experience with
Ambien in patients with concomitant systemic iliness is Nmited.
Caution is advisable in using Ambien in m-enu with diseases or
conditions that could affect

Although preliminary stsdies did not lwod mmmtorv depressant
effects at gpnotl: doses of Ambien in normals, precautions should
be obsarved if Ambien is proscd i to pmunn with :urnpful_ruod
respiratory function, lm have the

depr Po: kit reports of nnpiramry In

g’mlsrv:y, most uf whech muo!vud patients with pre-axisting respi-
ratory , have been Data in end-stage renal fadura
pmuntl rnpeltadl\r treated with Amblen did not demonstrate drug

u':l:"mucnllhr!.d red; I\amw“o the:

adjustment in re \r impa patients is roqui le
patients should be closely | A swdy
n subjects with hepatic « i ruvsa} d slimination

in this group; therefore, treatment shuuld be initiated with & mg in
patienis with hepatic compromise, and they should be closely
monitored,
Use in ssion: As with other sedative/hypnotic drugs, Ambien
should be adn'Imlslemd with caution to patients exhibiting signs or
Suicidal ies may be present in such
D&tlems und i may be over-
dosage is more common in this group of patients; therefore, the
least amount of drug that is feasible should be prescribed for the

of an adverse event. Events most wrunml'f associated
discontinuation from these trials were m]um:;
. @

monly observed adverse events in controlled trials:

short-term treatment (up to 10 nights) with Ambien at doses

upm‘ll'.!n:gelhemlwﬂlrm'f gerved adwmmmsunoct-
of zolpidem and seen at

shock, anemia, appume arthrosis,

breast brum pain

female, bi Db P buflous eruption, BUN i irculatory

pepoci/ dvlphnl.a d\mﬂl edema iorbital, mrili. I;Jlmw-

mmll. i 3 8, X8,

un. ESR m:rup.ud extrasystoles, eye pain,

I‘aca sdema, feeling strange, flushing, mﬂﬁ glau-

coma, gout, simplex,
zoster, hot flashes, ia, h b

m' hypertipidemia, sggravated, h
hypodn. stlml. |fmm¢\. lm_?mm. lmuuon site |nﬂmuanr:

feeiing,
ynaitis, leg cramps, leub
mac.om'g anemia, munnr.- rucﬂon rrumthm ﬁmncv muﬂ:‘t

differences from placebo-treated ts were drowsiness (ruporrod

by 2% of zolpi patients), dizziness (1%), and d:ma [1%).
r-term treatment (28 to 35 nights) with mlpk'hrn at

doses up to 10 mg, the most mmmw served adverse eve

associated with the use of al n at
cant diffarsnces from placebo-treated pauaml were dizziness SKI
and drugged feelings (3%).

Incidence of g Ak B i in
Short-term Placebo-Controlled Clinical Trials
{Percentage of patients reporting)

SR

rosis, otitis externa, otitis lnodim DIH. jpanic lmd( penuoia penom
ality disorder, p ¥ pneu-
monia, mlyu‘ln

|purpura,

rectal I pain, ruslm legs, s,
salive altered, sciatica, SGOT Aransad, sompsmbUem, suicds ot
Tempt, tetany, thinking abnormal,
thirst, Iolorlnoe increased, tooth caries, urinary retention, urticaria,

DARUG ABUSE AND DEPENDENCE
V.

Abuse and dependence: Studies of abuse potential in former drug
abusers found that the effects of single doses of zolpidem tartrate
40 mg were similar, but not identical, to diazepam 20 mg. wl-le
:nﬂpldom tartrate 10 mg was difficult to thlﬂnqulh lmm placebo.
have ucad

Body System/ Placebo
Adverse Event® (N=68! [N=473)
Central Iél:mml Nervous System . rde
Drowsiness 2 =,
Dixzziness 1 -
Gastrointestinal System
Nauses

2 3
1 =
Musculoskeletal Systemn

Myalgia 1 2
*Events reported by at least 1% of Ambien patients ara inciuded.

"I"haocr wn'wm range
] Bpa ot

and 0 8
may include abdominal snd musch cramps,
tremors, and convulsions. The U.S. clinical trial experience fro
zolpidemn does not reveal any clear evidence for withdrawal mna
Nevertheless, the following adverse events included in 11-A
criteria for
ed at an incidence of = 1% duri
substitution occurring within 48 s followlng last loipldum treat-
ment; . NAuSes, headedness, uncontrolled crying.
emesis, stomach cramps, pmm anack Nervousness, mdobdnmhal

mifort.
Individuals with a history of addiction to, or abuse of, d

vomiting, smtmg

| ware n
S. clinical trials following placabn

: Incid of Treatment alcohol are at risk of habituation and dependence; they s dbe
patient at any one time. 9
Inf i i iant inf is pri i - Placebo-Controlled
for Patiant is printed in the com- Long-term o Gomt Clinical Trials under careful when any
e p h and is available in pads for {Percentage of patients reporting| OVERDOSAGE
e i Eoieidem sl b el ha Mrungod
tests: There are no specific tests 5@ al
Drug interactions - Adverse Event® {[?“_15 ) rN-iE'l'.l frm"d somnolence 1o light mrl\l. with one mhwamiu of wulwmﬁlal:r‘
CN5-active : Ambien was evaluated in healthy
single-dose interaction studies for several CNS dnﬁs A smdy In- Autonomic Nervous System zolpidemn t.n‘n'.rm om.gnu;e up 10 400 mg (40 times the maximum
volving haloperidol and zolpidem revealed no affe operidol on mouth 3 1 dose). dose cases invol hﬂlﬂlﬁﬂ CNS-depres-
the or | af Body as & Whole sant oge!?; 9 zole have more severs symp-
in i kinetic intarac- 4 1 b e M g
tion other man a 2096 decrease in peak levels of lmlptamlne I:m Back pain 3 2 General
decreas! i measures should be used along with lmme&lmegavwluwgemw
there was an additive effect ﬁf.h ed alertness. Sirll'llﬂ'rr ::lmwt wnka symptoms % = Epmpms Tbuvsnouy fuldls should be stminisiered 8 nbsded.
netic mmmcunn but uwru:ﬂ: an addl!rn;': sﬂoﬂﬂof é‘.haausod Fatigue 1 2 mwp{nr:::‘t:; Wmmnl‘ iration, pulse, Mmlllf‘. and
alertness and psychomator rmance lack a drug inter-
action g single-dose does not predict a lack CGPH:.?\GWJIEI System 2 ol mﬂw’ . Sedsting drugl should ba withheld following
chromic
An additive effect on Woohot,  CAOAaL A Pariphdedl bervous System . 4 Tra poseomity of it dmg should be
and zolpidemn was dsrmnsualad 3 Caut Federal law : without .
Since the systematic evaluations of Ambien in combination with ';f"‘.""'m“ !;’ hon; 4/11/94
other CNS-active drugs have been hrmtsd careful consideration 3 ﬁ'ﬂ"‘” H
sh::ld b«;gw;ldro maApl\uamwu CNS—act\w drug m:;; ‘;' gég feeling L¥
used with zolpidem. Amn rug r\emnteﬂwtscn 1 5
potentially enhance the mm effects of zolpi dem Lightheadedness ]I 7 sﬁmgmmw
Other drugs: A study imvoly i / I dreams ¥ o L x
by "m'ﬂma\‘rmhnrdmgoﬂm Amnesis & -mm
AP of ph of zolpidem. Zolpidem had Anxiety 1 byagrmmr
no effect on xin kinetics and did not affect prothrombin time 3 Lovex f
when given with warfarin in normal Ipidem’s sedative/ Steop disorder 2 Skokde, iL
hypnotic efch! WaS by ignifi Gagtrol inal System -
h were found ﬂ':"'""" s & inquinies fo:
Dmgn.ahoﬂm test Inwlm Zolpldorn is not known to in- LB o e G.D. Searfe & Co. ;
m-furu with y v ¥ tests. e 3 & Infarmation Department
g i of fertility Abdiominal pain 1 4501 Saﬁrt&;g.;va
i is: Zolpide to rats and mice for 2 Constipation 1 Skole,
vnr‘ at dietary do: of 4 18 and B0 mg/kg/day. In mice, these Ancrexia 1
doses are 26 to 520 times or ZMI:D 35 nmes m:gum 10-mg Vomiting 1
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Full text Practice
Parameters at
your fingertips.

New Practice Parameters on CD-ROM More and more people are taking advantage of
1994 Edition gives you the convenience of this quick and easy way to obtain the informa-
having full text practice parameters at your tion they need to make informed patient
fingertips whenever you need them, at a cost managementdecisions. Shouldn’t you be, too?
that's far less than you'd pay to purchase Call toll free 800 621-8335 and order your
them separately. Practice Parameters on CD-ROM today.

Now you can access patient management .

strategies on your computer with a full text Practice

word search. Plus you get free updates sent to Parametgrs

you throughout 1994, so you don’t have to T;Q%Dél(}i% Practice

worry about monitoring recently completed or - gy " CD ROM
withdrawn texts. Single user version order #: T—

0!’270494[5
Practice Parameters on CD-ROM is simple  Price: 3995

Network version order #:
OP270694LS
commands. Available in both single user and Price: $1495

To order, call 800 621-8335

to use too, with easy-to-follow menus and

network versions, it’s compatible with 386-486

[BM and IBM-compatible computers with 8 MB
of RAM, and 1 MB hard drive memory. A CD-
ROM unit, interface card, and Windows® 3.0

or 3.1 are also required.

American Medical Association
Physicians dedicated to the health of America
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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

(diltiazerm HCl)1g0-,180-, 240-, 300-mg Capsules

DAY

Cardizem CO
Start with ore
7180-mg

Briet Summary of
Prescribing Information as of Apnl 1993

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS

g%ﬂ‘(:’& d&fsz

arcinogenesis, Mutagenesis Ferfility
A 24-month study in rats at oral dosage levels of up to 100 mo/ko/day and a 21-month study in mice at oral
dosage levels of up to 30 mg/kg/day showed no evidence of carcinogenicity. There was also no mutagenic
esponse in vitro or in vivo In mammalian cell assays or in vitro in bacteria. No evidence of impaired fertility was
observed in a study performed in male and female rats at oral dosages of up to 100 mg/kg/day

Category E Reproduction studies have been conducted in mice, rats, and rabbits. Administration of doses ranging
from five to ten times greater (on a mo/kg basis) than the daily recommended therapeutic dose has resulted in
embryo and fetal lethality. These doses, in some studies, have been reported to cause skeletal abnormalities. In

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the p ofat ]
ventricular pacemaker, (2) patients with second- or third-degree AV block except in the presence of a functioning
ventricular pacemaker, (3) patients with hygotsnsinn (less than 90 mm Hg systalic), (4) patients who have demon-
strated hypersensitivity to the drug, and (5) patients with acute myocardial infarction and pulmonary congestion
documented by x-ray on admission.
WARNINGS
1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without significantly prolonging sinus
node recovery time, except in patients with sick sinus syndrome. This effect may rarayerasult in abnormally
slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-degree AV black (13 of
3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or dipitalis may result in additive
gffects on cardiac conduction. A patient with Pri I's angina developed penpds of asystole (2 1o 5
seconds) after a single dose of 60 mg of diltiazem
2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect in jsolated animal tissue prepara-
tions, hemodynamic studies in humans with normal ventricular function have not shown a reduction in cardiac
Index nor consistent negative effects on 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 tongestive heart failure has
been reported in patients with preexisting impairment of jcular function. Experi with the use of
CARDIZEM (diltiazem hydrochlaride) in combination with beta-blockers in patients with impaired ventricular
function is limited. Caution should be exercised when using this combination.
. Hypotension. Decreases in biood pressure associated with CARDIZEM therapy may occasionally result in
symptomatic hypotension.
. Acule Hepatic Injury. Mild elevations of transaminases with and without concomitant elevation in alkaline
phosphatase and bilirubin have been observed In clinical studies, Such elevations we[e u§ually tl:ansignl and

i

the per | studies, there was an Increased incidence of stillbirths at doses of 20 times the human dose
or greater,

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

Eiltiazern Is excrated in human milk. Dn_e report suggests that concanlralions In nrea_s! milk may approxi-
mate serum levels. If use of CARDIZEM is deemed essential, an alternative method of infant teeding should
be instituted,

Salety and effectiveness in children have not been eslablished.

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 been excluded

rom these studies.

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

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

comparison.

frequently resolved even with continued diltiazem t. In rare g in
enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and other ﬁhenumena consistent with acute hepatic
Injury have been noted. These reactions tended to occur early after therapy initiation (1 to 8 weeks) and have
bean reversible upon discontinuation of drug therapy, The relationship to CARDIZE|
cases, but probable in somea. (See PRECAUTIONS.)

PRECAUTIONS
General

CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the fiver and excreted by the kidneys and in
bile. As with any drug given over ﬁolnﬂgad 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 producs toxicity, high doses of diltiazem were
associated with hepatic damage. In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats
were agsociated with histalogical changes in the liver which were reversible when the drug was discentinued. In
dogs, doses of 20 mg/kg were also associated with hepatic changes, however, these changes were reversible with
continued dosing

Dermatological events (see ADVERSE REACTIONS section) may be transient and may disappear despite continued
use of CARDIZEM. However, skin eruptions progressing to erythema multif and/or exfoli i is have
also been infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued.

Is uncertain in some

Drug Inleractions

Du to the potential for additive effects, caution and careful titration are warranted In patients receiving CARDIZEM
concomitantly with other agents known to affect cardiac contractility and/or conduction. (See WARNINGS.)
Pharmacologic studies indicate that there may be additive effects Iagmdonq}nq AV conduction when using beta-
blockers or digitalis concomitantly with CARDIZEM. (See WARNIN L

As with all drugs, care should be exercised when treating patients with multiple medications. CARDIZEM under-
goes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration of CARDIZEM with other
agents which follow the same route of biotransformation may resuft in the competitive inhibition of metabolism.
Espec'mllr' in gatients with renal andfor hepatic impairment, dosages of similarly metabolized drugs, particular]
those of low therapeutic ratio, may require adjustment when starting or stopping concemitantly administered dilti-
azem to maintain optimum therapeutic blood levels

Bela-blockers. Controlled and uncontrofled domestic studies suggest thal 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 hydrochloride) concomitantly with propranalol in five normal volunteers
resulted in increased propranolol levels in all subjects and bioavailability of propranclol was increased approxi-
mately 50%. In vitro, propranclol appears fo be displaced from its binding sites by diltiazem. If combination
therapy is initiated or withdrawn In conjunction with propranalol, an adjustment in the propranclol dose may be
warranted. (See WARNINGS.)

Cimetidine. A study in six healthg volunteers has shown a sﬁni‘ﬁcam increase in peak diitiazem plasma levels
(58%) and arga-under-the-curve (53%) after a 1-week course of cimetidine at 1200 ma per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetiding'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 carefully monitored for a change
in pharmacological effect when initiating and discontinuing therapy with cimetidine. An adjustment in the diltiazem
dose may be warranted.

Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased flasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin levels in 12 patients with coronary

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hyperlension Trials Combined

Cardizem CD Placebo
Adverse Reactions [n=B0T) (n=301)
Headache 54% 5.0%
Dizzi 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 28% 1.3%
ECG Abnarmality 1.6% 23%
Asthenia 18% | 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets, and CARDIZEM SR capsules Involving over
3200 patients, the most common events (ie, greater than 1%) were edema 8«1.6%), headache (4.6%), dizziness
[S.E%}hiis:h;;l:a (2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%),
and rash (1.2%

In addition, the "ollowmn gvents were reported infrequently (less than 1%) in angina or hypertension trials:
Cardiovascular: Angina, arrhythmia, AV block (second- or third-degree), bundle branch block, congestive heart
failure, ECG abnormalities, hypotension, palpitations, syncope, tachycardia, ventricular extrasystol

Nervous System: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia, nervous-
ness, paresthesia, personality change, somnolence, tinnitus, tremor

Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia, mild elevations of SGOT,
SGPT, LDH, and alkalina phosphatase (see hepatic warnings), thirst, vomiting, weight increase

Dermalological: Petechiae, photosensitivity, pruritus, urticana _ o

Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye |rritation, hyperglycemia, hyperuricemia, Impotence,
muscle cramps, nasal congestion, nocturia, rticular pain, polyuria, sexual difficulties

The following pnmmalkutinF avents have been reported infrequently in patients receiving CARDIZEM: alopecia,
erythema multiforme, extoliative dermatitis, extrapyramidal symptoms, gingival hyperplasia, hemalytic anemia,
increased bleeding time, leukopenia, purpura, retinopathy, and thrambocytopenia. In addition, events such as
myocardial infarction have been observed which are not readily distinguishable from the natural history of the
digease in these patients. A number of well-documented cases of generalized rash, characterized as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause anad effect relationship between these events and
CARDIZEM therapy is yel to be established.

Prescribing Information as of April 1993

Marion Merrell Dow Inc.
Kansas City, M0 64114

cedb(483a

artery disease. Since there have been confiicting results regarding the effect of digoxin levels, it is
that digoxin levels be monitored when initialmg. adjusting, and discontinuing CARDIZEM therapy to avoid possible
over- or under-digitalization, (See WARNINGS.)

Anesthelics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular dilation
associated with anesthetics may be potentialed by calcium channel blockers. When used concomitantly,
anesthetics and calcium blockers should be titrated carefully.

Cyclosporine. A pharmacokinetic Interaction between diltiazem and cyclosporing has been observed duning studies
involving renal and cardiac transplant patients. In renal and cardiac transplant recipients, a reduction of
cyclosporing dose ranging from 15% to 48% was necessary to maintain cyclosporing trough concentrations similar
to those seen prior to the addition of diltiazem. If these agents are 1o be administered concurrently, cyclosporine
concentrations should be monitored, especially when diltiazem therapy is initiated, adjusted, or discontinued.

The effect of cyclosporing on diltiazem plasma tions has not been evaluated

Carbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported to result in
elevated serum levels of carbamazepine (40% to 72% increase), resulting in toxicity in some cases. Patients

CVM94021201

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

MARION MERRELL DOW INC.
u ] A
KANSAS CITY. MO
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American Medical Association,
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receive eight evaluations and ten
Technology News newsletters each
year. Each issue features coverage
of health policy and clinical issues
related to technology assessment
and outcomes research. You'll also
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For a complimentary review
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Once-A-Day

AdalatCC

TEND

@ | ] X ED
hifedipine:isy:s:
TABLETS

30mg,60mg &90mg

Real Value for Real People
with Hypertension

Im

L3 L3

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

g *Not indicated for angina. Take on an empty stomach. Careful
* Convenient, well-tolerated therapy titration may be necessary when switching between Procafrdia XL*
i d Adalat* CC. Procardia XL is a registered trad k

* Peripheral edema and headache were the S L ibs Dot oo pi PR FRCrel NP O
most common qose'related ad‘{erse f_:ve_nts tCalculations based on suggested Average Wholesale Price (AWP).
I‘CpOI’thj: flu shmg/‘heat sensation, dizziness, Please see brief summary of Prescribing Information
and fatigue/asthenia were all reported at an on back of this page.

incidence of 4%

Residence............... g
Pretreatment BP.....170/104
Marital Status......... widowed
Health Ins...............

“Save up to $217'a year?
That's Sunday clothes for the grandkids.’




Once-A-Day

AdalatCGC
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nifedipine:

30mg,60mg &90mg

Y
CONSULT ramgﬁﬁsig F RRFI.I'LI PRESCRIBING
INFORMATION

For Oral Use

PI1007448% 5/93
INDICATION AND USAGE: ADALAT (C is indicated for the Ireatment of hrperlan-
sion. It may be used alane or in with other ogents
CONTRAINDICATIONS: Known Prmurumhviw fo nlf«ﬁun. ‘
WARNINGS: Excessive Hypotension: Although in most patients 1 tensive
effect of mldmnm&ﬂuﬂuﬂilﬂaﬁumlwﬁ”xbﬂ hed excessive
ond poorly tolerated hypotemsion. These respomses mniy occurred during inifiol
titration o ot the fime of sub il i ond may be more
likely in potients using mmﬂlom h»mm

e msion increased fluid volume requirements have been reported in

patients wha received |mednnrdaou(mhslmmmhnbmﬂorkm t
ond coconary artery byposs surgery dose fenta
ioﬂlahlmmmﬁh;dmhﬂ appears lo e 1o the ¢ mmnf

il and o beto-blocker, bt the hat it may occur with nifedipine alone,
with low doses of fentonyl, in other surgical procedures, or with other nareofic anal-
gesics connot be ruled out. In nifedipine-freat-
ed patients where surgery using high dose
fentanyl anesthesia is confemplated, the
ion be aware of these polentiol
problems and, if the patient's condifion per-
rnm sufficient fime (of least 36 hours) thwh'
Fn( nifedipine 1o be washed out of

Increased ‘.lgil.l‘.:'lld/ﬂ Myocardial
Infarction: Rorely, pofients, porficularly
who have severe obsirudive u'leq' disease, have developed well docu-
mented increased frequency, durotion ond/or severity ofmnruullrrw.urdnl
inforcfion upon uunsg nifedipine or o1 the fime of dosoge increase. The mechanism

rlus Hect is nat

- : b Haml.hmdmlmmu #mhr il i hnmnr 1o
h is ol ini X
R ey A o b T ot Dt i, s

Start with*

Titrate, if necessary*

DED
E ASE
LE T S

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

I fedipine has been used sofel tients with renal nd hars
hmﬂd Igmr:m 0 beneficial :ﬁadrmmmﬁmﬂw o ooses, n:rl mwmmrs&wlzn\u:lnm in

BUN and serum creatinine have been reparted in patients with pre-existing chronic
rmnl Ins relationship 1o nifedipine therapy is uncertain in most coses

Dur‘lm«wﬁns: Beto-odrenergic blocking : (See WARNINGS).
T CC wos well oleroted when odministered in combination with o beta blocker in
87 hypertensive patients in o plocebo-controlled clinical friol. However, there have

Body s o Whole/Systemic: ches! poin, leg poin Central Nervous System:

oresthesio, verfigo Dermatologic: rash Gastrointestingl: tonstipation
h lu cromps R cspilmr epistaxis, rhinifis Urogenital: impo-
lence, unmlrequunq
Uﬂmudvmmnlmpamduihmmdumulkmhml 0% were:
Mun?ﬁ*{&slﬁcuﬂ:ﬁn dnih,’lnmlsdam neck pain, pelvic pain,

, cordioc arrest, wxirosysiole,
j’“"’“"‘ phlebits, postural

hypotensian, Imhy(u tutaneous ang-

hw |Hu¢fmrcpurlssugguﬁnpllui:h( mlmm‘uuipunnd Mervous System: onk eased libido,
hh—ndreneqlh ing drugs may increase the likelibood of congestive heart faiure hyperlonm insomnio, m:mnknzgug:mz'sl':?o iz proritus, d:r::::;
severe hypotension, ar ex tion of angina in patients with n, diarrhea, dry ’ﬁpvml uoplwlm lh'l
mﬂnm there have been lenlod repors of patients with elevoted digoxin levels,  lence, inal h wmullag Hematol

s

possible interaction between digoxin and ADALAT CC, it s
deﬂkukhmﬂmﬂﬁmmd&uﬂmw discontinuing ADALAT

lolnhk qul weight Im Musculoskeletel: urﬂlrnriln arthritis, myolgio
Senses: obnor-

(1o avaid possible over- o under-digi

Coumorin Anficoogulants: There have hun m r:;frls of incregsed prothrombin time  kidney coleubus,

in patients loking mmm mmnn ants 1o whom nifedipine wos administered.
However, the nifedipine therapy is uncertain,

Quinidine: There hm rare reports JM mlemlmn between quinidine and
nifediping (with o decreased plosma level of quinidi

Real People, Real Needs, Real Value

Gimeidine: Both the peak plasma level of nifedipine ond the AUC may increase in the
presence of cimetidine. Ranitidine produces smaller non-significant increases. This effect

of of cmelidine may be mediated by its known inhibition of hepatic cytachrome P-450

the enzyme system probably respansible for the first-pass metabalism of i it
rlluipme lh:wr i mlhalad in @ potient nmmilr Iu':rm";c:mﬁm t:m?lm

of Fertility: Nifedipine wos odminis-

with increcsed angina, probably related 1o increased sensifivity 1o catecholomines.
Iniiation of nifedipine treatment will nol prevent this occurrence ond on occasion hos
'F.:,..’.?"“ﬁ".:“::;m iy, et (suoly whe reciving s beo bocke)
@ orely, pa receliving o

have developed heart after beginning lilidl ‘|'I|Iﬂn !w
mmyhulgmmml: Inrmiunmnr,mhminﬁng:ﬂmul nifedigine would

be expected 1o be of less benefit to these pafients, owing to their fixed impedance o
Tlow otross the orfic valve.

PRECAUTIONS: General sion: Becouse nil decrease |
voscular resistance, coreful mumuﬂﬂmui blood wma mlhe w'ﬂm:
tion and I||r||hu"|vr ADALAT CC is suggested. Close recommend-

#&Lnlil g taking mdicmﬂulmimmluhm pressure (See
Edema: Mild to moderote edema occurs in o dese-dependent

m:'b?:g%%(—m“&mwﬂm rate nﬂumhnww
mumnﬁmmhwmmwmmﬁﬂm&wmmﬁm
heart foilure, core Mhﬂtﬂhdﬁu

mwmnpwf-mledmn rom the effects of increasing hh ventriculor
Patients: ADALAT (C is on extended release foblet dnuld be
swallowed whole and taken on on empty stomach. It shauld not be odministered with
food. Do not chew, divide or crush tablets.

Laboratory Tests: Rore, usually transieni, but occosionally significant elevations of
enzymes such os alkaline phosphatose, U"( LDH, SBDT and hm been noled.
The relationship 1o nifedipine therapy is uncertain in mos! coses, but probable in some.
These laboratary obnormalities have rarely been associoted with er!m(nl ploms;

however, cholestosis with or without joundice has been reported. A small increase
{<5%) in meon olkoline wos nofed in s treated with ADALAT (C_ This
wars o0 outside the normol

in pofients
Medhinq'mdhmhmﬁdndm-hhfel
range. Rore i hepaiites have been reported with nif Ireatment
Emmimlodm ADALAT CC did not adversely affect serum uric ocid, glucose, che-
ol or
Nifedipine Hte other colium :hum\d blndtm. demm phlelal mnq-nm i vitro.
Limited clinical studies hove d nificant
decrease in plotelet aggregation and lwm in hhulin |m in some naadlpm
patients. This & ht 10 be o function of inhibition of mlrmmm
mebi memhrm dlinicol significonce for these findings hos been dumnslrmd
ifive direct Coombs’ test with or without hemalytic anemia has been reported but o
tousal relationship between rifedipine odministrotion ond positivity of this laboratory
test, including hemolysis, could not be determined.

© March 1994, Miles Inc., Pharmaceutical Division

mdmimmlsfm dyﬂnwmmﬁmhh(wnmm&mgwmm
rats prior 1o moding, nil wme coused reduced fertility ot o dose approximately 30
mhmmmmnmme n dose. Ji vive mutagenicity shudies were neg-

C In rodents, rabbits ond nifs
mluwerm“ H\l:ﬂman undm&mmnwl el’f?lsw:ﬁd
m1 stunted fetuses (rots, mice ond nﬂm] digitol u;mijes :mh mf robbis), rib

H:utﬂﬂhndmﬁ!, p|npru finnitus l.knglllli/lqndldm
pocturia, gemen
ﬂlefalhm odverse events have reported in patients given nifedipine in
oﬂm formu fions: ulergemt Inpulms dopoumm. urlhuln with mf [+,
ever, gingival hyperplosia, gyneco-
masfia, levkopenia, mood changes, muscle e nervousness, ome,
purpuro, shokiness, sleep disturbances, syn-
tope, toste pemrmrl thrombacylopenia,
transient blindness of the peak plasma level,
tremor and urficaria.
DOSAGE AND ADMINISTRATION:
odjusted ot fo each
Rmunl s nm{s It is rmmmn ed that
odministered orolly once
on an amplr stomach. ADALAT CC is an
extended release dmge form ond toblets

mal ¥ rlmn, :

should be swallowed whole, not bitten or divided. In general, fitration should proceed
wun?li@wimwuﬂwwmadﬂy Upward fitrafion should be
utic efficacy ond wsuol mointenonce dose is 30 mg to 60
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“My medicine helps,
but I still can t function fully at my job...

I've just learned to live with it.”
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DO YOU I(NOW

WHAT YOUR
MIGRAINE PATIENTS
THINK ABOUT THEIR
CURRENT TREATMENT?




IMORE OF YOUR PATIENTS MAY

The most frequent
associated with IMIT%EX are injection-site reacfions
(59%), atypical sensations (e.g., tingling, warm/
hot sensation) (42%), and dizziness/vertigo (12%).
IMITREX is contraindicated in patients with ischemic
heart disease, sympioms or signs consistent with
ischemic heart disease, or Prinzmetal's angina

reported adverse events

because of the potential to cause coronary
vasospasm. IMITREX is contraindicated in patients

Because it
works fast.!

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, Wendt JK, Kirchner JR, Sargent JD, Rothrock JF,

Skaggs H Jr. Treatment! of acute migraine with subcutaneous sumatriptan.
JAMA, June 1991;265:2831-2835.



BENEFIT FROM IMITREX

Because it is
nonsedating.

Because it
works well.!
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“\N MIGRAINE RELIEF
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Please consult Brief Summary of Prescribing Information on last page of this advertisement




. BRIEF SUMMARY
Imitrex°®(sumatriptan succinate) Injection

For Subeutaneous 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

of h

leqic or

basilar migraine (see WARNINGS).

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

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemic heart disease (angina
pectoris, history of myocardial infarction, or documented silent
ischemia} or to patients with Prinzmetal’s angina. Also, patients with
symptoms or Signs consistent with ischemic heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise to
increases in hlood pressure (usuaily small), it should not be given to
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: |mitrex® Injection should 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 Injectian in the physician’s office to patients in whom
unrecognized coronary disease is comparatively likely (postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). if symptoms consistent with angina occur,
electrocardiographic (ECG) evaluation should be carried out to look
for ischemic changes.

Sumatriptan may cause coronary vasospasm in patients with a
history of coronary artery disease, who are known to be more
susceptible than others to coronary artery vasospasm, and, rarely, in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlled trials who sustained 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 fibriflation,
ventricular tachycardia; myocardial infarction; and marked ischemic ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more frequent, reports of chest and arm discomfort
thought to represent angina pectoris.

Use in Women of Childbearing Potential: (sce PRECAUTIONS)
PRECAUTIONS:

General: Chest, jaw, or neck tighiness 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 diagnosed as migraineurs and in migraineurs
who present with atypical symptoms, care should be taken to exclude
other potentially serious neurological conditions. There have been rare
reports where patients received sumatriptan for severe headaches that
were subsequently shown to have been secondary to an evelving
neurological lesion (cerebrovascular accident, subarachnoid
hemorrhage). [n this regard, it should be noted that migraineurs may
be at increased risk of certain cerebrovascular events (e.g.,
cerebrovascular accident, transient ischemic attack).

Although written instructions are supplied with the auleinjecter,
patients who are advised to seif-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care professional prior to doing so for the first time.
Information for Patients: See PATIENT INFORMATICN at the end of
the product package insert for the text of the separate leaflet provided
for patients.

times this concentration at the high dose. There was no evidence of an Percent of Patients Reporting
increase in tumors considered to be related to sumatriptan administration. Tmitrex Injection
In a 78-week study in which mice received sumatriptan 6mg SC Placebo
continuously in drinking water, there was no evidence for an increase Adverse Event Type n=547 n=370
in tumors considered to be related to sumatriptan administration. Ear_nose. and throal
That study, however, did not use the maximum tolerated dose ! . 33 05
and therefore did not fully explore the carcinogenic potential of Throat discomfort - -
Imitrex® (sumatriptan succinate) Injection in the mouse. Discomfort: nasal cavity/sinuses 22 03
A Segment | rat fertility study by the subcutaneous route has shown Eye
no evidence of impaired fertility. Vision alterations 11 0.0
Pregnancy: Pregnancy Category €: Sumatriptan has been shown to Gastrointestinal
be embryolethal in rabbits when given in daily doses producing plasma Abdominal discomfort 13 08
levels 3-fold higher than those attained following a 6-mg subcutaneous N ' .
injection (i.g., rec ded dose) to h There is no evidence Dysphagia 11 00
that establishes that sumatriptan is a human teratogen; however, there Injection site reaction 587 238
are no adequate and weli-controlled studies in pregnant women. Miscellaneous
Imitrex Injection should be used during pregnancy only if the potential Jaw discomfort 18 00
benefit iusliﬁgs the potemial rislf to the fetus. . - . Mouth and teeth
Shtljralgsbseesosans?d;msd-mformallon, the following additional findings Discomfort of mouthvtongue 49 45
Embryolethality: When given intravenously to pregnant rabbits daily Musculoskeletal
throughout the period of organogenesis, sumatriptan Weakness 49 03
caused embryolethality at doses at or close to those producing maternal Neck pain/stiffness 48 05
toxicity. The mechanism of the embryolethality is not known. At these Myalgia 18 05
doses, peak concentrations of drug i in plasma were more than 3- foid Muscle cramp(s) 11 0.0
higher than the range observed in h after the recc cramp ) :
subcutaneous dose of 6 mg. Neurological
The intravenous administration of sumatriptan to pregnant rats Diziness/vertigo 19 43
throughout organogenesis at doses producing plasma n: Drowsiness/sedation 27 22
more than 50 times those seen after the rt ded sub Headach 22 03
human dose did not cause embryolethality. In a study of pregnant rats Anxiety 11 05
given subcutaneous sumatriptan daily prior to and throughout © . 1'1 0‘3
. there was no evidence of i d embryoffetal lethality. Malaise/fatigue : :
Temmgemcny Term fetuses from Dutch Stride rabbits treated during | Skin
organogenesis with oral sumatriptan exhibited an increased incidence of Sweating 16 11

cervicothoracic vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities is not known.
In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.
Studies in rats and rabbits evaluating the teratogenic potential of
sumatriptan administered subcutaneously only during organogenesis
{standard Segment |l studies) have not been performed.
Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, caution shouid be exercised when
considering the administration of imitrex Injection to a nursing woman.
Pediatric Use: Safety and effecti of imitrex Inj in children

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.
Funhermore variability assaciated with reporting requirements, the
gy used to adverse events, etc., limit the value of the

have not been established.
Use in the Elderty: The safety and eff of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex (njection in the
elderly is similar to that seen in younger adufts. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with (mitrex 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/cr life-thr

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
1or specmc adverse evem occurrences are defined as foilows:

quency estimated as falling between 1/1,000
and 1/100 “rare,” a frequency Iess than 1/1,000.

Cardiovascular: (nfrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient ECG changes (nonspecific ST or T wave changes,
prolongatnon of PR or QTc intervals, sinus arrhythmia, nonsustained

arrhythmias, including atrial fibrillation, ventricular fibrillation, icul
tachycardia; myocardial infarction; and marked ischemic ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest di fort that ap d to rep! angina pectoris.

Other untoward clinical events associated with the use of

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

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

Incidence in Controlled Clinical Trials: The following Table lists
adverse events that occurred in two large US, Phase lil, 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 included in Table.
Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Controlled Clinical Trials:
Events Reported by at Least 1% of Imitrex Injection Patients

e beats, isolated junctional ectopic beats, atrial
ectopic beats delayed activation of the right icle), and

Rare were pallor, arrhythmia, abnormal pulse, vasodllatatlon and
Raynaud’s syndrome.

Endocrine and Metabolic: \nfrequent was thirst. Rare were
polydipsia and dehydration.

Eye: Infrequent Was | irritation of the eye.

Gastrointestinal: | were ga: phageal reflux, diarrhea,
and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: \nfrequent 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.

Neurological: Infrequent were mental confusmn euphona, agnahon
relaxation, chills, sensation of lig| tremor 9,
of taste, prickling i
headaches, facial pain, photophobla and lacrimation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simuttaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

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

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

Laboratory Tests: No specific laboratory tests are r ded for
monitoring patients prior to and/or after treatment with Imitrex In|ecuon.
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/Laberatory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose refated, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100

IMX454R1

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

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 9.2
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 75 03
Feeling of heaviness 7.3 11
Pressure sensation 71 16
Feeling of tightness 5.1 0.3
Numbness 46 22
Feeling strange 22 0.3
Tight feeling in head 22 03
Cold sensation 1.1 05
Cardiovascular
Flushing 6.6 24
Chest discomfort 45 14
Tightness in chest 2.7 05
Pressure in chest 1.8 03

Printed in USA

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

Postmarketing Experience: Frequency and causaiity for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal’s angina,
myocardlal lnfarctlon acute renal failure, seizure, cerebrovascular
hnoid hemorrhage, and arrhythmias (atrial
flbnllatlon ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex {njection 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/or
physialogic response ordinarily associated with drugs that have an

established potential for abuse. CERENEX_
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Calan® SR (verapamil hydrochloride)

BRIEF SUMMARY
Severe LV dysfunction (see Wamings),
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Delivered to you ten times a year, it contains information T o
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This drug should be used during preg:
in pregnant women.

] iC1 ooy ik Emmﬁ\gmuvmasm:m
Medical Staff and Physician | o,
Organization Legal ey e G s s (L0 170,

. . . S prea {1.4%), : HR < 50/min (1.4%), AV block:
Advisor Subscription B R ) e (24 R
Order #: NR635093LS T iy e o o
AMA Member price: $199/one year === ship is uncertain: angina pectoris, atrioventricular dissociaton,

$385/two year : CHREL P, Claa ok gl
; purpura (vasculitis), syncope, diarrhea, dry mouth, gastrointes-
Nonmember price:  $399/one year s W tinal dma.ss.ﬂ_ m hyperplasia, ecchymosis or mm;r
$718/iwo : gk ha
e e, someclnce, Yo and rash, hai oss,

American Medical Association

113192 = P91CAT196V
Physicians dedicated to the health of America ¢

Address medical inquiries 1o

G.D. Searle & Co.

Medical & Scientific
Information

4901 Searle Parkway

Skokie. IL 60077

Box 5110
M‘.E E.l‘u:q;l; i sossos110  CI4CA9530T



For the Management of
Mild to Moderate Hypertension

ONCE-DAILY
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SUSTAINED-RELEASE CAPLETS i

Excellence Bulilt On Basics

The recommended starting dosage for Calan SR Is 180 mg once daily. Dose titration will be required in some patients to achleve blood pressure control. A lower starting dosage
of 120 mg/day may be warranted in some patients (eg, the elderly, patients of small stature). Dosages above 240 mg 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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