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ZIAC controls mild-to-moderate hypertension
in up to 80% of patients™

ZIAC controls blood pressure for a full 24 hours
for true once-a-day dosing’

ZIAC minimizes traditional beta-blocker- and
HCTZ-associated metabolic effects (hyﬁokalemla, ¢
hyperuricemia, hypercholesterolemia, hyperglycemia)’

*The two most common side effects — dizziness and fatigue — occurred at rates
comparable to placebo.
tClinical trial response rates were: 2.5 mg—61%; 5 mg—73%; 10 mg—80%.
ZIAC is contraindicated in patients in cardiogenic shock, overt cardiac failure
(see WARNINGS section of full Prescrlblng Informatlon), second- or third-
i

%ree AV block, marked sinus bradycardia, anuria, and hypersensitivity to
either component of this product or to other sulfonamide-derived drugs.

Please see Brief Summary of Prescribing Information on adjacent page.
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First-line therapy option

ZIAC

(bisoprolol fumara te-hydrochlorothiazide)
25,5, & 10 mg Tablets with 6.25 mg HCTZ




First-line therapy option

ZiAC

{bisoprolo! fumarate-hydrochiorothiazide)
25, 5, & 10 mg Tablets with 6.25 mg HCTZ
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Briof Summary
ZIAC™ (Bisoprofol Fumarate and Hydrochiorothiazide) Tabiets
FOR FULL PRESCRIBING INFORMATION, PLEASE CONSULT PACKAGE INSERT.

DESCRIPYION

ZIAG (bisoprolol fumarate and hydrochlorothiazide) is indicated for the treatment of hypertension. It combines
two antihypertensive agents in a once-dail dosaﬂp: a synthetic befa,-selective (cardioselactive) adrenoceptor
blocking agent (bisoprolo! fumarate) and a benzothiadiazine diuretic (Rydrochlorothiazide).

CLINICAL PHARMACOLOGY

At doses = 20 mg bisoprolol fumarate inhiblts beta,-adrenoreceptors located in bronchial and vascular muscu-
lature, To retain relative selectivity, it is important to use the lowest effective dose.

CONTRAINDICATIONS

Cardiogenic shock, overt cardiac faflure (sec WARNINGS), second or third degree AV block, marked sinus
'l;radycar ia, anuria, and hypersensitivity to either component of this product or to other sulfonamide-derived
rugs.

WARNINGS

Cardiac Failure: Beta-blockin%aqents should be avoided in patients with overt congestive failure.
Patients Without a History of Cardiac Faliure: Continued depression of the myacardium with beta-blockers can
preci&ltat% cardiac failure. At the first signs or symptoms of heart failure, discontinuation of ZIAC should be
considered.
Abrupt Cassation of Therapy: Abrupt cessation of beta-blockers should be avoided. Even in patients without overt
coronary artery disease, it may be advisable to taper tharap{ with ZIAC over approximately 1 week with the patient
rnd(:r‘:araful o?servation. If withdrawal symptoms occur, heta-blacking agent therapy should be reinstituted, at
sast temporarily. o . )
derlpherll Vascular Disease: Beta-blockers should be used with caution in patients with peripheral vascular
isease.
Bronchospastic Disease; PATIENTS WITH BRONCHOSPASTIC PULMONARY DISEASE SHOULD, IN GENERAL,
NOT RECEIVE BETA-BLOCKERS. ,
Anosthesia and Major Surgery: If used perioperatively, particular care should be taken when anesthetic agents
that deprass myocardial function, such as ether, cyclopropans, and trichioroethylene, are used. .
Diabetes and {poulycomh: Beta-blockers may mask some of the manifsstations of hypoglycemia, particularly
tachycardia, Patients subject fo spontaneous hypoglycomia, or diabetic patients receiving insulin or oral hypogly-
camic agents, should be cautioned. Also, latent diabetes mellitus may become manifest and diabetic patients
iven thiazides may require adjustment of their insulin dose. . )
otoxicosls: Beta-adrenergic blockade may mask clinical signs of hyperthyroidism, Abrupt withdrawal of beta-
I::gckade may be followed by an exacerbation of the symptoms of kyperthyroidism or may precipitate thyroid
m,
Renat Disease: Cumulative effects of the thiazides may develop in patients with impaired renal function. In such
patients, thiazides may precypitate azotemia. In subjects with creatinine clearance less than 40 mL/min, the
Iasma haif-iife of bisoprolol fumarate is increased up to threefold, as compared to healthy subjects,
p illullt: Disease: ZIAC should he used with caution in patients with impairad hepatic function or progressive liver
isease.

PRECAUTIONS

General: Elgetrolyle and Fluid Balance Status: Periodic determination of serum electrolytes should be performed,
and patients should be observed for signs of fluid or slectrolyte disturbances. Thiazides have been shown to
increase the urinary excretion of magnesium; this may result in hgpqmagnsserr,u.a. Hypokalemia may develop.
Hyookalemia and hypomagnesemia can provoke ventricular arrhythmias or sensitize or exaggerate the response
of the heart 1o the toxic effects of digitalis. Dilutional hyponatremia may occur in edematous patients in hot
weather, appropriate therapy is water restriction rather than salt administration, exceptin rare instances when the
hyponatremia is life-threatening. In actual salt depletion, appropriate replacement is the therapy of choice.
rathyrold Disease: Calcium excretion is decreased by thiazides, and pathologic changessn the parathyroid
ands, with hypercalcemia and hypophosphatemia, hiave been observed in a few patients on pro!on?ad thiazide
erapy. Hyparuricernfa: Hyperuricemia or acute gout may be Tg ecipitated in certain patients racelving thiazide
diuretics. Bisoprolol fumarate, alone or in combination with HCTZ, has been associated with increases in uric acid,
Drug inferactions; ZIAC may potsntiate the action of other antih{spertenslve agents used concomitantly. ZIAC
should not be combined with other beta-blocking agents. In patients receiving concurrent therap‘ with clonidine,
g'thqlrj?py is to be discontinued, it i suggested that ZIAC be discontinuad for several days before the withdrawal of
lonidine.

2IAC should be used with caution when myocardial depressants or inhibitors of AV conduction or anti-
arrgylhmlc agents are used concurrently, i

Soprolof Fumarate: Concurrent use of rifampin increases the metabolic clearance of bisoprolol fumarate,
shortening its elimination half-life. Pharmacokinetic studies document no cllnucaﬁ{ relevant interactions with
other a?eme given concomltantli, Including thiazide diurstics, digoxin and cimetidine. There was no effect of
bigaprolol fumarate on prothrombin times in patients on stabls doses of warfarin.

hile taking beta-blockers, dpatien\s with a history of severe anaphylactic reaction may be more reactive to
rapeated challenge, either accidental, diagnostic, or therapautic and may be unresponsive to the usual doses of
épinephring used to traataﬂer?ic reactions. )

Hydrechlorothiazide: The following drugs may interact with thiazide diuretics. Afcohol, barbiturates, or narcot-
lcs~potentiation of orthostatic hypotension may occur, Dosage adjustment of the antidiabatic drugs (oral agents
and insulin} may be required. Other antihypertensive drugs-additive effect or patentiation. Chalestyramine and
colestipol resms-single doses of cholestyramine and colestipol resins bind the hydrochlorothiazide and reduce its
absorption in the gastrointestinal tract by u&to 85 and 43 parcent, respectively. Corticosteroids, ACTH-intensi-
fied slectralyts dapletion, particularly hypokalemia. Passible decreased respanse to pressor amines but not suf-
ficientto praclude their use. Possible increased responsiveness to muscle ralaxants, nondppolarlzmg. Generally,
lithium should not be given with diuretics. Diuretic agents reduce the ranal clearance of lithium and add a high risk
of lithium toxicity. The administration of a nonsteraidai anti-inflammatary agent can reduce the divratic,
natriuretic, and antihypertensive effects of loop, potassium-sparing and thiazide diuretics. .

In patients raceiving thiazides, sensitivity reactions may occur with or without a history of allergy or bronchial
asthma, Photasensitivity reactions and passible exacerbation or activation of szsremtc lupus erythematosus have
been reported in patients receiving thiazides. The antihypertansive effects of thiazides may be enhanced in the
Egst-sympathactomy patient. '

ory Test Interactions: Based on reports involving thiazides, ZIAC may decrease serum levels of protain-
bound iodine without signs of thyroid disturbanca. Because it includes a thiazide, ZIAC should bs discontinued
befors carrying out tests for parathyroid function (see PRECAUTIONS-Parathyrold Dissase).

ADVERSE REACTIONS

ZIAC: Bisoprolol fumarate/HB. 25 mg is wal tolerated in most patients. Most adverse effacts (AEs) have been mild
and transient. In mora than 65,000 patients treated worldwide with bisoprolol fumarate, occurrences of broncho-
spasm have baen rare. Discontinuation rates for AES were similar for B/H6.25 mg and placebo-treated patients.
In the United States, 252 patients received bisoprolo! fumarate (2.5, 5, 10, or 40 mg)/HB.25 mg and 144
atients received placebo in two controlled trials. In Study 1, bisoprolo] fumarate 5/H6. 25 mg was administered
r 4 weeks. In Study 2, bisoprolo| fumarats 2.5, 10 or 40);H6.25 mg was administerad for 12 weeks. All adverse
experiences, whether drug-related or not, and drug-related adverse experiences in patients treated with
B2.5-10/H6.25 maq' reported during comparable, 4 wesk treatment periods by at least 2% of bssofrolql fumarate/
H6.25 mg-treated patients (plus additional selected adverse experiences) are presented in the following table:

ZIAC™ (Bisoprolol Fumerate and Hydrochlorothiazide) Tablets
% of Patients with Adverse Experlences*

Body System/ Drug-related
w All Adverse Experiences Adverse Experiences
Placedo’ B2.5-40/H6.25' Placebo B2.5-10M6.25"
(n=144) {n=252) (n= 144} (n=221)
% % % %

Cardiovascular

bradycardia 0.7 1.1 0.7 09

arrhythmia 1.4 04 0.0 0.0

peripheral ischemia 0.9 0.7 09 0.4

chest pain 0.7 1.8 6.7 0.8
Respiratory

bronchospasm 0.0 0.0 0.0 0.0

cough 1.0 2.2 0.7 1.5

rhinitis 2.0 0.7 0.7 0.9

UR! 2.3 2.1 0.0 0.0
Body as a Whole .

asthenia 0.0 0.0 0.0 0.0

1ati?ua 2.7 48 1.7 3.0

peripheral edema a7 11 07 0.9
Central Nervous System

dizziness 1.8 5.1 1.8 32

headache 4.7 4.5 27 0.4
Musculoskeletal

muscle cramps 07 1.2 0.7 1.1

mnqlqila 1.4 24 0.0 0.0
Psychiatric

insomnia 2.4 1.1 2.0 1.2

somnolancs 0.7 11 0.7 0.9

loss of tibido 1.2 0.4 1.2 0.4

impotence 07 1.1 0.7 1.1
Gastrointestinal

diarrhea 1.4 43 1.2 11

nausea 0.9 1.1 0.9 0.9

dyspapsia 0.7 1.2 0.7 0.9
*Averapes adjusted to combine acrass studies.
tCombined across studies.

Other adverse experignces that have been reparted with the individual components are tisted befow.
Bisoprolol Fumarate: In clinical trials worldwide, a variety of other AEs, in addition ta those listed above, have
besn reported. While in manY cases it is not known whether a causal relatlonshw:xists hetween bisoprolol and
these AES, they are listed to alert the physician to a possible relationship. Central Nervous System: Unsteadiness,
vertigo, sgncope, paresthesta, hyperesthesia, sleep disturbance/vivid dreams, depression, anxiety/restlessness,
decreased concentration/memory. Cardiovascular Palpitations and other rhythm disturbances, cald extremities,
claudication, hygotension. orthostatic hypotension, chest pain, congestive heart failure. Gastraintestinal: Gas-
tric/epigastric/abdominal pain, peptic ulcer, gastritis, vomiting, constiﬁatlon, dry mouth. Musculoskeletal:
Arthralgia, muscle/joint pain, back/nack pain, twitching/tremor. Skin: Rash, acne, aczema, psoriasis, skin irrita-
tion, pruritus, purpura, flushing, sweating, alopecia, dermatitis, exfaliative darmatitis (very rarely). Spacial
Senses: Visual disturbances, ocular pain/pressure, abnormal lacrimation, tinnitus, decreased hearing, earache,
taste abnormalities. Metabolic: Gout. Respiratory: Asthma, bronchitis, dyspnea, harynoitis. sinusitis, Genito-
urir{ar;/‘jf Peyronie’s diseass {very rarely}, cystitis, renal calic, polyuria. Ganeral: Malaise, edema, weight gain,
angioedema,

?n addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents and

should be considared potential adverse eftects: Central Nervous System: Reversible mental depression progress-
ing t0 catatonia, halluinations, an acute reversible syndrome characterized by disorientation to time and place,
emotional fability, slightly clouded sensorium. Affargic: Fever, combined with aching and sore throat, laryngo-
spasm, and respiratory distress. Hematalogic: Aqranulo%ytosis. thrombacytopenia, Gastrointestinal; Mesenteric
arterial thrombosis and ischemic colitis. Miscellaneous: The oculomucocutanaous syndrome associated with the
beta-blocker practolol has not been reported with bisoprolol fumarate during investigational use or extensiva
faraign marketing experience. )
Hydrechiorothlazide: The following adverse experiences, in addition to those listed in the above table, have been
reported with h drochloro‘hiazlda?ganara"y with doses of 25 mg or greater). General: Weakness. Central Ner-
vous System: Vertigo, paresthesia, restlessness. Cardiovascular: Orthostatic hypotension (may be potentiated by
alcohol, barbiturates, or narcotics). Gastrointestinal: Anorexia, gastric irritation, cramping, constipation, jaun-
dice Smtrahepatic cholestatic jaundice), pancreatitis, cholecystitis, sialadenitis, dry mouth. Musculosksistal:
Muscle spasm. Hypersensitive Reactions. Purpura, photosensitivity, rash, urticaria, necrotizing angiits (vascu~
litis and cutaneous vasculitis), fever, respiratory distress inchuding pneumonitis and pulmonary edema, anaphy-
lactic reactions. Special Senses: Transient biurred vision, xanthopsia. Metabolic: Gout. Genitourinary: Sexual
dystunction, renal failure, renal dysfunction, interstitial nephritis.

LABORATORY ABNORMALITIES

2IAC: Bacause of the low dose of hydrochiorothiazide in ZIAC, adverse metabolic efects with B/HG. 25 mg are less
ireguent and of smaller magnitude than with HCTZ 25 mg. o

reatment with both beta-blockers and thiazide diuretics is associated with increases in uric acid. Mean
ingreases in serum trlol¥cendos were obssrved in patients treated with bisoprolol fumarate and hydro-
ch|orothtlaélde 6.25 mg. Total choiesterol was generally unaffected, but small decreases in HDL cholesterol
were noted.

Other laboratory abnormalities that have been reported with the individual components ars listed below.
Bisoprolol Fumarate: In clinical trials, the most frequently reported laboratory change was an increase in serum
triglyceridas, but this was not a consistent finding. )

oradic liver test abnormalities have been reported. In the U).S. controlled trials axperience with bisoprolot
fumarate treatment for 4 to 12 weeks, the incidence of concomitant elevations in SGOT and SGPT of betwaen 1102
times r}ormal was 3.9%, comparad to 2.5% for placebo. No patient had concomitant elavations greater than twice
normal.

In the long-term, uncontrolied experiance with bisoprolol fumarate treatment for 6-18 months, the incidence of
0ng or more concomitant elevations in SGOT and SGPT of between 1-2 times normal was 6.2%. The Incidence of
multipls occurrence was 1.9%. For concomitant elevations in SGOT and SGPT of greater than twice normal, the
incidence was 1.5%. The incidence of multipie occurrences was 0.3%. In many cases these slevations were
attributed to underlying disorders, or resolved during continued treatment with bisoprolot fumarate.

Other laboratory changes included small increases in uric acid, creatining, BUN, serum rotasslum, glucose,
and phosphorus and decreases in WBC and dnlatelats. There have been occasional raports of eosinaphilia. These
were generally not of clinical importance and rarely resufted in discontinuation of bisoprolol fumarate.

As with other beta-blockers, ANA conversions have also been reported on bisoprolol fumarate. About 15% ot
patients in long-term studies converted to a positive titer, although about one-third of these patients subsequently
raconverted to a negative titer while on continued therapy. '
Hydrochlorothiazide: Hyperglycemia, glycosurla, hrperurlcemla, hypokaiemia and other electrolyte imbalances
(ses PRECAUTIONS), hyperlipidemia, hypercalcemia, {sukopenia, agranulocytosis, thrombocytopenia, aplastic
anamia, and hemolytic anemia have bsen associated with HCTZ lherap¥.

See DOSAGE ARD ADMINISTRATION section in package insert for compiete dosing and precautionary

information.
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OFFERS THE WORLD

If you’re a family physician looking for a
professional life that keeps you attuned to
high-tech medical advances and offers you
financial rewards, opportunities for career
development, excellent benefits and wo‘rld
travel, the Navy Medical Corps may b'e for
you. As a Navy physician, you'll practice in
a collegial environment where physicians
support each other. You'll be a commission-
ed officer and a respected member of the
Navy’s prestigious health care delivery team.

You'll work in clinical settings in the
United States and around the world with
top professionals and state-of-the-art
equipment and facilities. Through fun.dfrd
continuing education and specialty training,
you’ll have the opportunity to develop your
full professional potential as well as the
freedom to move from practice to research
or teaching without losing seniority, salary
level or retirement benefits.

You’ll earn an excellent starting salary
based on your credentials and years of
experience, and federal law provides free

medical liability protection to Navy
physicians. You may also be entitled to
special pay in addition to your regular
salary and allowances. Navy benefits
include 30 days of paid vacation earned
each year, free medical and dental care,
tax-free housing and food allowance, an
excellent retirement system and oppor-
tunities for free travel to some of the most
exotic and beautiful places in the world.
For more information, contact your local
Navy Medical Programs officer, or if you'd
like to talk to a Navy physician, call
1-800-USA-NAVY. Ask for operator 10,

NAVY

YOU AND THE NAVY,
FULL SPEED AHEAD.




Release the grip
of tension headache
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Butalblta| SOmg Nming:
/Acetaminophen 500mg/Caffeine 40mg

Over 50% more analgesic power than the leading products in its class.

Well tolerated — Without aspirin-related side effects such as Gl irritation and
Gl bleeding.** The most frequent adverse reactions are drowsiness and dizziness.

FOREST PHARMACEUTICALS, INC.
UAD LABORATORIES
1. Louie, Miseouri 63045

Please see references and brief summary of full prescribing information on adjacent page. *In most states.
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ESGIC-PLUS™ Tablets

g::nulhnal, Acetaminophen and Gatteine Tabiets, USP)
9/500mg/d0mg ,
Brief Prescribing Information: (Please ses packashe insent for full prescribing information) Each Esgic-plus™
Tablet contains: Butaibital, USP 50 mg. WARNING: May be habit forming. Acetaminophen, USP 500 mq.
Caffeine, USP 40 mq. In addition each tablet contains the following inactive ingredients: microcrystailing
celluiose, croscarmeliose sodium, colloidal Silicon dioxide and stearic acid.
CONTRAINDICATIONS: This product is contraingicated under the following conditions: « Hypersensitivity of intol-
erance to any component of this product. » Patients with porphyria. ININGS: Butalbital is habit-forming and
potentially abusable. Consequently, the extended use of this product is not recommended.
PRECAUTIONS: Beneral: Esgic-plus™ Tablets should be prescribed with caution in certain special-risk patients,
such as the eldecty or debilitated, and those with Severe impairment of renal or hepatic function, or acute abdom-
inal conditions. information for Patiems: This product may impair mental and/or physical abilities required far
the performance of potentially hazardous tasks such as nr'rving a car or operating machinery. Such tasks shouid
be avoided while taking this product. Alcohol and other CNS depressants may produce an additive CNS depres-
sion, when taken with this combination produtt, and should be avoided. Butalbital may be habit-forming.
Patients should take the drug only for as long as it is prescribed, in the amounts prescribed, and no more fre-
quently than prescribed. Laboratory Tests: in patients with severe hepatic or renal disease, effects of therapy
shouid be menitored with serial iver and/or renal function tests. Drug Iataractions: The CNS effects of butalbital
may be enhanced by monoamine oxidase (MAQ) inhibitors. Es?ic-plus“‘ Tablets may enhance the effects of:
other narcotic anal'?esics, alcohol, general anesthetics, tranquilizers such as chlordiazepoxide, sedative-hyp-
notics, or other CNS depressants, causing increased CNS deprassion. Drug/Laboratory Test lnteractions:
Acetaminophen may produce false-positive test results for urinary 5-hydroxyindoleacetic acid. Carcinogenesis,
Mutagenesis, Impairment of Fertility: No adequate studies have been conducted in animals to determine
whether acetaminophen or butaibital have a potential for carcinogenesis, mutagenesis, or impairment of fertility,
Pregnancy: Teratogenic Effects: Pregnancy Category C. Animal reproduction Studies have not besn conducted
with this combination product. It is aiso not known whether Esgic-plus™ Tablets can cause fetal harm when
administered to a pregnant woman or can atfect repraduction c‘%mity. This product shouid be given to a preg-
nant woman only when clearly needed. Nonteratogenic Effects: Withdrawal seizures were raported in a two-day-
ofd male infant whase mother had taken a butalbital-containing drug during the fast two months of pregnancy.
Butaibital was found in the infant's serum. The infant was given phenobarbital 5 mg/kg, which was tapersd
without further seizure or other withdrawal symptoms. Nurging Mothers: Caffeine, barbiturates and aceta-
minophen are excreted in breast milk in small amounts, but the significance of their effects on nursing infants
is not known, Because of potential for serious adverse reactions in nursing infants from Esgic-plus™ Tabists, a
decision shouid be made whether 10 discontinue nursin? or 10 discontinue the uru?, taking into account the
importance of the drug to the mother. Pediatric Use: Safety and effectiveness in children below the age ot 12
have not been established.
ADVERSE REACTIONS: Frequentty Obsarved: The most trequently reported adverse reactions are drowsiness,
fight-headedness, dizziness, sedation, shortness of breath, nausea, vomiting, abdominal pain, and intoxicated
feeling. Infrequently Observed: All adverse events tabulated below are classified as infrequent. Central Nervous:
headache, shaky feeling, tingling, agitation, fainting, fatigue, heavy eyelids, high energy, hot speils, numbness,
sluggishness, seizure. Mental confusion, excitement or depression can also occur due to intolerance, particularly
in eiderly or debilitated patients, or due to overdosage of butalbital. Autonomic Nervous: dry mouth, hyperhidro-
sis. Gastrointestinal: difficulty swallowing, heartburn, flatulence, constipation. Cardiovascular: tachycardia,
Musculoskelgtal: leg pain, muscle fatigue. Genitourinary. diuresis. Miscellaneous: pruritus, fever, earache, nasal
congestion, tinnitus, euphoria, allergic reactions. Several cases of dermatological reactions, including 1oxic epi
dermal necrolysis and erythema multiforme, have been reported. The following adverse drug events may be
borne in mind as potential effects of the components of this product. Potential effects of high dosage are listad in
the OVERDOSAGE section, Acefan hen: allergic reactions, rash, thrombocytopenia, agranuiocytosis.
Cafteine: cardiac stimulation, irritability, tremor, dependence, nephrotoxicity, hyperglycemia.
DRUG ABUSE AND DEPENDENCE: Abuse and Depandence: Butalbital: Barbiturates may be habit-forming:
Tolerance, psychological dependence, and physical dependence may accur especially following prolonged use
of high doses of barbiturates. The average daily dose for the barbiturate addict is usually about 1500 mg. As
tolerance to barbiturates develops, the amount needed to maintain the same level of intoxication increases;
tolerance to a fatal dosage, however, does not increase more than two-fold. AS this occurs, the margin between
an intoxication dosage and fatal dosage becomes smaller. The lethal dose of a harbiturate is far less if alcohol is
also ingested. Magor withdrawal symptoms (convulsions and defirium) may occur within 16 hours and last up
to 5 days after abrupt cessation of these drugs. Intensity of withdrawal symptoms wadua"y declines over
2 period of approximately 15 days. Treatment of barbiturate dep consists of cautious and gradual
withdrawal of the drug. Barbiturate-dependent patients can be withdrawn by using a number of different with-
drawal regimens. One method involves initiating treatment at the patient's reguiar dosage level and gradually
decreasing the daily dosage as tolerated by the patient.
OVERDOSAGE: Following an acute overdosage of Esgic-plus™ Tablets, toxicity may resuft from the barbiturate or
the acetaminophen. Toxicity due to caffeine is less Ikely. due to the refatively small amounts in this formuiation.
Signs and Symptoma: Toxicity from barbituratg poisoning includes drowsiness, confusion, and coma; respirato-
ry depression; hypatension; and hypovoiemic shack. In )é;:mmnmnm overdasage: dase-depandent, potentially
fatal hepatic necrosis is the most serious adverse eMtect. Renal tubular necroses, hypoglycemic coma and throm-
bocytopenia may also occur. Early symptoms following a potentiaily hepatotoxic overdase may include: nausea
vomiting, diaphoresis and general malarse. Ctinical and laboratory evidence of hepatic toxicity may not be app.,l
ent until 48 to 72 hours post-ingestion. in adults, hepatic toxicity has rarely been reported with acute overdoses
of less than 10 grams, o fataities with less than 15 grams. Acute gaffeine poisoning may cause insomnia, rest-
lessness, tremor, and delirium, tachycardia and extrasystoles. Traatment: A single or multiple overdose with this
combination product is a potentialy lethal polydrug overdose, and consultation with a regional poisen control
center is recommended. Immediate treatment includes support of cardiorespiratary function and measures to
reduce drug absorption. Vomiting shoutd be induced mechanically, or with syrup of ipecac, if the patient is alert
ﬁdequm pharyngeal and laryngeal reflexes). Oral activated charcoal (1 g/kg) should tollow gastric emptyi

e first dose shauld be accompanied by an appropriate cathartic. If repeated doses are used, the cathartic mi:gi
be included with atarnate doses as reqmred.gpotensaon is usually hypovalemic and should respond to fiuids.
Pressors should be avoided. A cutfed endotracheal tube should be inserted before gastric lavage of the uncon-
scious patient and, when necessary, to provide assisted respiration. If renal function is normal, forced diuresis
may aid in the elimination of the barbiturate. Alkalinization of the urine increases renal excretion of some barbity-
rates, especially phenobarbital. Meticulous attention should be given to maintaining adequate puimonary ventita-
tion. In severe cases of intoxication, peritoneal dialysis, or preterably hemodialysis may be considered. If
hypoprothrombinemia occurs due to acetaminophen overdose, vitamin K should be administered intravenously,
If the dose of acetaminophen have exceeded 140 m/kg, acetylcysteine should be administéred as early as
possible. Serum aceiaminophen levels should be obtained, since levels four or more hours following ingestion
help predict acetar'r]!mtl)m:n o};xl:;tzﬂ:: W( avéa\t ac;toadmilgggh:n assay results before initiating traatment.
Hepatic enzymes shou ained initially, and repe: -hour intervals. Methemoglobinam: ,
sng:Itd be tzryea(t'ad wi‘th mﬁ; %Llletuy.slodw m(rﬁve(nguos %dm‘m‘mvation. oglobinerta over 3
Toxic Doses (for aduits): ital: toxic dose 19 (20 tablets), Acetaminophen: toxic dose 1 ;
Catfeine: foxic dose 1g (35 tablets). CAUTION: Federal law prohibits dispensing without pr 00 20 talts)

escription.
Manufactured by: MIKART, INC., Atlanta, GA 30318
Distributed by: FOREST PHARMACEUTICALS, INC.. Subsidiary of Forest Laboratories, Inc., St. Lowis, MO 63045
Revised 3/34

Code 374A00

FOREST PHARMACEUTICALS, INC.
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ATTENTION [ oooes
0028 (12345>76/88 ABFP

BEVERLY,J. CLARK MD

DIPLOMATES OF THE ABFP 24 LEXIfiGTON ST
ADDRESS CHANGE FORM

5-digit ABFP Identification Number

The Board prefers the use of professional addresses, because the address given
will become your “address of record” with the Board and will be published in
our Directory of Diplomates.

Current addresses for all Diplomates are necessary for communication from the
Board relating to the Examinations, up-dated Recertification information, etc.,
as well as to ensure the receipt of The Journal of the American Board of Family
Practice.

Name

Current Address New Address
Street Street
City/State City/State

Zip Code Zip Code

Effective Date of Change

Signature of Diplomate

ABFP Identification Number

{5-digit number above name on mailing label)

Year of Certification or Recertification

Return to: Ann Stockham
The American Board of Family Practice
2228 Young Drive
Lexington, KY 40505




Some People Say...
"You Can’t Get Too Much
Of A Good Thing."

I-Plus System

oty % 5T ; ® X
THUMZ'UP Humeral Fracture Brace™

ORFIZIP® - ORFIZIP®
Knee Cast Body Jacket

PLAST-O-FIT® Thermoplastic
Bandage For Immobilization

Galveston Metacarpal Brace”‘l

W h‘“ We Agree, And We Feel ——

I-Plus System

Culf & Collar Sling Your Patlents Wlll TOO. Ulnar Fracture Brace™

In 1987, Galveston Manufacturing introduced the Galveston Metacarpal Brace™.

After over seven years of clinical use, the brace has proven successful in treating

metacarpal shaft fractures. Galveston Manufacturing has continued serving the

medical community, bringing you the latest quality fracture management products

at affordable prices. So far this year we've introduced three new products to our (é//'

line; the THUMZ UP® functional thumb splint, the ORFIZIP® removable '/

casting system and the PLAST-O-FIT® thermoplastic bandage for immobilization. GALVESTON
For ordering information or a product catalog, simply call 1-800-634-3309. MANUFACTURING
These products will be displayed at the AAFP in Boston, booth #1114. "Simple Solutions In Functional Bracing"



Just how powerful is it?

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

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

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

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

doses.’

Plendil

(felodiping) 5nsoms

Because you consider the whole patient.

*1993 IMS NDTI Prescription Data
dema, generally mild, was the most common acverse event in

PLENDIL is contrainclice ) patients who are hypersensitive to this product
Please see brief summary of Prescribing Information on page following next
page
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BRIEF SUMMARY
1ABLTIS

PLENDIL"

HELOBIPING)
PXTENDED REELASE TARITTS

INDICATIONS AND USAGE
PLENDIL a5 mdheasted for the Geatment of iypertension PLENDIL niay
De st alone: s comconmtantly with othec antilypedensive agents

CONTRAINDICATIONS
PLENDI o5 contramdcated mepabients who are bypersensitive to
this product

PRECAUTIONS
Generdl

Hypotension: Felothipe Wke othier calcimnn antagonists. may oeea
sttially precipate sigmficant fypoteasion and tarely syicope 1t
ey dead et tachyeardia which mosusceptible mdnaduals may
precipsitate anpia pectoris (See ADVERSE REACTIONS )

Heart Faiture: Although acute hemodynanie studies in a small
nunber ul patients with NYHA Class 1 or il heart failure treated with
tetudipine have nof demonstiated negative notropie eftedts, satety in
patinty with heart failure has not heen established. Caubion theie
Yore shiob) L exercised when usig PLENDI i patients with heart
Tttt o1 compromised venbrodar fonchon. parbeularly i combing
Tunt will o biedi blocker

Eiderly Patients or Patients with Impaired Liver Function: Palients
et B yeans of age on patients with mipaned hver lunction may have
levated plasma concenliafions of felodipme and may thereloe
fespuid o lower doses of PLENDIL These patients should have the
Bload pressure momtored closely during dosage adpstment of
PLENDIL and should carely requine doses above 10 mg {See GUNICAL
PHARMAGOLOGY and DDSAGE AND ADMINISTRATION sections of com
plete Prescrbing Information )

Peripheral Edema; Penpheral eduina, generally aild amd nol asso
Waled with generalized thad rtention was the most common adverse
e e il tnats T nodeice of penphetal edena was both
e and ape depedent Dreguency o penpheral sdema ranged
T ahoul HY percent in patients under b0 years of age taking 5 mg
Hatly to absuul 30 percent 1iose over b years of age taking 20-mg
Al Uiy andverse ettt generally veoirs withu 23 weeks of the
Halian of freatment
Information for Patients

Patients should b nstrocted Lo take PLENDIL whole and nof to
s of i the dablets They should be old that wild gingival
Diyperplasia (g swetiig) as been iepunted  Gond dental hygiene
ducteases s meidence and sevenly
NOTE As vttt many other degs, ceitai advice o patieals beog teat
el el PEENDI v watcanted — Diis inforneation s mtended to aid w
e safe and effectve use of s medication g nol a disclosue of
all pussible adverse oritended effects
Drug Interactions

Beta-Blocking Agents: A phuamacokinetic stly of felodipne
onpicbun with meloproiol denonstiated o signmicant effects on
T phatracokmetios of feldipie e AUG and G of mietopolul,
Tweet . wete uieased approxditalely 351 and 38 percent, respec
tively. I contitied Chimeat thals hoveser, beta bluckers wichiding
metoprolol were concugently adnmstered with telodipne and were
wiell tolefaled

Cimetidine: (n healthy subjecty phatmacokinetic studeiss showed an
appusimately 50 percent mcrease i the atea under e plasiia ton
cenfration e carve (AUGY a8 well as the G ol feludipme when
prven vonsunitantly witl cnnetidine IEs anbiapated that a chseal
ly sipadicant wileraclion may ocenn nsunie hypertensive patients
Thieeedore 101 teconnnended that low duses of PEENDIE be used when
it cnteatilantly wath cimetidioe

Digoxin: Wl proen concomtantly with felodine Hie pesk plastia
utcenttalon of digonn s sipmiheanilly mereased . There was ow
st o saphicant chaage w Hie AU of digonn

Anticonvuisants: 1o o pharing ohineli, study wadmun plasing
comcentralions o Telodipie were considenably ower i eprleptic
padtents unn o, ferm anticonvitsant ierapy te g phenylon caiha
it ok phenobarbital} than m Dealthy volateers— Inosueh
Pty Heomean anea under e felodpime plasia concentiation
Ve e s also etieed To approxniately siepercent of that
slieraed ety wlunmleess Sinee a clisically sigadicant ferac
tonn tiay e anticpated alterative anhibiypertensie thepy showid
B onsadeied e patients

Other Concomitant Therapy: o liallhy subjects fhere weie o chn
wally stgmfant ntecactions when telobpiie was given concomi
Lantly with iidomethacm o spronolactone

Interaction with Food: See CLINICAL PHARMACOIOGY . s
Ranieties ik Mt abwifistr s Do of complede Presenbig nforation
Carcinggenesis, Mutagenesis, Impairment of Fertility

T o i et ettty stadyanals Ted elodipne dl doses ol
024000 008 e dkedday Tt 28 Tianes the maxonum o
peneat Dt dose an g/ basish, o dose eelated iersase i the
picadense of bengn aterstitial cell Tamors of the festes Qeydig celt
Tnnrs) was olserved 1 tregted male rats Miese tumors were ool
ubserved e snilar stady e at doses up o 138 6 myplhg/day
(74 Nnes s masinnn tecuniended hundie dose uooda mg/m
Bats) Felodipne, bt doses ciploged i i tw year tat shaty
Bt Dt shownn Lo Juger Teshicular festosteronic amd o produce o tor
fespundit uredst e seomn ez horanse als The Teydig
cell o developiient 1s pussibly secondaty 1o these hormona!
ettty which Dave it bren observed wongn

i this same b shidy g dose related ncierse i e meduice of
Jon dl sqaannions et hyperplasia compared (o continl was nhoereal
thie csnphageal s of il and lemale vats i alt dose gronps No
atlien doy sedated csaphapeal of pastiee pathology was observel n
the taly o vath chiome admmstration armice and dogs - Thee Talter

Hisstened rateniark ol AB At
Busnd o prabient wetebl of )y

species, ke man. has no anatomical stuclure comparable 1o the
esophageal yronve

Felndipne was nol carmogemc when fed 1o mice al doses of up to
1386 mp/kp/day (28 s the arasimun recommiended baman dose
oia mg/in basis) for penods of up to 80 weeks i males and 99
weeks 10 fumales

Felodipine did not display any mutagenic activity ur vidro i the
Aines nncrobial mulagentcity lest or in the mouse lymphoma foward
imutatinn assay. No claslopeon polential was seen i vive i the
pranse nicsonueleus test ab oral doses up 1o 2500 nig/kg (06 imes
the e recommendesd huan dose on a mg/m - basts) or m vitio
ina human lymphocyte chromosume abenation assay

Atertility study in which male and female rats were administered
doses uf 3.8 9.6 or 26.9 mg/kg/day showed no signiticant effect of
telodipine on repruductive performance
Pregnancy

Pregnancy Category €

Teratogenn; Eftects: Studies mprepnant tabbits adnunistered doses

16,127 3 and 4.6 mgkgsday (Trom 0.4 to 4 imes the maximum

recommended fiuman dose on a mg/or basis) showed digital anom
alies consisting of reduction in size and degree of ossification of the fer-
minal phalanges 1 the fetuses. The frequency and severity of the
changes appeared dose relaled and were noted even at the lowest
tose These changes have been shown ta veeur with other members of
the dilydiopynidime class and ate possibly a result of comipromsed
utenni: blood flow. Sl fetal anomalies were nol observed m rals
piveit felodipime

1 a leratology study i cynomulgis moikeys no reduction i the size
uf the lermnal phalanges was ubserved but an abnormial pusttion of
e distal phalanges was noted w about 40 percent of the fetuses

Nowteratogenic [ ects: A prolongation of partuntion with dificult
Tabor and an mereased fiequency of fetal and early posinatal deaths
wert observed 10 rats adonmslered doses of 9 6 mpMg/lay (4 fines
e maximum human dose on a mg/hn hasts) and above

Stgmifizant enlargement of the mammary glands i excess of the
normal enlargentent for pregnant rabbils was found wilh doses
reater than ot equal to 1.2 mp/kg/day tequal to the maximum human
duse o a mig/u hasis) This etfect ocouned only in pregnant rablits
and regressed dumg lactation Simlar changes i the wammaty
plands weie not nbserved i rats or monkeys

There are o adeqoate and well conbiolled studses e pregnant
wonien, I feludipine 1s used during pregnancy. or i the patient
hecomes pregnant while taking this drug, she sheuld be apprised of
the potential hazard to the telus, possible digital anomalies of 1he
wfant, awd the polential effects of feludipine on labor and dehvery,
and un the mamiary glands of pregnant females
Nursing Mothers

111y ool kiown ahedher s diug s seceeted i buman milke and
B aawrses ot the potential lor senows adverse ieactions o feludipine
1t wlant o decision should be made whether o discontimue nurs
g of to discontinue the drug. taking mio account the importance of
the drug to the mother
Pediatric Use

Satety and etfectveness nshildren have nol been establhished

ADVERSE REACTIONS
I controlled studies m the Ymled Stales and vuerseas approxt
mately J000 patients were treated with felodipme as esther the
exlendud release o the immediate release tormalation
Ihe most commun clincal adverse experiences epoted with
PLENDIL (Futudipime) adninisteted as monothierapy m all sethings
andd with all dosage forms of felodeping weie penpheral edema and
headache Peripheral edema was penetally nnld, butit was age and
dose telaled and sesulted i discontinuation of erapy in about 4
percenl of the enrolled patients. Discontination of therapy due to
any chnival adverse expenence oecuried in about 4 percent of the
patients receiving PLENDIL. principally for penpheral edema,
headache, vt fushing
Adverse expenences that ocouned with amcidence uf 1 percent o
preaten dunng monotherapy wath PUENDI without regand to causality are
rotpared to placeho n e table below
Percent of Patients with Adverse Effects in Controlled
Trials of PLENDIL as Monotherapy
(incidence of discontinuations shown in parentheses)

Adverse Effect PLENDIL% Placebo %
N =730 N =283

Perphetal blema 74 (4 ih
Heasdache 186 (2 1) 10.h
flushing bd o I
izziness b8 (08 32
Upper Respiratury

intechinn By Uy 11
S 37 40h 7%
Goupl 2y 04
Paresthesia 2h W 14
Dysprpsia 2% 14
Chest Paim 21 [4
Nause 19 {03 11
Musile Cramps LY o) 11
Palptation 18 (Y 2h
Abdmnal Pa Iy WU 1)
Gunstipalinn b W 1
Diarthea (IR Il
Pharyngiis L6 {0.0) 4
Ritnorrtiea 16 (00 0.0
Biack Pawn Le {om 11
Rash Iy 101 I

T the Twn duse tesponsie studies ustng PECNDIE s wunotherapy
W tollowning Lable describes the nidence percent) of adverse sxpe

nences that were dose telated. The meidence o discontinuations
due to these adverse expenences are shown i parentheses

Adverse Placeto 25mg  50mg  10.0mg  2mg
Effect N=121 N=71 N=72 N=123 N=50

Penphesal

Fdeina Ph(by LAY 13908 19504 30000
Papitation MUH; 1400 0000 2308 120 80
Headache 120000 30 1010 8700 280080
usling DU 42000 7800 8108 200 80

I addtion, adverse expetiences that oceurted m 0.5 up tu 1LY per
cent of patients who recewed PLENDIL (Felodiping) in all controlled
clinical studies {listed in order of decreasing severity within each cat-
egory) and serious adverse events that occurred at a lower rate or
were fonnd dunng marketing experience (those lower rale avents are
in nahics) were: Budy as a Whole: Facial edema. war sensation:
Cardiovascedar Yachycardia, myocardial infarchion. hypotension, syn
cope, aneima pectons, anhythmia, Digestve: Vomiling, dry mouth,
flatulence. Hematologic: Anemia; Musculoskeletal: Arthralgia, amm
pain, knee pain, leg pamn, foot pain. hip pamn, wyalgia;
Nervous/Psychiatric: Depression, anxiely disorders, somnia, i
Lability. nervousness, somnolence; Respialory: Bronchitis. influenza,
simusiis, dysprea, epistans, respuatory infechon. sneesing: Shi
Contusion, erythema. urhicana; Yrogendal: Decreased hdo. npo
tence. utnaiy freguency. urnary uigency, dysuria

felodipine, as an immediale refease tormufation. has also been
studierd as monothetapy i 680 patients with hypertension m US
and overseas controlied climcal studies. Other adverse experiences
nol fisted above and with an incidence of 05 percent or greater
include, Budy as a Whofe: Fatigue: Digestive: Gastromtestinal pain:
Musculoshefetal: Athatis, local weakness, ek pain, shoulder pain,
ankle pam: Nervous/Psyehiatsic. Tremor, Respiratory: Rhimlis: Skin
Hyperhidosss, pruritus, Special Senses: Bluned wision, tinmtus:
Urogenilal: Nortuna

Gingival Hyperplasia: Grgival hyperplasia, usually mikd, sceurred
ji= 0 percent of patieats in controlled studies, This condition may
be avorded or may regress with unproved dental hypiene. (See PRE
CAUNONS, Infarmation fur Patients )

Clinical Laboratory Test Findings
Serum Electrolytes: No significant eftects on senm electiotes were
observed durmy short- and fong term therapy

Serum Glucose: Nu sipnificant eftects on fasting serum glucose
were observed in patients treated with PLENDIL in the US controlled
study

Liver Enzymes: One of two episudes ol elevated serum ansaminas
es decreased once diug was discontinued o chincal studies: i follow
up was avaifable for the other patient

OVERDOSAGE

Ora! doses of 240 mg/kg and 264 mg/kg n male and female mice,
respectively and 2390 mg/kg and 2250 mp/kg in male and female
rats. respectively caused sigmficant lethalty.

I suicide atlempt. one patient took 150 myg telodipime togelher
wilh 1 Lablets each of atenolol and spironofactone and 20 1ablets of
Itrazepam. e patienl’s biood pressuie and hearl 1ate were nornat
un admission to fospal; e subsequently recovesed without sigadi
cant sequelae

Ouerdnsage mght be expecled to cause excessive penpheral
vasuddation with marked hypolension and possibly bradycaidia

It severe hypolension ocoms. symploniatic leatment should be
mstiluted - The patient should be placed supme with the legs ele
vated. The admimstration of mtravenous fluids may be usetul to
treat hypotension due to overdosage with calciune antagonssts. In
case o accompanying bradycardia. aliopme (05 1 mp) should be
adminstered imlravenously. Sympathomimetic drugs may afse be
wiven if the physician feels they are wananted

It has not bees eslablished whether felodipoe can be removed
from the circuladion by hemodialysis

DOSAGE AND ADMINISTRATION

The recommended mitial dose is b mg once a day. Therapy should
be adjusted mdividualty according to patient response, generally at
ilervals of not less han two weeks The usual dosage range s 5
10y sice dady The maxinum recommended dadly dose s 20 my
e a day. That dose ur chinical trials showed an incieased blood
pressure tesponse but a large increase i the rate of penpheral
edema amd olher vasudilatory adverse events (see ADVERSE REAG
[IONS)  Maditication ot the tecommended dosage 15 usually not
requiced 10 patients with renal impairment

PLENDIL should he swallowed whole and not crushed or chewed

Use in the Elderly or Patients with Impaired Liver Function:
Patients over 6h years of age o palients with mipaied hiver function
Besanse they tiay develup ligher plasima concenlrations of telodi
i should Bave then blood pressure monured clusely dunng
dusape adjustinent (see PRECAUTIONS). In general, doses above
1 mg shuuld nol be consiiered n these patients

T
A/M GRrOUP

SRR 2L i

For more detanled mtormation, consult your Astra/Merck Specialist or
see camplele Prescrbing liformation

AstraMenk Group of Merck & Co. e

124 Clsterhmok Boulevard Wayne, PA 1908/

PLENDI 15 i producl of Astra/Merck Kesearch

Copynght €199 by AstraMerck Group of Merck & Co e

Al nights teserved
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5% of primary care physicians have
treated patients with HIV infection.

Do you have the information you need?

Every month, AIDS Clinical Care brings you the
latest clinically relevant information in a concise,
easy-to-read newsletter.

Feature articles written by leading AIDS
clinicians provide hands-on information about
the management of HIV-related diseases.
Topics include:

B AIDS/HIV Clinical Trial Updates

B Antiretroviral Therapy Controversies

M Treating and Preventing
Opportunistic Infections

M HIV Infection in Women
B NIH Recommendations
M Pediatric AIDS

M Drug Interactions

B Psychosocial Issues

B Nutrition in HIV

The new Case History column answers clinical

questions on the complex, overlapping manifestations

of HIV infection by presenting actual case histories
with diagnoses and patient follow-up.

Research Notes summarize and comment on the most
relevant articles from the medical literature. Charts and

tables clearly show clinical presentations, diagnostic

methods, treatment regimens, and epidemiologic trends.

EDITOR
Deborah J. Cotton, MD, MPH

47

Harvard School of Public Health, Boston.

Subscribe today. Simply fill out the coupon, or order by FAX: (617) 893-0413

Infectious Disease Unit, Massachusetts General Hospital;
Assistant Professor of Medicine, Harvard Medical School;
Assistant Professor of Health Policy and Management,
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Just how powerful is it?

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

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

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

PLENDIL. A highly effective calcium

channel blocker for blood pressure control.
Generally well tolerated at usual
doses.!

Plendil

—
(felodipine) 225, ..,

Because you consider the whole patient.

*1993 IMS NDTI Prescription Data

"Peripheral edema, generally mild, was the most common achverse event In
clinical trials

PLENDIL is contraindiicatect in patients who are hypersensitive to this prociuct

Please see brief summary of Prescribing (nformation on page following next

page
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PLENDIL"

(HHTODIPING
I XTENDED REVEASE TABET T

INDICATIONS AND USAGE
PLENDIC 1 wchzated Toe the Geatnent of hypetension PLTNDIE aiay
B eetd alone o concomdintly wilh ot anfhyped e apedls

CONTRAINDICATIONS
PEENDI 5 contrandicited s patients who are lypersewsiive to
s protlue

PRECAUTIONS
Geer

Hypotension: {elodipie, ke uther calonmm anlagonists iy o
stoally precmabate it hypotewasn aid vy syieope I
sy el o el Lahyeandia which i siseeptible mdwaduabs any
preciptliate anpuia pectons Gee ADVERSE REACTONS }

Heart Fadwre: Mthough acute Temodywamue studies wea sl
Db ol pitients with YA Clss 1ot 1 heant fadune eafed wilh
ettt Taswes nof demonstialed negalive wotopic elfects, safely m
patients with heart findure has not been entablished Caution theg:
T <ottt De exenised when g, PHNDI o patents with iear
faligie o compromised ventncutar i partabaly aeeombing
Lot wath a bt blogken

Elderly Patients or Patients with Impatred Liver Function: ' ihents
e 6 years of ape o pabients wil impaied ver fction may hisve
elevated plassa concentrations of felodipme: and nay fheiclore
yespund T lower dosess of PHNOI Vhese palients should have then
Dlood pressure montored closely dunng dosage adjushinent of
PEENIE aned Db sarely g doses abve 100 (See CHNIGAL
PHARMACOLOGY wannl DOSAGE AND AUMINESERATGN sechu of com
plele Preseibinp ntornoation )

Peripheral Edema; Venphenal vdem penerally nild i not so
crated with peneralized Hud ietenton, was Hie st comnton atdverse
event i the clineal tialy e modeace o peophed edema was bolh
dase and ape dependent Tequency o peaphecal edena aoged
from about 10 percent e patienls oader B yedrs of age Laking 5 g
daatly T abioul 30 pereent e ose aver 60 years o age Laking 20 mg
ity T advere effecd proetatly ueear, willin 73 wecks of the m
{ation of treatisent
Inormation for Pabients

Puttents, should be liucted to fabe PLEENDI whole and ot o
cah o chew the Tablets They shoubd e told that wid pngra)
Dyperplista e swielling) b e eported - Good dental ygiene
do ey 1 meidence and weverily
NOHE A witls sy ot does, el advice o patienls beag feal
vt PLUNDI s watnanted s mboniabwon i mitended to ad o
e sate e eflective e of e aedication 30 ol decsae ol
Al prsthte advirse o ntended et
Diug Interactions

Beta Blocking Agents: A phaniaokinels shdy b lelodipne
vougunc ot witl clopotol desonstrated no sppitiant effects on
fhee pliarcscskineticos of febudipme e AUC aid G ol usduprolol
Bowever weie meieaserd apprxinalely 11 sud 38 percents e e
fively D contiolkad Ll Wb B et blokec, tieding
ictuprott were Lol adminestered wil Selodipie and wore
waell folerated

Cimetiding: i bualthy subjerts phanaaokimele stidies sShowal an
sty S0 perant e i e agsa ide the plason v
venfration time cagve (AUCY as well s the Guun ol Jeludipine when
et contannaily with cumetide 1 anbiopated tal a chineal
fy stgnhcant mberaclin way oeens i some bypertereave palienls
Tgefore e recommendud il dow doses of PLENDIE b used when
prvenr concotntantly with thinehdue

Digoxin: When prver concantantly wiliy lelodipe e peak plasing
conicentintion of digoan wis sipmbeantly mcreised - Theeewas ow
ever. i stpihieant chanpe e MG of digogim

Anticonvadsants: v o phannacokiiehe stady, agsmon plasin
concentialiony of felodipue wene vosidesably Tower e eprlepti,
paatienls o T ten dilicomabsanl thetapy e plienyton.canli
wazepuie of phenobatbital) Wan me healthy volnteer, Tusuch
pabients, e snea e wstder the eludipime pliesma sopcentiaton
B vt wars abar teduced b approximately e pereent o (i
olrerverd e heall iy wolideers S a chaeally sipideant mlet
Do ety e atmapaed alteradive anllgpertensiae erapy should
D conadered i these patients

Other Concomutant Therapy: lu fiealthy subyecls et were no chin
wally stpndiant milerarhions when felodipne was piven conconn
Lanbly witl usdometiaco orspasiolasctone

Interaction with Food: S CHNGAL PHARMACELOGY Pl
haedes ond Metabohsn e bon ot complete Prescibing Tifomaetion
Carcimogenesis, Mutagenesis, lmpatrment ol Festility

Yt v yreai Careanopenacby stidy i s fed fefodigane ab doses of
F00724 1o 60 mpfadday tog To 28 e e masiinnn qecom
sttt s dose onmg/n baasd aduse selabed s m e
wetdene of bevtg ntee,tlial cell tamors of e bedes eydne ot
Tratgstnr) et whsiened i fneated ol it Hiesr timoes aete ot
aly v il Ly o miee ot doses i b TS G /g iday
18ty e dgminn gesmnoended biawn dose one i wgd
Dot bl at the doses coploged 1o e twio gttty
B, Do shown L e teslicabar estostetome and o prodie oo
sesponiding e msern utenning ionmone ity e deydip
el o develupment & possably secondaty e these lotoonad
effects which ave tol been wlienved ot

Bt e ral by dese vedated mease o the mcidinee of
Il seqiinions Ll Bypesplastesompaied Wit wis ubaerved
S esupliapent proove of mate and femahe b nali dose proaps No
alhes o sedated esophageal an pasiin patbolopy wis shseved 1m
(e gt or will el admamistratm iy aod doge e lalle
Rep deral Sk af AR Al
B o pad bl el ey

spuectes, ke, Ty o anatonal strocture compaable o e
aphiapeal proove

Fedurlipae was aal corcmogenic when Jed (o mice ab doses of up lo
VARG mpigefday €78 Umes the mimumy tecomuended an dose
/e basisd for peniods ol up to 80 weeks inmales and %)
weeks i female

Fetndipme dul ol display any wlagene actvity avilio e the
Avtes mierobnal mtapeaiaty test orm e mouse ynplona lorward
wlation wssay Nooclestogem, potential was seen s v we e
s nernnclens est at ol doses o 2500 mpdg 06 Tines
U nvanin recosmesided b dose ona mpfn basis) or i v
wn s human tymphocyle chiomosome abeabon assiy

Aerhlity stady mowhich male aod female tdds were adonmstered
doses ol 389G ur 2609 mpfge/day showed oo sydicant eltect ot
Tedudiprae o epaductive pedonmance
Pregnancy

Pregnancy Category €

Feratoges § tects Shadues in pregient tabhits adimstered doses
al 1AG, 12,2 3 and A6 mpfp/day (om0 o d e e maxinimin
recommended huaman dose o mgdn hasis) showed digtal anom
athies consisting of reduchon msize and degrec of ossihicalion of the te
mmal phalanges mo e fetuses. e Dequency and seventy of the
chanpes appeared dose elated and were noted even al the lowest
dost: These chianpes Tave been shown o oceur willothes members ol
e diliydeepyardine el and ane possibly o nesilt of compronised
uterne blood Hew Siotdar felal anmabes were aol gbserved inat,
piven tefodipine

Tt a teratology study i eynomolgts monkeys ao eedieclion i the size
ut the teenimal phalanges was observed bul an abnonnal posiion of
the distal phatanges was noted mabout 40 peroeal of The fetuses

Nonteratopenn: ftects A prolosgation ot patuation with dilieull
Jabar and an mepeased liegueney of Telab g pady postoatal deaths
were nhserved vt adpinestesed dises of 6 mpdkp/day (8 Lines
i s fnugan dase onmpdoe hasts) and ahove

Sembreant enfargeinent o e aanmiary plands moexeess of the
yorma! eabagenient for pregiant rabbits was tound willy doses
preten e oveguat b 17 mpskpfday ot to e maxmim human
dose o mpdn bases) This eflech occaned only mprepnant 1abbits
and epressed dunng Jackation Sowan changes i thie mammary
plands were ool observed moals or monkeys

Mhese e no adeguate and well contlled shudies e prepnant
warien 1 teludipie v used dunng pegnaney, or i e palien!
Decomes prepiaii whilis taking thie dig, she should be apposed of
T putenbiad hazaed o the et possble digtad anonsdies of (e
mlant, i Hhe polential etects of elodipme on labor and delivery,
ad o Hhe ity plands ol pregnant females
Nutrsing Mothers

It ool knewno whether s dog s secreted e baoan itk ad
liecause of the polential lor senows adveese reactions Tow lelodipie
i the ot acdecision shoubd by made whether to deconlme nas
g o Lo dseontme the drag, ek mto account e portaee of
Hie dray, o the mather
Pediatric Use

Stlety and effentiveness orchildren haveoob been establisfied

ADVERSE REACTIONS
1o conbrolled sliches e Ui Bnted States and overseas appiox
mately 3000 patienls were: healed with felodipme aseither e
exlerled efease on The namediate telease formalabon
e most cummon cineal adverse expesences epotded with
PEUNDI ¢l edodipine) adninestered s monolherapy meabl seftings
and with all dosage Torms ol felodipine were peapheral edena and
Neddache Penpheral edema was pencrally add, bl it was ape and
tose aelated and esulted e diseonbinnation of therapy 0 about 4
percent of the emolled patients Brscontintabion of herapy due to
any chinical adverse expenenee oceuned e abonl 9 percent of the
patients tecenang PHNDIL prneipatly tor penphieral edema,
fieadache o flushing
Adverse expetieiees Hal nocuted with an meidence of 1 pecent o
preler dunng watothetspy with PEENDIE withoud segand To causalily are
conpated Jo placebo i the table below
Percent of Patients with Adverse Etfects in Controlled
Trials of PLENDIL as Mouutherapy
(ncidence of d tinuations shown in parentf )

Adverse Effect PLENDILY Placebo %
N=130 N =283

Penphieral tdeans ARt ih
Heathie e 186 (7 h A0
THushing fd (10 I
zrmies, hE {08 37
Upper Kespialory

Intection Hh o) B!
Aullieia 1/ wh 74
Conih 29 (i (4
Paresthinga 2o 18
Dy peprad 28 14
Chest Pain 21 uh |4
N 18 i1
Missclie Crnnps 19w I
Palpitation (1] 24
Abtoininal Pam 14 04 11
GComsbpation o h bl
[VINTERIIE! h o i1
ity [N i)
Rhtnurthiea [T (o
Bk i [Tt 11
Rash [IEERCRY I

I e twa st response stadies ustng PETNBI s monetlergy
the fullowing Talike deseibes i aesdence dpercent) ot advirse expe

tences al were dose telated. e mesdence of disconlieualions
due fo these adverse expenences are shown in parenlheses

Adverse Placeho  25mg  50mg 100mg  20mg
Eitect N=121 N=71  N=72 N=123 N=50
Peripheral
Flema ZOLLGE AW B3 1Ay 3600
Piilpitation = OR{08) L0 000m 240K 1270 (B0
Headache 124000 TLs0Ay TEE@ 1871 280(180)
sty 0oy 1200 2806 8108 M0 (K0

D asdeition, advecse expenences tat oceireed B up o 1 per
cent ol patients who tecened PLENDI (Eelodine) i all contiofled
chinwal stndies (hsted ororder of decreasing sevenly within cach cat
epory) and senous adverse evenls that secuned at o lower rale o
wete o dunng, macketing expetience (those lwer rale events ae
- tbaies) wetes Body as o Whote Tacial edema, warn sensalion
Cardovinseudar Taclwearde, myocardiaf infoichon, hypoleision, syn
cope.angi pectons. andylhna, Oyeestve Vomihag, dry moulh
Watlence, Hematolopi- Anening, Musculosheletal Mticalgia, ann
pam, koee pain, lep pa, foot pan, ip pa, myalpa;
Nervous/Psyeliatie: Depression, anxiety disorders, msownia, o
tabily, nervousness. somaolence, Respiatory: Broneitis, intlenza,
stisitis, dyspriea, epslis, espiatory wfechon, sneesmg, Skin
Contuston, eogthemi, olwara, Yrogeatd Decieased Lo, mpo
tenoe, vuinary Teeguency, tonaty utpency. dysuni

Felodiprae, a5 o imimediate release formulalion, T, aso been
studhet as monotherapy m 680 patient with hypettension n U5
anl overseas controlled clinieal sladhes. Other adverse experiences
nut Bisled above and with an wetdence of 0.9 percent o greater
include Body as o Whote- Eabpae: Digestive: Gastriomtestial pamn,
Muscutoskelotal Atholes Toca) weakness, neck pan shoulder pans
aiikle pain, Necvous/lsyeliaton. lremon; Respeatory Rhintis, Shis
Hypertidsoses, pruntus, Speciad Seases Bl vision, falis,
Uiopemtal Nocluta

Gingival Hyperplasia: Giugival hyperplasa, ssually midd, occuroed
i< 08 pereent of patients weconteolled studes T condituon iay
b avorded or nay repress witl miproved dentab fypiene. (See PRE
CAUNONS. fformation for Patients )

Clinical Laboratory Test Findings
Serum Electrolytes: No sipnhant ettects m serin elechiolyles wis
ehaerved dunmg shot and long, len thetapy

Serum Glucose: Nu sipmheant eflecls o tasting senm plucose
were observed 1 patients Gealed with PLENDIE e the S contioiled
sludy

Liver Enzymes: Oue of two epraodes of elevaled seran transaninas
s deereasid onee drug was discontinied i chioeal studies, i follow
up wirs avalifable for theother patient

OVERDOSAGE

Oraak duses ol 730 gk and 264 mgdke e miabe apd femisle e,
sespechively aml 2390 wpkp and 2750 wpdky o male and female
tals, respectively, cansed spmbicant fethalty

I s sucide atlempl, o patent ook P mg Telodrine topether
with 19 fatilets each ol atenslol and spuaiolsedome and 20 Tablels of
alcazepann Uhe patient’s blood pressure and hearbale were nongal
o adirssion b hospital. be subsequently recoverned without sipb
cant sequelae

Overdosape might he expected To canse excessive penpherad
visadidation with marked bypotension and possibly hradycardia

It severe potension oceurs syniptomatic teatiient should be
mstitnted The patient should be placed supmne with e legs ele
vated  The adimistralion of wravenous Huds may be asetul 1o
Beat ypolension die 1o overdosipe will calcim antagomsts
case ul accompanymng bradycardia, aliopuie (05 1mpl stiould be
adsnimstered iteavenusly  Sympathourmetic diugs may also he
prver 11 the physici feels ey are wananled

N s not Beea established whether telodipne can be removed
from the circulation by hemodialysis

DOSAGE AND ADMINISTRATION

The cecommended unbuh dose g o day - Therapy should
Bee adpusled mdadually acconding 1o patent iespose. peneally sl
nlervals of ot less an T weeks e waal dosape cape oY
10 my once datly - The asoamun ecommended daily dose e 20 g
e day That dose i el al ks showed anomceeased lood
Pt despotise but o L meeease n e rate o penpheral
et and ofher vasodidatory adverse events fsee ADVERSE REAC
HONS)  Moddiation of Hie recommendid dosise 15 usually nol
reguinted e patients with senal inpament

PLENDIE shiondd e swallowed whote st sol crushed o chewed

Use in the Elderly or Patients with lmpaied Liver Function:
Pttt oyer b years ol apeon pabients withompaied e function
Becitse they may develop ligher plasina cocentiations ot felods
e, should have ther bisod pressune montfored dosely duning
dosape adpesbnent Gee PRECATHONSY fopeneral doses shoye
10y, shontd not he coeadesed e ese palienls
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AMBIEN

[ZOLPDEM TARTRATE)G

5-MG & 10-MG TABLETS

From a unique
chemical class of
non-benzodiazepine
sleep agents “'l

More sleep
Total sleep time is significantly increased
compared with {)lace 0. Patients fall asleep
quickly; generally within 20 to 30 minutes.”
Better sleep
Awakenings were reduced, compared to placebo.
Through the night
3110 (levidence of increased wakefulness during
e last third of the night. Normal sleep stages Favorable safety and tolerability
iy profile
%igenerally preserved' (clinical significance Advrse eveits with didcigls of < 10 Sag That were
own). statistically significant vs placebo
With no objective evidence of tolerance or Short-term: <10 nights Long-term: 28 to 35 nights
rebound insomnia drowsiness 2% dizziness 5%
dizziness 1% drugged

In studies of up to 35 consecutive nights at

recommended doses." diarrhea 1% feelings 3%

AMBIE

[ZOIPIDEM TARTRATEJ @ ™™

In the short-term treatment of insomnia

First in a unique chemical class of
non-benzodiazepine sleep agents

Please see references and brief summary of presc ribing
Information on the last page of this advertisement. ©1994 Searle
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AMBIEN

(ZOIPDEM TARTRATEIC

KA B A

BRIEF SUMMARY

INDICATIONS AND USAGE

Amtuen (zolpidem tartrate} 1s indicated for the short term treatment
of nsommnia. Hypnotics should generally be limited to 7 to 10 days
of use, and reevaluation of the patient is recommended if they are
10 be taken for more than 2 to 3 weeks

Ambien should not be prescribed in quantines exceeding a 1-month
supply {see Warmngs)

CONTRAINDICATIONS

None known

WARNINGS

Since sleep disturbances may be the presenting manifestation of a
physical and/or psychiatric disorder, symptomatic treatment of in-
sommia shoutd be nitiated only after a caretul evaluatuon ot the
pavent. The falure of insomnia to remit after 7 1o 10 days ot
treatment may indicate the presence of a pnmary psychiatric and/or
medical illness which should be evaluated. Worsening of insomnia
or the emergence of new thinking or behavior abnormalities may be
the consequence of an unrecognized psychiatric or physical disorder.
Such findings have emerged during the course of treatment with
sedative/hypnotic drugs, including Ambien. Because some of the
impaortant adverse effacts of Ambien appear to be dose related {see
Precautions and Dosage and Administration), 1t is important 10 use
the smallest possible effective dose, especially in the elderly.

A variety of abnormal thinking and behavior changes have been
reported to occur in association with the use of sedative/hypnotics
Some of these changes may be characterized by decreased inhibition
{eq, aggressiveness and extroversion that seemed out of character),
similar to etfects produced by alcoho! and other CNS depressants
Other reported behavioral changes have included bizarre behavior,
agitation, hallucinations, and depersonalization. Amnesia and other
neuropsychiatric symptoms may occur unpredictably. In pnmarily
depressed patients, worsening of depression, including suicidal think-
ing, has been reported in association with the use of sedative/
hypnotics

It can rarely be determined with certainty whether a particular
instance of the abnormal behaviors listed above are drug induced,
spontaneous in origin, or a result of an underlying psychiatric or
physical disorder. Nonetheless, the emergence of any new behavioral
sign or symptom of concern requires careful and immediate evaluation.

Following the rapid dose decrease or abrupt discontinuation of
sedative/hypnotics, there have been reparts of signs and symptoms
similar to those associated with withdrawal from other CNS-depres-
sant drugs {(see Drug Abuse and Dependence).

Ambien, like other sedative/hypnotic drugs, has CNS-depressant
effects Due to the rapid onset of action. Ambien should only be
ingested immediately prior to going to bed. Patients should be
cautioned against engaging in hazardous occupations requiring com-
plete mental alertness or motor coordination such as operating
machinery or driving a motor vehicie after |n?eslmg the drug, including
potential impairment of the performance of such activities that may
occur the day following ingestion of Ambien. Ambien showed additive
effects when combined with alcohol and should not be taken with
alcohol. Patients should also be cautioned about possible combined
effects with other CNS-depressant drugs. Dosage adjustments may
be necessary when Ambien is administered with such agents because
of the potentially additive effects.

Generai PRECAUTIONS

Use in the elderly and/or debilitated patients: Impaired motor
and/or cogntive performance after repeated exposure or unusual
sensitivity 10 sedative/hypnotic drugs is a concern in the treatment
of elderly and/or debilitated patients. Tnerefore, the recommended
Ambien dosage is 5 mg in such patients {see Dosage and Adminis-
tration) 10 decrease the possibility of side effects. These patients
should be closely monrored.
Use in patients with concomitant illness: Clinical experience with
Ambien in patients with concomitant systemic illness is limited.
Caution is advisable in using Ambien in patients with diseases or
conditions that couild affect metabolism or hemodynamic responses.
Although prelminary studies did not reveal respiratory depressant
effects at hypnotic doses of Ambien in normals, precautions should
be observed If Ambien is prescribed to patients with compromised
respiratory function, since sedative/hypnotics have the capacity to
depress respiratory drive. Post-marketing reports of respiratory in-
sufficiency, most of which involved patients with pre-existing respi-
ratory impairment, have been received. Data in end-stage renal failure
patients repeatedly treated with Ambien did not demonstrate drug
accurnulation or alterations in pharmacokinetic parameters. No dosage
adjustment in renaily impaired patients is required; however, these
patients should be closely monitored (see Pharmacokinetics). A study
in subjects with hepatic impairment did reveal praolonged elimination
in this group; therefore, treatment should be initiated with 6 mg in
patients with hepatic compromise, and they shouid he closely
monitored.
Use in depression: As with other sedative/hypnotic drugs, Ambien
shoutd be administered with caution to patients exhibiting signs or
symptoms of depression. Suicidal tendencies may be present in such
patients and protective measures may be required. Intentional over-
dosage 15 more common In this group of patients; therefore, the
Jeast amount of drug that is feasible should be prescribed for the
patient at any one time
Information for patients: Patient information is printed in the com-
plete prescribing information and is available i pads for distribution
to patients
Laboratory tests: There are no specific laboratory tests recommended
Drug interactions
CNS-active drugs: Ambien was evaluated in healthy voiunteers in
single-dose Iinteraction studies for several CNS drugs. A study in-
volving haloperidol and zolpidem revealed no effect of haloperidol on
the pharmacokinetics or pharmacodynamics of zolpidem. imipramine
in combination with zolpidem produced no pharmacokinetic nterac-
ton other than a 20% decrease n peak levels of imipramine, but
there was an additive effact of decreased alertness. Similarly, chlor-
promazine in combination with zolpidem produced no pharmacoki-
netic interaction, but there was an additive effect of decreased
alertness and psychomotor performance. The lack of a drug inter-
action following single-dose administration does not predict a lack
fallowing chronic administration

An additive effect on psychomotor performance between alcohol
and zolpidem was demonstrated

Since the systematic evaluations of Ambien in combination with
other CNS-active drugs have been hmited, careful consideration
should be given 10 the phmmacolo?y of anr CNS-active drug 10 be
used with zolpndem. Any drug with CNS depressant effects could
potentially enhance the CNS-depressant effects of zolpidem
Other drugs: A study mvolving cunetidine/ zolpidem and ranitidine/
zolpidem combinatons revealed no effect of either drug on the
pharmacokinetics or pharmacodynamics of zolpidem. Zolpidem had
no effect on digoxin kinetics and did not affect prothrombin tme
when given with warfarin in normal subjects. Zolpidem's sedative/
hypnotic effect was reversed by flumazenil; however, no significant
alterations in zoipidem pharmacokinetics were found
Drug/Laboratory test interactions: Zoipidem is not known to in-
terfere with commonly employed chmical laboratory tests.
Carcinog i genesis, impai of fertility
Carcinogenasis. Zolpidem was administered to rats and mice for 2
years at dietary dosages of 4, 18, and 80 mg/kg/day. In mice, these
daoses are 26 to 520 times or 2 to 35 tmes t?w maximum 10-mg
human dase on a mg/kg or mg/m? basis, respectively. In rats these
doses are 43 to 878 umes or 6 to 115 times the maximum 10-mg
human dose on a mg/kg or mg/m? basis, respectively. No evidence
of carcinogenic potennal was observed in mice. Renal liposarcomas
were seen n 4/100 rats (3 males, 1 female} recewving 80 mg/kg/
day and a renal ipoma wis observed i one male rat at the 18 mg/

kg/day dose. Incidence rates of lipoma and liposarcoma for zolpidem
were comparable to those seen in histonical controls and the tumor
findings are thought to be a spontaneous occurrence
Mutagenesis: Zolpidem did not have mutagenic activity in several
tests including the Ames test, genotoxicity in mouse lymphoma celis
m viro, chromosomal aberrations it cultured human lymphocytes,
unscheduled DNA synt s in rat hepatocytes in vitro, and the
ricronucleus tast in mice
impairment of fertility: n a rat reproduction study, the high dose
{100 mg base/kg) of zolpdem resulted in irreqular estrus cycles and
prolonged precontal intervals, but there was no effect on male or
fermale fertility after daily oral doses of 4 to 100 mg base/kg or 5
to 130 times the recommended human dose in mg/m?. No effects
on any other tertility parameters were noted.
Pregnancy
Category B. Studies 10 assess the effects of zolpidem on human
reproduction and deveiopment have not been conducted

Teratology studies were conducted in rats and rabbits

In rats, adverse maternal and fetal effects occurred at 20 and 100
mg base/kg and included dose-related maternal lethargy and ataxia
and a dose-related trend to incomplete ossification of fetal skuli
bones

In rabbits, dose-related matemal sedation and decreased weight
gain occurred at all doses tested. At the high dose, 16 mg base/kg,
there was an increase in postimplantation fetal loss and underossi-
fication of sternebrae in viable fetuses

This drug should be used during pregnancy only if clearly needed
Nonteratogenic effects: Studies 10 assess the effects on children
whose mothers took zolpidem during pregnancy have not been
conducted. However, children born of mothers taking sedative/hyp-
notic drugs may be at some risk for withdrawal symptoms from the
drug during the postnatal period. In addition, neonatal flaccidity has
been reported in infants born of mothers who received sedative/
hypnotic drugs during pregnancy.
Labor and delivery: Ambien has no established use in labor and
delivery.
Nursing mathers: Studies in lactating mothers indicate that between
0.004 and 0.019% of the total administered dose is excreted into
milk, but the effect of zalpidem on the infant is unknown

The use of Ambien in nursing mothers is not recommended.

Safety and effectiveness in children below the age of 18 have not
been established.

ADVERSE REACTIONS

A iated with di of tr Approximately 4%
of 1,701 patients who received zolpidem at all doses (1.25 to 90
mag} in U.S. premarketing clinical trials discontinued treatment because
of an adverse clinical event. Events most commonly associated with
discontinuation from U.S. trials were daytume drowsiness (0.5%),
dozzw)},ass {0.4%), headache (0.5%), nausea (0.6%), and vomiting
(0.5%)

Approximately 6% of 1,320 patients who received zolpidem at all
doses (5 to 50 mg) in similar fareign trials discontinued treatment
because of an adverse event. Events most communly associated
with discontinuation from these trials were daynme drowsiness
(1.6%), amnesia (0.6%), dizziness (0.6%), headache (0.6%), and
nausea (0.6%).

Incidence in controlled clinical trials

Most commonly observed adverse events in controlled trials:
During short-term treatment {up to 10 nights) with Ambien at doses
up to 10 mg, the most cammonly observed adverse events associ-
ated with the use of zalpidem and seen at statistically significant
differences from placebo-treated patients were drowsiness (reported
by 2% of zolpidem patients), dizziness {1%), and diarrhea (1%)
During longer-term treatment {28 to 35 nights) with zolpidem at
doses up to 10 mg, the most commonly observed adverse events
associated with the use of zolpidem and seen at statistically signifi-
cant differences from glacebo—treated patients were dizziness {5%)
and drugged fealings (3%).

of Tr Emergent Ad Experiences in
Short-term Placebo-Controlled Clinical Trials
{Percentage of patients reporting)

Zoipidem

i of T Emergent Adverse Experiences in
Long-term Placebo-Controlled Clinical Trials {Cont'd)
(Percentage of patients reporting)

Zolpidem

Body System/ (- 10 mg) Placebo

Adverse Event® {N~152) {N -161)
Respiratory System

Upper respiratory infection 5 6

Sinusitis 4 2

Pharyngitis 3 1

Rhinitis 1 3
Skin and Appendages

Rash 2 1
Urogenital System

Urinary tract infection 2 2

“Events reported by at least 1% of patients treated with Ambien

There is evidence from dose comparison trials suggesting a dose
relationship for many of the adverse events associated with zolpidem
use, particularly for certain CNS and gastrointestinal adverse events.
Adverse events are further classified and enumeratad in order of
decreasing frequency using the following definitions: frequent adverse
events are defined as those occurring in greater than 1/100 subjects;
infrequent adverse events are those occurnng in 1/100 to 1/1,000
patients; rare events are those occurring in less than 1/1,000
patients
Frequent: abdominal pain, amnesia, ataxia, confusion, depression,
diarrhea, diplopia, dizziness, dreaming abnormal, drowsiness, drugged
feeling, dry mouth, dyspepsia, euphoria, fatigue, headache, insomnia,
tethargy, lightheadedness, myalgia, nausea, upper respiratory infec-
tion, vertigo, vision abnormal, vamiting
infrequent: agitation, allergy. anorexia, anxiety, arthraigia, arthritis,
asthenia, back pan, bronchitis, cerebrovascutar disorder, chest pain,
constipation, coughing, cystitis, decreased cognition, detached, dif-
ficuity concentrating, dysarthria, dysphagia, dyspnea, edema, emo-
tional lability, eye irritation, faling, fever, flatulence, gastroententis,
hallucination, hiccup, hyperglycemia, hypertension, hypoaesthesia,
infection, influenza-like symptoms, malaise, menstrual disorder, mi-
graine, nervousness, pallor, palpitation, paresthesia, pharyngitis, pos-
tural hypotension, pruritus, rash, rhimtis, scleritis, SGPT increased,
sinusitis, sieep disorder, sieeping (after daytime dosing), stupor,
sweating increased, tachycardia, taste perversion, tinnitus, tooth
disorder, trauma, tremar, urinary incontinence, urinary tract infection,
vaginitis.
Rare: abdominal body sensation, abscess, acne, acute renal failure,
aggressive reaction, allergic reaction, allergy aggravated, anaphylactic
shock, anemia, appetite increased, arrhythmia, arteritis, arthrosis,
bilirubinemia, breast fibroadenosis, breast neoplasm, breast pain
female, bronchospasm, bullous eruption, BUN increased, circulatory
failure, corneal uiceration, delusion, dementia, depersonalization, der-
matitis, dysphasia, dysuria, edema periorbital, enteritis, epistaxis,
eructation, esophagospasm. ESR increased, extrasystoles, eye pain,
face edema, feeling strange, flushing, furunculosis, gastritis, glau-
coma, gout, hemorrhoids, hepatic function abnormal, herpes simplex,
herpes zoster, hot flashes, hypercholesteremia, hyperhemoglobine-
mia, hyperlipidemia, hypertension aggravated, hypotension, hypoto-
nia, hypoxia, hysteria, lliusion, impatence, injection site inflammation,
intestinal obstruction, intoxicated feeling, lacrimation abnormal, lar-
yngitis, leg cramps, leukopenia, libido decreased, lymphadenopathy,
macrocytic anemia, manic reaction, micturition frequency, muscle
weakness, myocardial infarction, neuralgia, neuritis, neuropathy, neu-
rosis, otitis externa, otitis media, pain, panic attack, paresis, person-
ality disorder, phiebitis, photopsia, photosensitivity reaction, pneu-
monia, polyuria, pulmonary edema, pulmonary embolism, purpura,
pyelonephritis, rectal hemorrhage, renal pain, restless legs, rigors,
saliva altered, sciatica, SGOT increased, somnambulism, suicide at-
tempt, syncope, tendinitis, tenesmus, tetany, thinking abnormal,
thirst, tolerance increased, tooth caries, urinary retention, urticaria,
varicose veins, ventricular tachycardia, weight decrease, yawning.
DRUG ABUSE AND DEPENDENCE
Controlled substance: Schedule IV.
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 mgq, while
zolpidem tartrate 10 mg was difficult 10 distinguish from placebo.
Sed hypnotics have produced withdrawal signs and sympioms

Body System/ 0 mg} Placebo
Adverse Event* {N=685) {N=473)
Central and Peripheral Nervous System
Headache 7 6
Drowsiness 2 -
Dizziness 1 -
Gastrointestinal System
Nausea 2 3
Diarrhea 1 -
Musculoskeletal System
Myalgia 1 2

*Events reported by at least 1% of Ambien patients are included.

of Ti E @ Adverse Experi in
Long-term Placebo-Controlled Clinicat 'Frials
{Percentage of patients reporting)
Zolpidem
Body System/ 10 mg) Placebo
Adverse Event® {N=152 {N=161)
Autonomic Nervous System
Dry mouth 3 1
Body as a Whole
Allergy 4 1
Back pain 3 2
Influenza-like symptoms 2 -
Chest pain 1 -
Fatigue 1 2
Cardiovascutar System
Palpitation 2 -
Central and Peripheral Nervous System
Headache 19 22
Drowsiness 8 5
Dizziness 5 1
Lethargy 3 1
Drugged feeling 3 -
Lightheadedness 2 1
Depression 2 1
Abnormai dreams 1 -
Amnesia 1 -
Anxiety 1 1
Nervousness 1 3
Steep disorder 1 -
Gastrointestinal System
Nausea 6 [¢]
Dyspepsia 6 6
Diarrhea 3 2
Abdominat pain 2 2
Constipation 2 1
Anarexia 1 1
Vomiting 1 1
immunclogic System
Infection 1 1
Musculoskelatal Systam
Myalgia 7 7
Arthralgia 4 4

following abrupt discontinuation. These reported symptoms range
from mitd dysphoria and insomnia to a withdrawal syndrome that
may include abdominal and muscle cramps, vomiting, sweating,
tremars, and convulsions, The U.S. clinical trial experience from
zolpidem does not reveal any clear evidence for withdrawal syndrome.
Nevertheless. the following adverse events included in DSM-II-R
criteria for uncomplicated sedative/hypnotic withdrawal were report-
ed at an incidence of = 1% during U.gv chnmcal trials following placebo
substitution occurring within 48 hours foilowing last zolpidem treat-
ment: fatigue, nausea, flushing, lightheadednass, uncontrolled crying,
emaesis, stomach cramps, panic attack, nervousness, and abdominai
discomfort.

Individuals with a history of addiction to, or abuse of, dru]qs or
alcohol are at risk of habituation and dependence; they should be
under careful surveilance when receiving any hypnotic

OVERDOSAGE

Signs and symptoms: In European postmarketing reports of over-
dose with zolpidem alone, impairment of consciousness has ranged
from somnolence to light coma, with one case each of cardiovascular
and resprratory compromise. Individuals have fully recovered from
zolpidem tartrate overdoses up to 400 m;; {40 times the maximum
recommended dose). Overdose cases involving multipie CNS-depres-
sant agents, including zolpidem, have resulted in more severe symp-
tomatology, including fatal outcomes.

Recommended treatment: General sympiomatic and supportive
measures shouid be used along with immediate gastric lavage where
appropriate. Intravenous fluids should be administered as needed
Flumazenil may be useful. Respiration, pulse, blood pressure, and
other appropriate signs should be monitored and general supportive
measures employed. Sedating drugs shoutd be withheld following
zolpidem overdosage. Zolpidem is not dialyzable

he possibility of muitiple drug ingestion should be considered

Caution: Federal law prohibits dispensing without prescription.
4/11/84

Manufactured and distributed by
G.D. Searfe & Co.

Chicago, IL 60680

by agreement with

Lorex Pharmaceuticals

Skokie, IL

Address medical inquiries to:

G.D. Searie & Co.

Medical & Scientific information Departmem
4901 Searle Parkway

Skokie, 1. 60077
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ity Weekly Report gives you the
Every week the experts at the Centers for Disease Control and Prevention report the facts on disease trends,

epidemiological reports and health recommendations. Better than mere summaries, these reports (complete
with charts, maps and tables) pinpoint disease trends by region. You’ll know exactly what’s happening in
your part of the world as it occurs. No other source can offer you this fast breaking information — as it
happens. Subscribe today, and get the facts.

(] YES! I want the facts on the latest medical trends as reported by the CDC. Please enter my one-year subscription
(52 weekly issues) to MMWR for $59.00.* SPECIAL BONUS: Subscribe today and receive FREE Recommendations
and Reports and Surveillance Summaries as released by the CDC.

[ My payment for isenclosed.*  Name
[ Please charge to my credit card:
O MasterCard O Visa £ Ay st
# . =
Expire Date CnyA ) Staso Zip
Signature Medical Specialty
Credit Card Orders: Call 1 (800) 843-6356 Please allow 4-6 weeks for delivery of first issue. Rates subject to change without notice.
RISK-FREE GUARANTEE: You may cancel your subscription fONSE FICTARERVEDRE SR I "
at any time and receive a full refund on all unmailed issues. Massachusetts Medical Society

P.O. Box 9120, Waltham, MA 02254-9120
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A Primary
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Approach
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San Francisco and is an Attending
Physician in the Division of
General Internal Medicine at
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AIDS Clinical Care newsletter.
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HIV Infection: A Primary Care Approach

An essential guide for all clinicians. Now in s Second Econ

HIV Infection gives you practical guidance on HIV patient care. It will help you to:
» Take an HIV-related history
w Prepare for patients’ disability and death

= [dentify patients at risk
w Establish a primary care relationship

The Second Edition has been expanded to give you up-to-date, reliable informa-
tion that you can use in your practice. Substantial revisions in these areas:

Completely
revised and
updated!

» New and updated treatment tables ~ ® Antiretroviral therapies

= [mmunizations = Opportunistic infections

» Prognostic markers s Approach to symptoms

Send for your copy today, or ORDER TOLL FREE 1-800-843-6356.

[ e e e

: (JYES! Please send me copies of HIV Infection: A Primary Care Approach, Second Edition, at US $9.95.
y For multiple copy orders: (2-19 copies) US $8.95; (20+ copies) US $7.95. Prices include postage and handling.*

: Check enclosed for a total of $ Call TOLL FREE: 1-800-843-6356
Or O] | FAAL 4 .
| Please charge my [ VISA [ MasterCard [ AmEx or order b\ FAX (61 7) 893-0413
X o ; *All orders must be prepaid. Make checks
. EXP. D,
: CARD # EXP. DATE payable to HIV Infection. Massachusetts
| SIGNATURE residents must add 5% sales tax.
I Please allow 4-6 weeks for delivery.
NAME _ , .
I Send to: HIV Infection, P.O. Box 9130,
: ADDRESS Waltham, MA 02254-9130
| The Publishing Division of the
I Massachusetts Medical Society
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If you're seeking nothing less than
the perfect practice
in the ideal location...

We have

a number of
opportunities.
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If you’re like most physicians, you've been relying
on journals like The New England Journal of
Medicine for years to locate the best practice
opportunities in the country. Now, learn about
career openings by phone, too -- 24 hours a day, 7
days a week. Introducing the National TeleAccess
Network, a revolutionary new service that is:

Free. There are no charges of any kind for
physician callers.
Confidential. You won't be
contacted by employers
unless you request.

In cooperation with
The New England Journal
of Medicine. 617-893-3800 ['he Databa

1-800-682-1191

Targeted. Specify your career interest, geographic
preferences and more.

Fast. Request and receive details by fax or mail on
openings that interest you.

Comprehensive. Browse through a variety of
opportunities from all across the country.

Put your career search in high gear. Turn to The
New England Journal of Medicine AND the
National TeleAccess Network.
It's an unbeatable combination.
And it’s your call.




The classified rate is $1.40 per word (minimum
charge of §75.00 per ad Insertion) and $90.00
per column inch for classified display ads.
Please call 1-800-635-6991 and ask for classified
advertising for rate information on various clas-
sified display ad sizes. Prepayment in full is
required with all classified advertising. We
accept American Express, VISA, or MasterCard.
Confidential reply boxes are an additional
$10.00 per Insertion. Responses are sent directly
every Tuesday and Thursday, and the box will
remain open for three months.

Note: Our classified advertissments are all
set In the same typeface and format, All ads
are listed by geographic terrtory.

The Journal of the Ame

s

=F

Classified advertisements placed with JABFP
are restricted to physician recrultment, faculty
positions, CME courses/seminars, and practices
for sale. All ads must relate to the medical fleld
and are subject to approval.

Please refer to the schedule below for clos-
Ing dates. All advertisements for employment

Classified Advertising Deadlines

lssue Date Closing Date
January-February December 1

March-April February 1

May-June Aprll 1

rican Board of Family Practice

g

must be nondiscriminatory and comply with all
applicable laws and regulations. Ads that dis-
criminate agalnst applicants based on sex,
age, race, religion, marital status or physical
handicap will not be accepted.

Classified advertising orders, correspon-
dence, and payments should be directed to:

Classified Advertising
JABFP
1440 Main Street
Waltham, MA 02154

or call 1-800-635-6991
(617-893-3800 in MA)
FAX: 617-895-1045

FAMILY PRACTICE — CENTRAL NEW HAMPSHIRE
— New London Hospital seeks a board certified/
eligible Family Practitioner for growing, exciting
group practice opportunity. Excelient salary, lib-
eral vacation and CME benefit package. The
hospital is in excellent financiat position for the
future. We are close to major medical teaching
facilites yet still retain the New England small
town charm. The New London/Lake Sunapee
area of New Hampshire is rated one of the most
attractive in New England. We enjoy the four
seasons with skiing, boating, hiking and other out-
door activitles. Please forward resume to: Ray
Bonito, Vice President for Ambulatory and Pro-
fosslonal Services, New London Hospital, 270
CountyRoad, New London, NH03257.

MAINE — Superb FP opportunity now avallable
onMaine'ssouthernseacoast. Globalpracticein-
cludes lab, x-ray. physical therapy. endoscopy
and more. Excellent salary plus bonus and pro-
fessional expenses. Comprehensive benefits.
Two years fo partnership. One-in-four call cov-
erage. OB would be essential. Enjoy boating, sall-
Ing, skiing, golf, culture, shopping in this mid-
sized coastal community. Just 25 miles to
Portiand and 90 minutes to Boston. For further
detalls send CV In confidence fo: Jonathan Shi,
MD, The Medical Group, 3 Meadows Lane, Ken-
nebunk, ME 04043 or call: 207-985-7174,

NEW JERSEY'S DELIGHTFUL BERGEN COUNTY — Ex-
ceptional opportunity for BC/BE Family Practi-
tioner to join five-physician group In a charming
suburban community only thirty minutes from
New York Clty. Complete lab, x-ray and surgical
tacllities. Guaranteed income lecading to poten-
tlal partnership. Contact: John C. Rogers,
Medical Management Assoclates, 102 South
Maple Avenue, Ridgewood, NJ 07450. Call: 201-

444-2144,

LEADERSHIP/SUPERVISORY OPPORTUNITY —
Coastal Southern Maine, for experienced BC
Family Practitioner to work in one of five
multispecialty health center locations. Join
largest primary care group In state. Enjoy nearby
ocean, mountains and lakes, plus cultural and
college-town amenities. Progressive environ-
ment with emphasis on managed care offers
teamwork, reasonable working hours. 1:4-5 call.
Financial security of competitive salary. incen-
tive bonus plan, excellent benefits package.
Satisfy family needs for excellent education and
safety of small city living with easy commute to
Portiand. Great skiing, sailing, hiking and more.
Wonderful piace to raise your children. Please
call or send CV to. Renee Campbell, Provider
Recrultment, Martin's Point Health Care Cen-
ters, PO Box 9746, Portiand, ME 04104-5040, 800-
348-9804.

COASTAL SOUTHERN MAINE & NEW HAMPSHIRE
— Largest primary care group in Maine expand-
ing — seeks addlitional BC/BE family practitioners
In several of five multispecialty health center
locations in Maine and NH, Enjoy nearby ocean,
mountains and lakes, plus cultural and academ-
ic amenities#rogressive environment with em-
phasls on managed care offers teamwork, rea-
sonable working hours, 1:4-5 call. Financlalsecurl-
ty of competitive salary, Incentive bonus plan, ex-
cellent benefits package. Satisfy family needs
for excellent education and safety of small clty
living with easy commute to Portland and Bos-
ton. Great skiing, salling, hiking and more. Won-
derful place to ralse your children. Please call or
send CV to: Renee Campbell, Provider Recrult-
ment, Martin's Point Heaith Care Centers, PO
Box 9746, Portland, ME 04104-5040, 800-348-9804.

WESTCHESTER COUNTY, NEW YORK — BE/BC FP
forbusy family medicine practice. Lucrative com-
pensation package. Send CV to: Jules Ehren-
berg, E.J. Michaels, 1865 Palmer Avenue, Larch-
mont, NY 105638. Call: 914-833-1700 ortoll-free out-
side the New York metropolitan area at: 800-
333-2999.Fax: 914-833-1711.

SOUTHWESTERN CONNECTICUT — FAMILY PRAC-
TICE — HOSPITAL GUARANTEE - Lucrative pri-
vate practice offer. Contact: Mimi Kozma, VP,
E.J. Michaels, Ltd., 1865 Palmer Avenue, Suite
101, Larchmont, NY 10638. Or call: 914-833-1700
or 800-333-2999 outside the NY metropolitan
areq, OrfaxyourCV10:914-833-1711.

WESTERN NEW YORK/WESTERN PENNSYLVANIA
AND SCRANTON/WILKES-BARRE, PENNSYLVANIA
-~ BE/BC Family Practitioners sought for hospital-
based and private practice positions. Qutstand-
Ing compensation. Send CV: Shelley Carhilli, E.J.
Michaels, Ltd., 1865 Palmer Avenue, Suite 101,
Larchmont, NY 10538. Phone: 914-833-1700 or
800-333-2999 (outside NY metropolitan area).
Fax:914-833-1711,

SYRACUSE NY/FINGER LAKES AREA — BE/BC FP
to join seven-physician primary care group: no
weekend/night call; compensation to $175,000.
Send CV to: Jules S. Ehrenberg, VP, EJ.
Michaels, Ltd., 1865 Paimer Avenue, Sulte 101,
Larchmont, NY 10538. Phone: 914-833-1700 or
800-333-2999 (outside NY metropolitan area).
Fax:914-833-1711.

INTERNIST/FAMILY PRACTITIONER — BC/BE, In-
terest in purchasing existing practice in North-
eastern Pennsylvania. Excellent potential. Finan-
clal assistance may be available for the prac-
tice as well as relocation. Reply Box 10197,
JABFP,

HKA LOCUM TENENS is looking for
quality Family Practice physicians to do Locum
Tenens. We have opportunities coast-to-coast.
We furnish Occurence Malpractice Insurance
(no tail necessary). Please call:




NEW YORK — HUDSON RIVER COMMUNITY,
WESTCHESTER COUNTY — Ten minutes to USMA
at West Point, fifty minutes to NYC. Established
solo FP, age 42, seeks one or two FP trained BE/
BC FP's to share unique full range booming
meticulous office/hospital practice. Inciudes po-
lice and industrial medicine, endoscopy and
minor surgery in quaint newly renovated office.
OB optional, Two miles from expanding 125-bed
community hospital with full privileges including
OR and ICU. Teaching opportunities through
New York Medical College precepting medical
students. Salary guarantee, incentives, part-
nership and most importantly, a fun practice fo
Join. This is a dream opportunity. Send CV to:
John A, McGurty, Jr., MD, 211 South Division
Street, Peekskill, NY 10566. 914-736-0400.

FAMILY PRACTITIONER — Is seeking an Associ-
ate/Partner for opportunity in north central Penn-
sylvania. Salary guarantee of $100,000 with po-
fential of $200,000 in the second year. Physician
can perform a variety of endoscopic proce-
dures, pulmonary function testing, EKG's, etc.
Located one hour from prime ski resorts and 2.5
hours from Pittsburgh. Strong supportive com-
munity, low cost of living, good schools, low
crime rate, ideal location for raising a family. For
more information contact: Durham Medical
Search, Inc., 6300 Transit Road, PO Box 478, De-
pew, NY 14043. Or call toll-free: 800-633-7724
(USA), 800-367-2356 (NYS), 716-681-7408 (FAX).

Surround Yourself
with Excellence

We provide the resources to practice
quality medicine: Nationally and
internationally recognized physicians
on staff. In-house, 24-hour coverage
by internists, pediatricians,
neonatologists and critical care
physicians. Affiliation with area
universities and colleges. The newest
technology and treatment procedures.
A clinically competent and caring
nursing staff,

Opportunities in private practice

or employed; multi- or single-
specialty groups.

Located 30 miles from Lake Michigan,
this dynamic metro area offers the
advantages of a big city without the
problems. Affordable housing;
excellent schools; thriving arts and
cultural community.

Rewarding salary and benefit
program. Call or write: Steve
Shotwell, Blodgett Memorial Medical
Center, 1840 Wealthy, S.E.,, Grand
Rapids, MI 49506; 1-800-253-7124.

Blodgett

MEMORIAL MEDICAL CENTER

FAMILY PRACTICE — Pennsylvania multispecialty
group offering aggressive salary and benefit
package including car allowance, 24 days va-
cation/CME, matching 401k plan, CME
allowance, paid malpractice, health/life/
disability. Professionally managed, well-
established group of board certified physicians
with a strong emphasis on patient care and
physicians' quality of life. Metropolitan area with
access to the seashore and mountains, with a
low cost of living you'll appreciate. For more in-
formation call: Tom Bell at 800-238-7150 or fax
your CV with anoteto: 215-975-0574.

TEMPLE UNIVERSITY SCHOOL OF MEDICINE —
CHAIRPERSON OF FAMILY PRACTICE AND COM-
MUNITY HEALTH — Temple University School of
Medicine is seeking a Chairperson for its De-
partment of Family Practice and Community
Health. Applicants for this full-time position must
have board certification; academic experience
with qualifications for appointment as Full Pro-
fessor; demonstrated excellence in education
and patient care; outstanding interpersonal and
leadership skills; the ability to develop strong
clinical/academic programs and to maintain ef-
fective ongoing associations with the institutions
and practices essential 1o our required clinical
clerkship; the knowledge and skills to develop
and sustain a competitive residency program.
Applicants should send their resumes and bibii-
ographies fo: Ms. Betty E. Berdel, Secretary to the
Family Practice Search Committee, Office of
the Dean, Temple University School of Medicine,
3420 North Broad Street, Philadelphia, PA 19140.
Temple is an Affirmative Action/Equal Opportuni-
ty Employer and strongly encourages applica-
tions from women and minorities.

Southeast

MANAGED CARE BLUES? — Try primary care
without the headaches! Internists or Family
Practitioners (BC) to join practices in our growing
retirement communities in the suburbs of Balfi-
more. Practice financially supported by com-
munities to allow for high quality care in a stable
"Health Care ReformProof” environment. Diverse
positions with rewarding clinical practice, re-
search opportunities, administration and
teaching. Faculty appointment at Johns Hopkins
University commensurate with qualifications.
Geriatric experience preferred but not required.
Communities have full range of clinical and
social services to support a multidisciplinary ap-
proach to the practice of medicine. Very com-
petitive salary and generous benefit package in-
cluding health, life, disability and malpractice in-
surance, flexible benefit program, five weeks
vacation/personal and one week CME. Send
CV to: Gary Applebaum, MD, VP, Medical Ser-
vices, Senior Campus Living, 711 Maiden Choice
Lane, Baltimore, MD 21228, or call: 410-247-5602.

TYLER & COMPANY — Is seeking an MD for the
position of Executive Vice President, Clinical Ser-
vices for SunHealth Alliance, whose corporate of-
fices are located in the growing progressive
southeastern city of Charlotte, North Carolina.
Please contact: Robin Singleton at 800-883-8803
or fax CV to 404-396-6693. All inquiries are confi-
dential.

RESIDENCY DIRECTOR, DEPARTMENT OF FAMILY
MEDICINE -~ MEDICAL UNIVERSITY OF SOUTH
CAROLINA, CHARLESTON, SOUTH CAROLINA —
This well-established university-based 36 re-
sidency program is looking for a Residency
Director. The successful applicant will be a
leader with an evident commitment fo educa-
tion, service and scholarly activity. The program
excels in prevention, the doctor-patient rela-
tionship and electronic data systems.
Charleston, South Carolina is a beautiful coastal
city with a charming historic downtown area.
The Medical University of South Carolina is an
Equal Opportunity/Affirmative Action Employer.
Submit a letter of interest to: Clive D. Brock, MD,
Professor and Associate Chairman of Education,
Department of Family Medicine, Medical Uni-
versity of South Caroling, 171 Ashley Avenue,
Charleston, SC 29425,

GREATER CINCINNATI “AMERICA'S MOST LIVABLE
CITY” — No caill/full-time scheduled hours for a
board certified Family Practice or internal Medi-
cine Physician. St. Luke Hospital West is a 177-
bed facility located twelve miles from
downtown Cincinnatiin Florence, Kentucky. We
are seeking a staff physician whose duties will in-
clude responding to emergencies, and perform-
ing employee heaith and occupational medi-
cine services. Compensation: $117+k plus com-
prehensive benefit package. Please respond in
confidence to: Brenda Ziegler, Physician Re-
cruiter 800-345-7151, extension 3361 or fax: 606-
572-3369.

A Practice Made Perfect

Grand Valley Health Plan is a growing
primary care system in a metropolitan
area of highly desirable western Michi-
gan. The area boasts exceptional recre-
ational opportunities, cultural activities
and education, and a vigorous economy.

Family Practice physicians (BC/BE) pro-
vide and manage care, along with teams
of other health professionals, without
practice management responsibilities.
Pharmacy, x-ray, laboratory and mental
health services are available on-site in
our modern, attractive facilities. We
offer highly competitive salaries, gener-
ous benefits, fully paid malpractice
insurance and stock ownership program
with an impressive growth record and
future projections.

For more information about family prac-
tice opportunities with our innovative
organization send your CV to:

Deborah Houghton-Redding
Director, Physician Recruitment
Grand Valley Health Plan
Forest Hill Avenue, SE

Grand Rapids, Michigan 49546
(616} 949-2410

EOE




EXCEPTIONAL OPPORTUNITY FOR A FAMILY
PRACTITIONER — Located in Southwest Ken-
tucky. New (grand opening 8/93) 107-bed
medical facllity offers state-of-the-art equipment
and patient care. Doctor professional building is
aftached to the hospital which also offers the
newest in business systems. Primary service area
of 135,000 with one in eight call coverage or out-
patient clinic practice setting. Very competitive
financial package. Family oriented community
with schools nationally recognized for their aca-
demic excellence. Cultural amenities include
community theater, nearby university and area
symphony. Just minutes from two of the largest
man-made lakes in the world. For more informa-
tion, send your CV or call: Richard Whidby,
Jackson & Coker, 115 Perimeter Center Place,
Suite 380 (14023), Atlanta, GA 30346; Telephone:
800-272-2707, extension 14023.

PHYSICIAN WANTED — FAMILY PRACTICE OR IN-
TERNAL MEDICINE — As associate in large, most-
ly HMO, solo practice. Located in Miami Shores,
Florida. Must be board certified or board eligible
in FP or IM and willing to be credentialed by
numerous HMO's. Send CV to: Ira S. Jacobson,
MD, 1190 NW 95th Street, Suite 401, Miami, FL
33150. Attn: Leslie. 305-835-2511.

Midwest

TOLEDO, OHIO — Family Practice, BC/BE FP for
group practice. One-in-three coverage. Out-
standing salary and benefits. Send CV to: Jules
Ehrenberg, E.J. Michaels, 1865 Palmer Avenue,
Larchmont, NY 10638. Call: 914-833-1700. Out-
side the NY metropolitan area: 800-333-2999.
Fax:914-833-1711.

DANVILLE/CHAMPAIGN-URBANA AREA, ILLINOIS
— BE/BC FP sought for three-physician practice.
One-in-three coverage; high income potential.
Send CV: EJ. Michaels, Ltd., 1865 Palmer Ave-
nue, Suite 101, Larchmont, NY 10538. Phone:
914-833-1700, 800-333-2999 (outside NY
metropolitan area). Fax: 914-833-1711.

FAMILY PRACTICE — Group of three Is looking for
a fourth. Salary of $130,000 with $20,000 sign-on
bonus and full benefits. Great family community
with arts, theatre and symphony forty minutes
away in Northwestern lllinois. For more informa-
tlon call: Durham Medical Search, Inc., 6300
Transit Road, PO Box 478, Depew, NY 14043, 800-
633-7724 (USA), 800-367-2356 (NYS), 716-681-7408
(FAX).

110-PHYSICIAN MIDWEST MULTISPECIALTY — BC/
BE candidates: dermatology, family medicine,
pulmonology. Fourteen-county area healthcare
center, draw over 320,000. Guaranteed salary
first two years. Thriving family community. Purdue
University offers academics, cultural events, Big
10sports. Contact: Physician Recruitment, Arnett
Clinic, PO Box 5545, Lafayette, IN 47904. 800-899-
8448,

FAMILY PRACTICE PHYSICIAN WANTED — BC/BE
for community health center in rural practice set-
ting in SE Michigan. Located within 35 miles of
Detroit, Ann Arbor, and Toledo. Competitive
salary and incentives plus an excellent benefits
package. Contact: Fay Thiel/Pat Cavanagh,
Michigan Primary Care Association, 1200 East
Michigan Avenue, Suite C, East Lansing, MI
48823, 800-752-7268 or517-336-5900.

NORTHEASTERN WISCONSIN — Six-person FP
group s recruiting BE/BC Physician. Busy prac-
tice with full range of clinical services, including
OB. Comfortable community with an excellent
lifestyle. Located between Green Bay and
Milwaukee. Low crime. Excellent schools.
Several colleges and universities nearby. Com-
petitive salary, productivity bonus, and fringe
benefits, Send CV to: Reply Box 10380, JABFP.

Family Practice Physicians

If you're a physician looking for a professional life
that keeps you attuned to high-tech medical
advances and offers you financial rewards, opportu-
nities for career development and excellent benefits,
the Navy Medical Corps may be for you. As a Navy
physician, you'll practice in a truly collegial environ-
ment, where physicians support each other rather
than engage in economic competition. You'll be a
commissioned officer and a respected member of the
Navy’s prestigious health care delivery team.

You'll work in clinical settings in the United States
and around the world with top professionals and
state-of-the-art equipment and facilities. Through
funded continuing medical education and specialty
training, you’ll have the opportunity to develop your
full professional potential as well as the freedom to
move from practice to research or teaching without
losing seniority, salary level, or retirement benefits.

You'll earn an excellent starting salary based on your
ability and experience, and federal law provides free
medical liability protection to Navy physicians. You
may also be entitled to special pay in addition to
your regular salary and allowances. Navy benefits
include 30 days of paid vacation earned each year,
free medical and dental care, tax-free housing and
food allowance, an excellent retirement system and
opportunities for free travel to some of the most exot-
ic and beautiful places in the world.

For more information, contact your local Navy
Medical Programs officer or call 1-800-USA-NAVY.

Ask for operator 36.

The Kellcover Water Barrier:
Kellcover is a patented, disposable,
water-resistent covering designed to

protect arm and leg
casts, dressings or
bandages while
bathing or showering.
It can be
used once
and thrown
away. ltis
designed to be put on by the user with
only one hand.

Call or write today for samples.

Keep It Dry
42 8th Street, Suite 2304, Boston,
MA 02129

Tel: (617) 242-5436
Fax: (617) 242-2191
Internet:
72642.3360@ Compuserve.com




MICHIGAN — War Memorial Hospital in Sault Ste.
Marie, Michigan is assisting a well-respected,
board certified FP in our community in the re-
cruitment of a board prepared/certified Family
Physician to be the core of a single specialty
group. OB and procedures are optional. Ex-
cellent compensation and benefits available.
Located in the beautiful Eastern Upper Peninsula
of Michigan, Sault Ste. Marie is a mecca of both
winfer and summer outdoor recreation and of-
fers a superior guality of life, For more informa-
fion contact: Elisa Abner-Taschwer at 800-635-
4608 or forward your CV to: War Memorial Hos-
pital, 500 Osborn Boulevard, Sault Ste. Marie, Mt
49783,

IOWA — A FAMILY PHYSICIAN'S FAMILY HAVEN
— Bring your family to a safe wholesome area
rich with leisure, cultural and educational op-
portunities. We are in need of BE/BC Family Physi-
cians to join our growing PHO of primary care
physicians. Highty competitive satary and com-
pensation package. Practice patient-oriented
medicine in a group concerned with your quali-
ty of life. Send CV to: Theresa Alberts, Recruiting
Specialist, 865 A Avenue NE, Suite 100, Cedar
Rapids, 1A 52402. Telephone: 319-366-3400.

ACADEMIC POSITION — Join the academic
team in the Department of Family and Com-
munity Medicine at the University of llinois Col-
lege of Medicine at Rockford. This nationally re-
cognized department has an opening for a
physician in an innovative ambulatory primary
care setting where faculty supervise medical stu-
dents in delivering heaith care. As students
spend one day a week for 2.5 years following
up to 100 families, this is the perfect opportunity
to combine genuine clinical practice with ef-
fective one-on-one teaching in an academic
environment. Candidates must be board
certified/board eligible. A willingness fo provide
obstetrical care is desirable. Rank com-
mensurate with qudlifications, Scholarly time is
available and beginning faculty can qualify for
a new two year Faculty Development Fellow-
ship. Innovative programs of teaching and re-
search in rural medical education, patient-
centered clinical method, international medical
education and in community-based medical
education are in progress. The environment for
family medicine at the College of Medicine at
Rockford is outstanding. Come join with us in our
vision! For further discussion please contact: Ron
McCord, MD, 1601 Parkview Avenue, Rockford,
IL 61107-1897. 815-395-5810. The University of -
Hliinois is an Equal Opportunity/Affirmative Action
Employer.

UNIQUE FREE SERVICE TO PHYSICIANS
Register now with the nation’s best resource for physicians
seeking new opportunities, since 1978. Distributed to over
8,000 hospitals, clinics, groups, HMOs, etc. throughout the
country. Completely confidential. Send CV with letter indi-
cating geographical preference, type of practice desired,
and availability date. We are NOT an employment agency.

National Physicians Register, 8 Park Plaza,

Suite 422 NF, Boston, MA 02116 (800) 342-1007

JOIN A YOUNG, “TRUE FAMILY" PRACTITIONER —
Whose closed practice mandates that he add
a partner. Rent free, cost sharing arrangement
for first two years leading into a no buy-in part-
nership. Hire your RN, the partner provides the
ancillary staff. Modern office in a doctor's park.
One-in-three call. Culture provided by Southern
linois University. Phone: Andrew H. Marcec or
Sue Ridgway at 800-333-1929 at Memorial Hospi-
tal, Carbondale, IL62901.

Southwest

OKLAHOMA — Experience the hospitality of the
southwest in Oklahoma. We are interested in the
addition of BC/BE family physicians to join our
growing multispecialty group practice. Salary
guarantee, incentive bonus and generous
benefits are offered. Contact: Debbie Jones,
Oklahoma City Clinic, 701 NE 10th, Oklchoma
City, OK73104. 800-522-0224, ext. 2591.

BROOKE ARMY MEDICAL CENTER, FORT SAM
HOUSTON, TEXAS — Seeking two Family Practice
MD's for new Family Care Clinic. Offers com-
petitive benefit package for board certified
FP's. Contact: Family Care Clinic, Building 1279,
Garden Avenue, Fort Sam Houston, TX 78234,
210-916-7881 (Mrs. Yon) or 210-916-6288 (Maj.
Evans) or fax CV to: 210-916-6595 Attn: Maj.
Evans.

diversity.

allowance.

Ms, Ellen Sakai

Fax: (808) 522-4111

Hawaii Is Calling
For Family Practice Physicians
Imagine an active practice in an atmosphere of

unending tropical beauty, near perfect climate, year-
round recreational activities and abundant cultural

Straub Clinic & Hospital is seeking board certified/
eligible Family Practice physicians for open positions
on the islands of Oahu, Hawaii and Lanai. Straub
offers attractive salaries and liberal benefits,
including malpractice insurance and relocation

Established in Hawaii over 70 years, Straub Clinic &
Hospital is a fully integrated, physician owned and
operated health care organization. Our 160 physi-
cians cover 30 specialties. Facilities include our main
clinic and a 159-bed hospital in Honolulu and eight
satellite clinics on Oahu and neighbor islands.

For more information, send CV to:

Physician Recruitment Coordinator
Straub Clinic & Hospital, Inc.
888 South King Street
Honolulu, Hawaii 96813
Phone: 1-800-5-STRAUB

EXCELLENT OPPORTUNITIES AVAILABLE IMMEDI-
ATELY — For BC/BE Family Practitioners to staff
family practice clinics in a sunny southeast Texas
community close to a large metro city and
which offers an excellent quality of life and
good schools. Extremely competitive first year
netincome guarantee with the potential for suc-
ceeding years exceptional. With these op-
portunities the hassle of managing an office is
gone. Interview, relocation and marketing ex-
pense underwritten. Interested applicants
please forward CV to: Pat Adams, AM! Park
Place Medical Center, PO Box 1648, Port Arthur,
TX 77641 orfaxto: 409-983-6152.

SEEKING BOARD CERTIFIED FP OR INTERNIST — To
serve as Medical Director of 40+ member, non-
profit primary care group. Administrative duties
will include recruitment and development of
outstanding practitioners, coordination of resi-
dent education activities, compensation issues,
and generally building on the momentum
which the group has already achieved. Must be
willing to devote a substantial proportion of time
to patient care and must be capable of estab-
lishing a high standard by example. Compensa-
fion negofiable. Administrative experience or
training preferred. Please send CV to: Patrick
Williamson, MD, Solomon Anthony Clinic, 2833
Babcock, Suite 200, San Antonio, TX 78229 or
fax: 210-616-7343.

Straub

CLINIC & HOSPITAL




ALBUQUERQUE, NEW MEXICO — BE/BC Family
Practice Physiclans. Numerous opportunities with
the region's leading healthcare system. Com-
petitive salary, personalized benefits and poten-
flal for incentive compensation. Send CV; Kay
Kernaghan, Physician Coordinator, Presbyterian
Healthcare Services, PO Box 26666, Albuquer-
que, NM 87125, Telephone: 800-545-4030, x6330.
Fax; 505-260-6393.

PRACTICE/TEACHING POSITION IN SOUTHERN
NEW MEXICO — Memorial Medical Center in Las
Cruces, NM is seeking family physician faculty to
develop a new family practice residency pro-
gram In collaboration with the University of New
Mexico. Position involves direct patient care
(preferably with obstetrics), teaching and in-
volvement in primary care research, Board certi-
flcation required, fellowship training or prior
teaching experience preferred. Competitive
salary and fringe benefits, university faculty ap-
pointment and excellent quaility of life. For in-
formation contact: Michael Stehney, MD at 505-
521-3045 during the day or 505-521-3891 after
6pmMST,

Francisco

completed by 1997

year-round weather.

information by contacting:

ﬁ

PHYSICIANS

Natividad Medical Center is presently seeking Family Prac-
titioners to join our Family Practice Residency Program and
Affiliated Community Clinics. Position highlights include:

O Residency affiliated with the University of California, San

O HPSA designation offering the potential for loan repayment
O Modern, affordable health care campus on present site to be

O Located 17 miles inland from the beautiful Monterey Bay,
Salinas offers a community of 110,000 and moderate

Youmustbe Board Certified/Board Eligible as Family Prac-
titioner. Obstetrics preferred for Residency Faculty position,
optional for community clinics.

If this opportunity sounds like what you are Iooking for and
you are ready to join an energetic team, please request more

Richard Brunader, M.D.
Director, Family Practice Residency Program
Natividad Medical Center
P.O. Box 81611, Salinas, CA 93912
(408) 755-4201
AA/EOE

/NN MEDICAL

FRIENDLY PEOPLE, FAMILY MEDICINE.

FAMILY PRACTICE PHYSICIAN BC/BE — Saiud, a
progressive famlly practice group with ten of-
fices, seeks skilled physician for brand new Fort
Morgan, Colorado location. Practice includes
OB and offers paid malpractice, CME and easy
call schedule. Close to great sking! Call: 800-
388-4325.

RESIDENCY PROGRAM ASSOCIATE DIRECTOR —
Fuily accredited glorious Northern Californla Re-
sidency Program is seeking board certified Fam-
lly Physiclan. Physicion Educator or fellowship
tralning preferred. Responsibllities include pro-
gram director support, resident documentation,
and curriculum evaluation; 30% clinical work
and 30% teaching are required. OB strongly en-
couraged. Flexibllity, enthusiasm, innovation are
key characteristics desired In the ideal candi-
date. UCDavisaffliatedresidency program,Con-
tact: Rich McNabb, MD, MPH, Residency
Director, Merrithew Memorial Hospital, 2500
Alhambra Avenue, Martinez, CA 94553, 510-370-
5117. Equai Opportunity Employer,

OREGON - PLAYGROUND OF THE PACIFIC
NORTHWESTI — Ocean beaches, old growth
forests, semi-arld deserts, raging rivers, snow-
capped mountalns, hot springs, fossil beds and
vineyards. Oregon Health Sciences University re-
presents a varlety of practice opportunities for
Family Practitionersand General Internistsincom-
munities of 300-30,000. Call the OHSU
switchboard, 800-328-2422, ask for Scott in Of-
fice of RuratHealth.

PRACTICE AT THE GATEWAY TO MOUNT HOODI -~
Join three Famlly Physicians in an opportunity
that uniquely blends the advantages of practic-
ing and living In a smaller community with the
amenities of downtown Portland only 45 minutes
away, BC/BE a must, NO obstetrics. Exceilent in-
come potential. Send CV to: Cynthla Lacro,
Legacy Health System, 1919 NW Love]oy,
Portland, OR 97209. §03-225-8769.

OUR CLIENTS ARE SEEKING BE/BC PRIMARY CARE
PHYSICIANS — OB/GYN, Child/Adolescent
Psychiatrist, General Psychlatrist. Great group
practice opportunities in MD, NJ, NY, CT, VA, TX,
TN. Excellent salary, benefits and bonus. No re-
crultment fee. 95's accepted. Fax CV to: The
Park Group 610-695-0979 or cali: 800-381-2020.

FOR A CHANGE
OF PACE

Serve your country,
enhance your skills
and practice your
speciality in the
greatest Navy in the
world. The Naval
Reserve has it all,
part-time. Call:
1-800-USA-USNR.

NAVAL RESERVE

You and the Naval Reserve.
Full Speed Ahead.

Response.
Response.
Response.

JABFP
classified ads
deliver.







‘or audio tape on how you can receive a stipend of up to
in surgical resident through the Army Reserve’s Specialized
istance Program, call 1-800-USA-ARMY, ext. 428,




PRACTICE MADE PERFECT

ok, there’s no perfect practice.

butat HARRIS KOVACS ALDERMAN

we make it as perfect as it can be.

Here’s how:

» Every opportunity is appraised on-site — for you

Each financial package is pre-negotiated — for you

Interview/Visit logistics are handled by us — for you

« We represent over 500 opportunities coast-to-coast — for you

Our recruiters know the market — your market

To examine your options

call 1'800'347'7987 today.

For Locum Tenens, call 1-800-226-6347.

HARRIS KOVACS ALDERMAN
“THE PHYSICIAN’S CHOICE”

MEDICAL SEARCH CONSULTANTS
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MEDICAL USES
OF STATISTICS

SECOND

STATISTICS

J. C. Bailar Ill, M.D,,Ph.D.
and F. Mosteller, Ph.D.

A Practical
Approach

to Statistics

If you've been looking for an overview of medical
statistics that’s understandable, easy to apply, and
up-to-date, order your own copy today!

Contents: Revised & Updated
— Plus 7 New Chapters
©1992, 490 pages, 90 illus., paperback.
ISBN 0-910133-36-0

P

&% The New England
:

Journal of Medicine

YES! send me acopy of the Second Edition of
Medical Uses of Statistics at $39.95, plus $3.50 postage
and handling*

] Checkisenclosedfor§ — .

[ charge my O visa (] MasterCard [J AmEx

Lo

CARD NO. EXP. DATE

SIGNATURE

NAME/SPECIALTY

(PLEASE PRINT)

ADDRESS

cIY

STATE ZP

Send to: NEJM BOOKS N
The New England Journal of Medicine
P.O. Box 9130, Waltham, MA 02254-9130
Toll Free 1-800-THE-NEJM
FAX: 617-893-0413
. he New England Journal of Medicine. MA residents add 5% sales
Make check &aza&l& I{gFtAgT lgrxl/ GG%RANTEED or full refund within 30 days.
Allow 4-6 weeks for delivery. $DSV2
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Lorcet 10/0500

Each tablet contains: 10 mg hydrocodone bitarate (Warning:
May be habit-forming) and 850 mg acetaminophen.

Reference:
1. Data on file, Forest Laboratories, New York, NY.

INDICATIONS AND USAGE: For the relief of modarate 1o moderatsly savere pain.
CONTRAINDICATIONS: Hypersensitivity to acetaminophen or hydrocodone.
WARNINGS: Resplratory Depression: At high doses or in sensitive patients, hy-
drocodons may produce dose-related respiratory depression by acting directly
on the brain stem respiratory center. Hydrocodone also affects the center that
contrals respiratory rhythm, and may produce irregular and periodic breathing.
Head injury and Increased Iniracranial Pressure: The respiratory depressant
effects of narcotics and their capacity to elevate carebrospinal fiuid pressure may
be markedly exaggerated in the presence of head injury, other intracranial lesions
or a preaxisting increase in intracranial pressure. Furthermore, narcotics pro-
duce adverse reactions which may obscure the clinical course of patients with
head injuries. Acute Abdominal Conditions: The administration of narcotics may
obscure the diagnosis or clinical course of patients with acute abdominal condi-
tions. PRECAUTIONS: Spaclal Risk Patients: As with any narcotic analgesic
agent, Lorcet™ 10/650 should be used with caution in elderly or debilitated pa-
tients and those with severe impairment of hepatic or renal function, hypothy-
Toidism, Addison's disease, prostatic hypertrophy or urethral stricture. The
usual precautions should be observed and the possibility of respiratory depres-
sion should be kept in mind. Cough Reflex: Hydrocodone suppresses the cough
refiex; as with all narcotics, caution should be exercised when Lorcet” 10/650 is
used postoperativety and in patients with pulmonary disease. Drug insractions:
Patients receiving other narcotic ipsychoti ianxiety agents,
or other CNS depressants (including alcohol) concomitantly with Lorcet™ 10/650
may exhibit an additive CNS depression. When combined therapy is contem-
plated. the dose of one or both agents should be reduced. The use of MAQ inhibi-
tors or tricyclic antidepressants with hydrocodone preparations may increase the
effect of either the antidepressant or hydrocodone, The concurrent use of anti-
cholinergics with hydrocodone may produce paralytic ileus. Usage in Pregnancy:
Teratogenic Effects: Pregnancy Category C. Hydrocodone has been shown to be
teratogenic in hamsters when given in doses 700 times the human dose. There
are no adequate and well-controlled studies in pregnant women. Lorcer® 10/650
should be used during pregnancy only if the potential benefit justities the poten-
tial risk to the fetus. Nonteratogenic Etfects. Babies born to mothers who have
been taking opioids regularly prior to delivery will be physically dependent. The
withdrawal signs include irritability and excessive crying, tremors, hyperactive
reflexes, piratary rate, i stools, sneezing, yawning, vomit-
ing, and fever. The intensity of the syndrome does not always correlate with the
duration of maternal opioid use or dose. There is no consensus on the best
method of ing wi . Chiorp ine 0.7 to 1 mg/kg gBh, and pare-
goric 2 to 4 drops/kg q4h, have been used to treat withdrawal symptoms in in-
fants. The duration of therapy is 4 to 28 days, with the dosage decreased as
tolerated. Labor and Delivery: As with all narcotics, administration of Lorcet®
10/650 to the mother shortly before delivery may result in some degree of respi-
ratory depression in the newborn, especially if higher doses are used. Mursing
Mothers: It is not known whether this drug is excreted in human milk. Because
many drugs are excreted in human mitk and because of the potential for seripus
adverse reactions in nursing infants from Lorcet® 10/650, a decision should be
made whether to di inue nursing or to di inue the drug, taking into ac-
count the importance of the drug to the mother. Padlatric Use: Safety and effec-
tiveness in children have not been established. ADVERSE REACTIONS: The most
frequently observed adverse reactions include lightheadedness, dizziness, seda-
tion, nausea and vomiting. These effects seem to be more prominent in ambula-
tory than in nonambulatory patients and some of these adverse reactions may be
alleviated if the patient lies down. Other adverse reactions include: Central Ner-
vous System: Drowsiness, mental clouding, lethargy, impairment of mental and
physical performance, anxiety, fear, dysphoria, psychic dependence, mood
changes. Gastrointestinal System: The antiemetic phenothiazines are useful in
suppressing the nausea and vomiting which may occur (see above); however,
some phenothiazine derivatives seem to be antianaigesic and to increase the
amount of narcotic required to produce pain relief, while other phenothiazines
reduce the amount of narcotic required to praduce a given fevel of anaigesia.
Protonged administration of Lorcet® 10/650 may produce constipation. Genito-
urinary System: Ureteral spasm, spasm of vesical sphincters and urinary reten-
tion have been reported. Respiratory Depression: Hydrocodone bitartrate may
produce dose-related respiratory depression by acting directly on the brain stem
respiratory center. Hydrocodone also affects the center that controls respiratory
rhythm, and may produce irregular and periodic breathing. f significant respira-
tory depression occurs, it may be antagonized by the use of naloxone hydrochio-
ride. Apply other supportive measures when indicated. DRUG ABUSE AND DE-
PENDENGE: Lorcat® 10/650 is subject to the Fadaral Controlled Substances Act

1if). Psychic physicat and tolerance may de-
velop upon repeated administration of narcotics; therefore, Lorcet® 10/650
should be prescribed and administered with caution. However, psychic depen-
dence is uniikely to develop when Lorcet® 10/650 is used for & short time for the
treatment of pain. OVERDOSAGE: Acetaminophen: Signs and Symptoms: In
acute i ge, dose-depend ially fatal hepatic ne-
crosis is the most serigus adverse eftect. Renal tubular necrosis, hypoglycemic
coma, and thrombocytopenia may also occur. Early symptoms following a poten-
tially hepatotoxic overdose may include: nausea, vomiting, diaphoresis and gen-
eral malaise. Clinical and iaboratory evidence of hepatic toxicity may not be ap-
parent until 48 to 72 hours post-ingestion, Hydrocodone: Signs and Symptoms:
Serious overdose with hydrocodone is characterized by respiratory depression (a
decrease in respiratory rate and/or tidal volume, Cheyns-Stokes respiration, Cya-
nosis), extreme somnolence progressing to stupor or coma, skeletal muscle Hac-
cidity, coid and clammy skin, and i yeardia and hypi jon. In
severe overdosage, apnea, circulatory collapse. cardiac arrest ang death may
occur. DOSAGE AND ADMINISTRATION: Dosage should be adjusted according
1o the severity of the pain and the response of the patient. However, it should be
kept in mind that tolerance to hydrocodone can develop with continued use and
that the incidence of untoward effects is dose related. The usual adult dosage is
one tablet every four 10 six hours as needed for pain. The total 24 hour dose
should not exceed 6 tablets. CAUTION: Federal law prohibits dispensing without
prescription. A Schedule Clll Controlled Substance. Manufactured by: MIKART,
INC. ATLANTA, GA 30318 Manufactured for UAD Laboratories Division of
Forest Pharmaceuticals, Inc. St. Louis, MO 63045 Rev. 6/94  Code 558A00
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St. Louis, Missourl 83045
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