For first-line therapy in mild-to-moderate hypertension

Discover the classic benefits of a beta-blocker
and a diuretic...now at low doses for a |
side-effect profile comparable to placebo'™

;;I‘IA: 2R N
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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 First-line therapy option

‘for true once-a-day dosing? ™
ZIAC minimizes traditional beta-blocker- and
HCTZ-associated metabolic effects (hyﬁokalemia,
hyperuricemia, hypercholesterolemia, hyperglycemia)’ |

*The two most common side effects — dizziness and fatigue — occurred at rates
comparable to placebo.

"Clinical trial response rates were: 2.5 mg—61%; 5 mg—73%; 10 mg—80%. (bISODrO}Ol {Umarate-hyd rOChIOfOthIaZ}de)
ZIAC is contraindicated in patients in cardiogenic shock, overt cardiac failure :
(see WARNINGS section of full Prescribing Information), second- or third- 2-5: 5: &10 mg Tablets with 6.25 mg HCTZ

degree 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.




First-ina therapy option

ZIAC

(bisoprolol fumarate-hydrochiorothiazide)
25,5, & 10 mg Tablets with 6.25 mg HCTZ

References:

1. DeQuattro V, Weir MR. Bisoprolol fumarate/hydrochiorothiazide 6.25 mg: a new, low-dose
option for first-line antihypertensive therapy. Adv Ther. 1993;10:197-206.

2. Lewin AJ, Lueg MC, Targum S, et al. A clinical trial evaluating the 24-hour effects of bisopro-
lol/hydrochlorothiazide 5 mg/6.25 mg combination in patients with mild to moderate
hypertension. Clin Cardiol. 1993;16:732-736.

Brie! Summary

AC™ (Bisoprolol Fumarate and Hydrochlorothiazide) Tablets
FOR FULL PRESCRIBING INFORMATION, PLEASE CONSULT PACKAGE INSERT,
DESCRIPTION

2IAC (hbisoprolol fumarate and hydrochlorothiazide) is indicated for the treatment of hypertension. It combines
two antihypertensive agents in a once-dai dosagp' a synthetic beta,-selective (Cardioselective) adrenoceptor
blocking agent (bisoprolo! fumarate) and a benzothiadiazine diuretic (hydrochlorothiazide).

CLINICAL PHARMAGOLOGY

At doses > 20 mg bisoprolol fumarate inhibits beta,-adrenoreceptors located in bronchial and vascular muscu-
lature. Yo retain relative seiectivity, # is important to use the lowest effective doss.

CONTRAINDICATIONS

Cardioganic shock, overt cardiac failure (see WARNINGS), second or third degree AV block, marked sinus
gradycar ia, anuria, and hyp y to either comp of this product or to other sulfonamide-derived
fugs.

WARNINGS

Cardiac Failure: Beta-blocking agents shouid be avoided in patients with overt congestive failure.
Patients Without » History of Cardia Failure: Continued depression of the myocardium with beta-blockers can
prm:i;‘;ila:;‘j cardiac failure. At the tirst signs or symptoms of heart failure, discontinuation of ZIAC shouid be
considered.
Abrupt Cessation of Tharapy: Abrupt cessation of beta-biockers shouid be avoided. Even in patients without overt
corpnary artery disease, it may be advisable t0 taper therapunm ZIAC over approximatety 1 week with the patient
|under careful quervatlon. If withdrawal symptoms occur, beta-blocking agent therapy should be reinstituted, at
igast temporarily.
gprlphlrll Vascuiar Digease: Beta-blockers shouid be used with caution in patients with peripheral vascular
isease.
Bronchospastic Disease: PATIENTS WITH BRONCHOSPASTIC PULMONARY DISEASE SHOULD, IN GENERAL,
NOT RECEIVE BETA-BLOCKERS. !
Anesthosia snd Major Surgery: If used perioperatively, particular care should be taken when anesthetic agents
that depress myocardial function, such as ether, cyclopropane, and trichioroethylene, are used.
Diabetes and Hypoglycemia: Beta-biockers may mask some of the manifestations of hypoglycemia, particularly
tachycardia. Patients subject to spontaneous hypoglycemla. or diabetic patients receiving insulin or ora hypogly-
cemic agents, should be cautioned. Also, fatent diabetes meliitus may become manifest and diabetic patients
iven thiazides may require adjustment of their insulin dose.

rotoxicosis: Beta-adrenergic blockade may mask clinical signs of hyperthyroidism. Abrupt withdrawal of beta-
b:ockade may be followed by an exacerbation of the symptoms of hyperthyroidism or may precipitate thyroid
storm.
Renal Diseass: Cumulative effects of the thiazides may develop in patients with impaired renal function. in such
patients, thiazides may precipitate azotemia. In subjects with creahnine clearance less than 40 mimin, the
at:sma hatf-life of b isi d up to threefold, as 10 heaithy subjects.

prolol fumarate is \ D
i patic Disease: ZIAC should be used with caution in patients with impaired hepatic function or progressive fiver
isase.

PRECAUTIONS

General: Electrolyte and Fluid Balance Status: Periodic determination of serum electrotytes should be performed,
and patients should be observed for signs of fluid or electrotyte disturbances. Thiazides have been Shown to
increase the urinary excretion of magnesium; this may result in hypomagnesemia. Hypokalemia may develop.

pokalemia and hypomag ia can provoke ventncuiar arrhythy or sensitize of exaggerate the response
of the heart to the toxic effects of digitalis. Oitutional hyponatremia may occur in sdemalous patients in hot
weather. appropriate therapy is water restriction rather than sait administration, except in rare instances when the
hyponatremia is life-threatening. In actual salt depietion, appropriate replacement is the therapy of choice.
Parathyroid Disease: Calcium excretion is decreased by thiazides, and pathologic changes in the parathyroid
glands, with hypercaicemia and hypophosphatemia, have been observed in a few patients on prolonged thiazide
therapy. ngeruricamia: Hyperuricemia or acute gout may be precipilated in certain patients receiving thiazide
diuretics. Bisoprolol fumarate, alone or in combination with HCTZ, has been associated with increases in uric acid.
Drug Interactions: ZAC may potenbiate the action of other antiypertensive agents used concomitantly. ZIAC
should not be combined with other beta-blocking agents. In patients receiving concurrent therapy with cionidine,
i(lmqaaoy is to be discontinued, it is suggested that ZIAC be discontinued for several tays before the withdrawal of
clonidine.

ZIAC shauld be used with caution when myocardial depressants or inhibitors of AV conduction of anti-
arrhythmic agents are used concurrently. o

Bisoprolol Fumarate: Concurrent use of rifampin increases the metabolic clearance of bisoprolot fumarate,
shortening its elimination haif-life. Pharmacokinetic studies document no clinically relgvant interactions with
other agents given concomitantly, including thiazide diuretics, digoxin and cimetidine. There was no effect of
bisoproiol fumarate on prothrombin times in patients on stable doses of warfarin.

While taking beta-blockers, patients with a history of severs anaphylactic reaction may be more reactive to
repeated chatlenge, either accidental, diagnostic, or therapeutic and may be unresponsive to the usual doses of
epinephrine used 1o treat alergic reactions. ) )

Hydrochlorothiazide: The foliowing drugs may interact with thiazide diuretics. Alcohol, barbiturates, of narcot-
ics~patentiation of orthostatic hypotension may occur. Dosage adjustment of the antidiabetic drugs (oral agents
and insulin) may be required. Other antihypertensive drugs-additive effect or potentiation. Cholestyramine and
colestipol resins—single doses of cholestyramine and colestipol resins bind the hydrochiorothiazide and reduce its
absorption in the gastrointestinal tract by up to B5 and 43 percent, respectively. Corticosteroids, ACTH-intens-
fied electrolyte depletion, particularly hypokalemia. Possible decreased response to pressor amines but not suf-
ficient to preclude their use. Possible i d resp 10 muscie ndep . Generally,
fithium should not be given with diuretics. Diuretic agents reduce the renal clearance of ithium and a00 2 high nsk

of fithium toxicity. The of a anti-i y agent can reduce the diuretic,

natriuretic, and antibypertensive stfects of loop, potassium-sparing and thiazide diuretics. )
In patients g thiazides, ty ions may occur with or without a history of allergy or bronchial

asthma. Ph tivity ions and possibi or activation of systemic iupus erythematosus have

been reported in patients receiving thiazides. The antihypertensive effects of thiazides may be enhanced in the
st-sympathectomy patient.

boratory Test Interactions: Based on reports involving thiazides. ZIAG may decrease serum levels of protein-
bound iodine without signs of thyroid disturbance. Because it includes a thiazide, ZIAC should be discontinued
betore carrying out tests for parathyroid function (see PRECAUTIONS -Parathyroid Diseass).
ADVERSE REACTIONS

ZIAC: Bisoprolol fumarate/H6. 25 mg is wefl tolerated in most patients. Most adverse eftects (AEs) have been miid
and transient. in mare than 65,000 patients treated woridwide with bisoprolol tumarate, of broacho-

marate,
spasm have been rare. Discontinuation rates for AES were similar for B/HB. 25 mg and placebo-treated patients.
in the United States, 252 patients received bisoprolol fumarate (2.5, 5. 10, or 40 mgiH6 25 mg and 144
tients received placebo in two controlied trials. In Study 1, bisoprojol fumarate 5/H6.25 mg was administered
or 4 weeks. In Study 2, bisoprolo! fumarate 2.5, 10 or 40/H6.25 mg was administered for 12 weeks_ All adverse
experiances, whether drug-related or not, and drug-related adverse experiences m patients treated with
B2 5-10/H6.25 mg, reported durmmcomombte, 4 week treatment periods by at least 2% of bisoprolo! fumarate/
H6.25 mp-treated patients {plus

itional selected adverse expeniences) are presented n the foliowing table:

ZIAC™ (Bisoprolol Fumarate and Hydrochlorothiazide) Tabiets
% of Patients with Adverse Experiences*®

Body System/

Drug-retated
Adverse Experience

All Adverse Experiences Adverse Experiences
Placebo! B2 5-40/H6.25' Pacebot 82 510/146.25¢

(n=144) (n=252) {n=144) {n=221)
% % % %

Cardiovascuiar
bradycardia
arrhythmia
peripheral ischemia
chest pain

Respiratory
bronchospasm
cough
thinitis

UR!
Body as a Whole
asthenia
fatigue
penpheral edema
Central Nervous System
dizzingss
headache
Musculoskeietal
muscle cramps
myaigia
Psychiatric
insomnia
somnolence
loss of ibido
impotence
Gastrointestinal
diarrhea
nausea
dyspepsia ) . :
*Averages adjusted to combine across studies.
tCombined across studies.

Other adverse experiences that have been reported with the individua! components are listed below.
Bisoprolol Fumarate: in clinical trials worldwios, a variety of other AES, in agdition 10 those listed above. have
been regoneoA While in many cases it is not known whether a causal relatmnsmz‘exists between disoproiol and
these AEs, they are listed to alert the physician to a possible relationship. Central Nervous System. Unsteadiness,
vertigo, Syncope, paresthesia, hyperesthesia, sieep disturbance/vivid dreams, depression, anxety/restiessnass,
d concentrati y. Cardi far: Paipitations and other rhythm disturbances, cold extremities,
claudication, hypotension, orthostatic hypotension, chest pain, congestive heart falure. Gastromtestnal Gas-
tric/epigastric/abdominal pamn, peptic ulcer, gastritis, vommng‘,‘ constipation, dry mouth. Musculoskesetal:
Arthralgia, muscie/joint pain, back/neck pain, twitching/tremor. Skin: Rash. acne. eczema, psoriasis, skin irta-
tion, pruritus, purpura, flushing, sweating, alopecia. dermatitis, extoliative dermatitis (ven{| rarely). Special
Senses: Visual di ocular pain/p , abnormal lacrim tinmstus, o ¢ hearing, earache,
taste abnormaities. Metabolic: Gout. Respiratory. Asthma, bronchitis, dé/spnea. haryngms, Sinusiis, Genio-
unnaorg& Peyronie’s disease (very rarely), Cystitis, renal colic, poyuria. General: Malaise, stema. weipht gain,
angioedema.

fn addition, a variety of adverse effects have been reporied with other beta-adrenergic blocking agents and

should be considered potential acverse effects: Contral Nervous System. Reversible mental depression progress-
ing to catatonia, hall an acute r ible synd terized by {0 tyme and Dlace,
emotional lability, slightly ciouded sensorium. Allergic. Fever, combined with acmqg and sore throat, {aryngo-
spasm, and respiratory distress. Hematologic. Agranul is, thrombocytopenia. intestindl. Mesantend
anterial thrombosis and ischemic colitis. Mis us: The oculomucocutaneous syndrome assoCiated with the
beta-blocker practolol has not been reporied with bisoprolol fumarate during nvestigational use of extensive
foreign marketing experience.
MHydrochlorothiazide: The foliowing adverse experiences, in addition to those listed in the above table, have been
reported with hydrochiorothiazide (genesally with doses of 25 mg of greater). General: Weakness. Centrai Nev-
vous System: Vertigo, paresthesia, restiessness. Cardiovascular: Orthostatic hypotension (may be potentiated by
aloohol, barbiturates, or }. Gi tinal: A gastric ifritation, cramping. constipaton. aun-
dice {intrahepatic cholestatic jaundice), pancreatitis, cholecystitis, dry mouth. Musculoskeial:
Muscle spasm. Hypersensitive Reactions: Purpura, photosensitivity, rash, urhcarna, necrotizing angiitis (vascy-
Iitis and cutaneous vascuiitis), fever, respiratory distress including pneumonitis and puimonary sgema. anaphy-
lactic reactions. Special Senses: Transient blurred wision, xanthopsia. Metabolic: Gout. Gendounrary. Sexual
dysfunchon, renal failute, renal dystunction, interstitial nephritis.

LABORATORY ABNORMALITIES

TIAC: Because of the low dose of hydrochiorothiazide in ZIAC, adverse metabolic effects with B/HB25 mg are less
i t and of smalier magnitude than with HCTZ 25 mg.

reatment with both beta-blockers and thiazide diuretics is associated with increases in uric acid. Mean
inCreases in serum tngl¥con'des were observed in patients treated with bisoprotol fumarate and hydro-
cnloromtleaélde 6.25 mg. Total cholesterol was generally unaffected, but small decreases in HDL cholesterol
were noted.

Other iaboratory abnormaiities that have been reported with the individuat components are listad below.
Bisoprolol Fumarate: In clinical trials, the most frequently reported laboratory change was an mcrease i serum
triglyceriges, but this was not a consistent finding.

poraic liver test abnormalities have been reported. In the U.S. controlied trials experience with bisoproio!
fumarate treatment for 4 to 12 weeks, the incidence of concomitant elevations in SGOT and SGPT of between 1102
times r:ormal was 3.9%, compared to 2.5% for piacebo. No patient had concomitant elevations greater than twice
normal.

Inthe long-term, uncontrolled experience with bisoprolol fumarate treatment for 6-18 months. the incioence of
one of more concomitant elevations in SGOT and SGPT of between 1-2 imes normal was 6.2% . The incidence of
multiple occurrence was 1.9%. For concomitant elevations in SGOT and SGPT of greater than twice normal, the
incidence was 1.5%. The incidence of multiple occurrences was 0.3%. In many cases these sievations were
attributed to undertying disorders, o @ duri inued with bisoproiol fumarate.

Other laboratory changes inciuded Small increases in uric acid, creatining, BUN, serum polassium. glucose.
and phosphorus and decreases in WBC and piateiets. There have been occasional reports of sosinophiia. These
were generally not of clinical imxgnance and rarely resulied in discontinuation of bisoprolol fumarate.

As with other beta-blockers, ANA conversions have aiso been reported on bisoproiol tumaraie. About 15% of
patients in long-term studies converted to a positive titer, aithough about one-third of these patients Subsequently
reconverted 1o a negative titer while on continued therapy.

Hydrochiorothiazide: Hyperglycemia, gbycosuria, hyperuncemia, hypokalemia and other electrolyte imbatances
(see PRECAUTIONS), hyperlipidemia, hypercaicemia, & agranuiocytosis, th ytopenia, apiastc
anemia, and hemolytic anemia have been associated with HCTZ mran¥.

~ See DOSAGE AND ADMINISTRATION section in package insert for compiete dosing and precavhonary
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PRACTICE THAT

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 world
travel, the Navy Medical Corps may be 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 funded
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

Butalbital 50mg Whrming: May be habitforming)
/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.

INC.
@W Please see references and brief summary of full prescribing information on adjacent page. *In most states.



Esgicplus tbiets

Butalbital 50mg (Warning: May be habit forming)
/Acetaminophen 500mg/Caffeine 40mg

References: 1. Benson GD. Hep ing the therapeutic use of antipyretic analgesics. Am J Med.
1983;75(supp 5A):85-93. 2. Jick H. Effects of aspirin and acetaminophen in gastro-intestinal hemorrhage.
Arch Intern Med. 1981,141:316-321. 3. Mielke CH Jr. Comparative effects of aspirin and acetaminophen on
hemostasis. Arch Intern Med. 1981:141:305-310. 4. Hansten PD. Drug Interactions. 5th ed. Philadelphia, PA:
Lea & Febiger; 1985, p. 95. 5. Insel PA. Analgesic-antipyretics and antiinflammatory agents; drugs emplo;ed
in the treatment of rheumatoid arthritis and gout. In: Gilman AG, Rall TW, Nies AS, Taylor P, eds. The
Pharmacological Basis of Therapeutics. 8th ed. New York, NY: Pergamon Press; 1930:638-681.

ESGIC-PLUS™ Tahlets
(Butalbital, Acetaminophen and Caffeine Tablets, USP)
50mg/500mg/40mg
Briet Prescribing Information: (Please see package insert for full prescribing intormationL Each Esgic-plus™
Tablet contains: Butalbitai, USP 50 mg. WARNING: May be habit forming. Acetaminophen, USP 508 mg,
Caffeine, USP 40 mg. In addition each tablet contains the following inactive ingredients: microcrystalline
cellulose, croscarmellose sodium, colividal silicon dioxide and stearic acid.
CONTRAINDICATIONS: This product is contraindicated under the following conditions: » Hypersensitivity or intol-
erance 10 any component of this product. « Patients with porphyria. WARNINGS: Butaibital is habit-forming and
potentially abusabie. Consequently, the extended use of this product is not recommended.
PRECAUTIONS: General: Esgic-plus™ Tablets should be prescribed with caution in certain special-risk patients,
such as the elderly or debilitated, and those with severe impairment of renal or hepatic function, or acute abdom-
inaf conditions. Information for Patients: This product may impair mental and/or physical abilities required for
the performance of potentially hazardous tasks Such as driving a car or operating machinery. Such tasks should
be avoided while taking this product. Alcohol and other CNS depressants may produce an additive CNS depres-
sion, when taken with this combination product, and should be avoided. Butaibital may be habit-torming.
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 Tasts: In patients with severe hepatic or renal disease, effects of therapy
should be monitored with serial liver and/or renal function tests. Drug Interactions: The CNS effects of butalbitat
may be enhanced by monoamine oxidase (MAO) inhibitors. Esgic-plus™ Tablets may enhance the effects of.
other narcotic analgesics, alcohol, general anesthetics, tranquilizers such as chlordiazepoxide, sedative-hyp-
notics, or other CNS depressants, causing increased CNS depression. Drug/Laboratory Test interactions:
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 been conducted
with this combination product. 1t is aiso not known whether Esgic-plus™ Tablets can cause fetal harm when
administered to a pregnant woman or can affect reproduction capacity. This product should be given to a preg-
nant woman only when clearly needed. Nonteratogenic Effects: Withdrawal seizures were reported in a two-day-
old male nfant whose mother had taken a butalbital-containing drug during the last two months of pregnancy.
Butaibital was found in the infant’s serum. The infant was given phenobarbital 5 mg/kg, which was Yapered
without further seizure or other withdrawal symptoms. Nursing 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™ Tablets, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking inte account the
importance of the drug to the mother. Pediatric Use: Safety and effectiveness in children below the age of 12
have not been established.
ADVERSE REACTIONS: Frequently Observed: The most frequently reported adverse reactions are drowsiness,
light-headedness, diziness, sedation, shortness of breath, nausea, vomiting, abdominal pain, and intoxicated
feeling. infrequently Observed: Al adverse events tabulated below are classified as infrequent. Central Nervous:
headache, shaky feeling, tingling, agitation, fainting, fatigue. heavy eyelids, high energy, hot spefis, aumbness,
sluggishness, seizure. Mental confusion, excitement or depression can also occur due to intolerance, particularly
in elderly or debilitated patients, or due to overdosage of butaibital. Autonomic Nervous: dry mouth, hyperhidro-
sis. Gastrointestinal: difficulty swallowing, heartburn, flatulence, ipati ardi lar: tachycardia.
Musculoskeletal: ieg pain, muscie fatigue. Genitourinary: diuresis. Miscellaneous: pruritus, fever, earache, nasal
congestion, tinnitus, euphona, aliergic reactions. Several cases of dermatological reactions, including toxic 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 fisted in
the OVERDOSAGE section. Acetaminophen: allergic ions, rash, thrombocytopenia, agranulocytosis.
Caffeine: cardiac stimulation. irritability, tremor, dependence, nephrotoxicity, hyperglycemia.
DRUG ABUSE AND DEPENDENCE: Abuss and Dependence: Butaibital; Barbiturates may be habit-forming:
T psyc depend and physical depend may eceur ially following prolonded use
of high doses of barbiturates. The average daily dose for the barbiturate addict is usually about 1500 mg. As
to barbi lops, the amount needed to maintain the same leve! of intoxication increases;
folerance to a fatal dosage, however, does not increase more than two-fold. As this occurs, the margin between
an intoxication dosage and fata) dosage becomes smaller, The lethal dose of a barbiturate i5 far iess if alcohol is
also ingested. Major wil | symp é } and delirium) may occur within 16 hours and last up
to 5 days after abrupt cessation of these drugs. Intensity of withdrawal symptoms gradually declines over
a periad of app y 15 days. Tr of barbiturate dependence consists of cautious and gradual
withdrawal of the drug. Barhiturate-dependent patients can be withdrawn by using a number of ditierent with-
drawal regimens. One method invoives initiating treatment at the patient’s regular dosage level and gradualiy
decreasing the daily dosage as tolerated by the patient.
OVERDOSAGE: Foliowing an acute overdosage of Esgic-plus™ Tablets, toxicity may result from the barbiturate or
the acetaminophen. Toxicity due to caffeine is less likely, due to the relatively small amounts in this formulation.
Signs and Symptoms: Toxicity from harbiturate poisoning includes drowsiness, confusion, and coma; respirato-
1y depression; hyp ion; and hyp shock. In acetaminophen overdosage: dose-dependent, potentially
fatal hepatic necrosis is the most serious adverse effect. Renaf tubular necroses, hypoglycemic coma and throm-
bocytopenia may aiso occur. Early symptoms following a potentially hepatotoxic overdose may include: nausea,
vomiting, diaphoresis and general malaise. Clinical and laboratory evidence of hepatic toxicity may not be appar-
ent until 48 to 72 hours post-ingestion. In adults, hepatic toxicity has rarely been reported with acute overdoses
of less than 10 grams, or fatalities with less than 15 grams. Acute caffeine poisoning may cause insomnia, rest-
fessness, tremor, and delirium, tachycardia and extrasystoles. Treatment: A single or muitiple overdose with this
combination product is a potentially lethal polydrug overdose, and consuftation with a regional paison contral
center is ded. immediate includes support of cardiorespiratory function and measures to
reduce drug absorption. Vomiting should be induced mechanically, or with syrup of ipecac, if the patient is alert
gadequate pharyngeal and laryngeai reflexes). Oral activated charcoal (1 g/kg) should follow gastric emptying.
he first dose should be accompanied by an appropriate cathartic. If repeated doses are used, the cathartic might

be included with alternate doses as required. Hy i usualty hypovol and should respond to fluids.
Pressors shouid be avoided. A cuffed endotracheal tube should be inserted before gastric lavage of the uncon-
scious patient and, when necessary, to provide assisted respiration. )f renal function is normal, forced diuresis
may aid in the elimination of the barbiturate. Aikafinization of the urine increases renal excretion of some barbitu-
rates. especially phenobarbital. Meticulous attention should be given to maintaining adequate pulmonary ventila-
tion. In severe cases of intoxication, peritoneal dialysis, or preferably hemodialysis may be considered. If
hypoprothrombinemia occurs due to acetaminophen overdose, vitamin K should be administered intravenously.
if the dose of ac inophen may have ded 140 mg/kg, acetylcysteine should be administéred as early as
possible. Serum acetaminophen levels should be obtained, since levels four or more hours following ingestion
heip predict acetaminophen toxicity. Do not await acetaminophen assay results before initiating treatment.
Hepatic enzymes should be obtained initially, and repeated at 24-hour intervals. Methemoglobinemia over 30%
should be treated with ylene biue by slow ation.

Toxic Doses (for aduits): Butalbital: toxic dose 1g (20 tablets); Acetaminophen: toxic dose 10g (20 tablets);
Caffeine: toxic dose 19 (25 tablets). CAUTION; Federal law prohibits dispensing without prescription.

Manufactured by: MIKART, INC . Atlanta, GA 30318 -
Distributed by: FOREST PHARMACEUTICALS, INC., Subsidiary of Forest Laboratories, inc., St. Louis, MO 63045

Revised 3/94 Code 374A00
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ACULAR®
(ketorolac tromethamine) 0.5%
Sterile Ophthalmic Solution

INDICATIONS AND USAGE

ACULAR® ophthalmic solution is indicated for the relief of ocular itching due to
seasonal allergic conjunctivitis.

CONTRAINDICATIONS

ACULAR® ophthalmic sofution is contraindicated in patients while wearing soft
contact lenses and in patients with previously demonstrated hypersensitivity to
any of the ingredients in the formulation.

WARNINGS

There is the potential for cross-sensitivity to acetylsalicylic acid, phenylacetic
acid derivatives, and other nonsteroidal anti-inflammatory agents. Therefore,
caution should be used when treating individuals who have previously exhibit-
ed sensitivities to these drugs.

With some nonsteroidal anti-inflammatory drugs, there exists the potential for
increased bleeding time due to interference with thrombocyte agaregation.
There have been reports that ocularly applied nonsteroidal anti-inflammatory
drugs may cause increased bleeding of ocular tissues (including hyphemas) in
conjunction with ocular surgery.

PRECAUTIONS

General: It is recommended that ACULAR® ophthaimic solution be used with
caution in patients with known bleeding tendencies or who are receiving other
medications which may prolong bleeding time.

Carcinogenesis, Mutagenesis, and Impairment of Fertility: An 18-
month study in mice at oral doses of ketorolac tromethamine equa to the par-
enteral MRHD (Maximum Recommended Human Dose) and a 24-month study
in rats at oral doses 2.5 times the parenteral MRHD, showed no evidence of
tumorigenicity. Ketorolac tromethamine was not mutagenic in Ames test,
unscheduled DNA synthesis and repair, and in forward mutation assays.
Ketorolac did not cause chromosome breakage in the /n vivo mouse micro-
nucleus assay. At 1590 ug/mi. (approximately 1000 times the average human
plasma levels) and at higher concentrations ketorolac tromethamine increased
the incidence of chromosomal aberrations in Chinese hamster ovarian cells.
Impairment of fertility did not occurin male or female rats at oral doses of 9
ma/kg (53.1 mg/m2) and 16 mg/kg (94.4 mg/m2) respectively.

Pregnancy: Pregnancy Category C. Reproduction studies have been per-
formed in rabbits, using daily oral doses at 3.6 mg/kg (42.35 mg/m?) and in
rats at 10 mg/kg (59 mg/m2) during organogenesis. Results of these studies
did not reveal evidence of teratogenicity to the fetus. Oral doses of ketorolac
tromethamine at 1.5 mg/kg (8.8 mg/m2), which was half of the human oral
expaosure, administered after gestation day 17 caused dystocia and higher pup
mortality in rats. There are no adequate and well-controlled studies in pregnant
women. Ketorolac tromethamine should be used during pregnancy only if the
potential benetit justifies the potential risk to the fetus.

Nursing Mothers: Caution should be exercised when ACULAR® is adminis-
tered to a nursing woman.

Pediatric Use: Saety and efficacy in children have not been established.
ADVERSE REACTIONS ’

In patients with allergic conjunctivitis, the most frequent adverse events report-
ed with the use of ACULAR® ophthalmic solution have been transient stinging
and burning on instillation. These events were reported by approximately 40%
of patients treated with ACULAR® ophthalmic solution. In all development
studies conducted, other adverse events reported during treatment with
ACULAR® include ocular irritation (3%), allergic reactions (3%), superficial
ocular infections (0.5%) and superficial keratitis (1%).

ACULAR? a registered trademark of Syntex (U.S.A) Inc, is manufactured and
distributed by Allergan, Inc. under license from its developer, Syntex (U.S.A.)
inc., Palo Alto, California, U.S.A.

REFERENCES: 1. Data on file, Fisons Corporation, 1985. 2. Bata on file,
Allergan, Inc., 1994. 3. IMS Data, December, 1994.

£= ALLERGAN pgSONS:

- ® Pharmaceuticals
01995 Allergan, frc. Fisons Corporation
Irvine, CA 92715 Rochester, NY 14623 US.A.




Give allergic noses relief for itchy eyes
due to seasonal allergic conjunctivitis.

When seasonal allergies strike, it’s not just the nose they ambush. The eyes are fair game, too. In fact,

8 out of 10 patients with allergic noses also suffer from itchy eyes' due to seasonal allergic conjunctivitis.

Stop the itch with ACULAR® Solution. | 2
In a recent survey (n=272), the vast majority of responding patients confirmed that ACULAR® stopped their

ocular itching quickly and effectively Plus, ACULAR® has a favorable safety profile. There are no steroid-like Dy
side effects that can alter intraocular pressure, and no decongestant-like side effects, i.e., no risk to patients
with narrow chamber angles.
So help rescue eyes from itching with ACULAR? the #1 prescribed ophthalmic preparation® for the
#1 patient complaint of seasonal allergic conjunctivitis — ocular itch. Because annoying antigens prey
on more than just the nose. ‘
. . STOPS THE ITCH
The most frequently reported adverse events have been transient stinging and burning °
on instillation (approximately 40%). Not for use while wearing soft contact lenses. AC I.AR
& auercan  [SONS,...., (ketorolac tromethamine) 0.5%
199 Mrgn, P o USA Sterile Ophthalmic Solution
Please see adjacent page for prescribing information.
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WHEN INITIAL TESTS INDICATE
HIGH CHOLESTEROL,
I'T°S TIME TO TARGET LDL.

If initial séPeening reveals high blood cholesterol —
>240 mg/dL or 200-239 mg/dL with two risk factors — your next ¢
should be Direct LDL.™It’s the first and only test that specifically measures the
cholesterol associated with LDL, the primary target of cholesterol-lowering
therapy. Compared with the calculated method, Direct LDL is simpler (one
test vs. three), more accurate (direct, not derived, value), more convenient
(no fasting required), and more reliable (unaffected by elevated triglycerides).

Direct L.DL — the most effective way to evaluate and
manage the high cholesterol patient. Be sure to specify

“the Direct LDL test” from your lab. For more
information, call 1-800-769-3690.

DIAGNOSTICS
Now available from SmithKline Beecham Clinical Laboratories.



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

THUMZ'UP®

NEW! ' ;
ORFIZIP® T— ORFIZIP®
Knee Cast Body Jacket

PLASTO-FIT® Thermoplastic
Bandage For lmmobilization

c‘uﬁ&m g Your Patlents W111 Too

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
line; the THUMZ UP® functional thumb splint, the ORFIZIP® removable
casting system and the PLAST-O-FIT® thermoplastic bandage for immobilization.
For ordering information or a product catalog, simply call 1-800-634-3309.

1-Plus System
Humeral Fracture Brace™

I-Plus System
Ulnar Fracture Brace™

&
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review manuscripts that contribute to
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reports of clinically relevant studies
that have practical implications for
improved patient care. Manuscripts
are considered in relation to the extent
to which they represent original work,
their significance to the advancement
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the practicing family ph[\;sician. Some
papers that are accepted by the Journal
will be selected for an accompanying
guest editorial or concurrent commen-
tary by other invited authors address-
ing issues raised by the papers. The
Fournal publishes the following
features:

Original Articles. Reports of original
research, usually dealing with a clinical,
health services, or other clinically rele-
vant study.

Medical Practice. Scholarly articles
that relate directly to clinical topics
useful in everyday family practice,
whether dealing with diagnostic or
therapeutic roles of the family physi-
cian or reporting studies of what family
physicians do in practice.

Clinical Review. In-depth reviews of
specific clinical problems, disease enti-
ties, or treatment modalities; com-

rehensive and critical analysis of the
Eterature is required (usual maximum

length 5000 words).

Clinical Guidelines and Primary
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Family Practice and the Health
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family practice, or other subjects im-
portant to family practice as a clinical
specialty.
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(usual length 1000-1500 words).

Family Practice—World Perspec-
tive. Papers reporting developments
related to the practice or education of
family physicians in various countries

around the world (usual length 1200~
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f)ers In narrative or essay format that il-
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ship, or the diverse roles of the family
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Editorial. Focused opinion or com-
mentary that bears on an issue relevant
to the field. May or may notaccompany
an original article in the same issue
(usual length 10001500 words).

Letters to the Editor. Observations,
opinion, or comment on topics under
discussion in the Journal, usually not to
exceed 500 words.

Book Reviews. Books for review and
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John P. Geyman, Editor, the Fournal of
the American Board of Family Practice,
Department of Family Medicine
(HQ-30), School of Medicine, Uni-
versity of Washington, Seattle, WA
98195.
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Manuscripts containing original
material are accepted for consideration
with the understanding that neither
the article nor any part of its essential
substance, tables, or figures has been or
will be published or submitted for pub-
lication elsewhere before appearing in
the ioumal. This restriction does not
apply to abstracts or press reports pub-
lished in connection with scientific
meetings. Copies of any possibly dupli-
cative manuscripts should be submit-
ted to the Editor along with the manu-
script that is to be considered by the
Journal. The Journal strongly discour-
ages the submission of more than one
article dealing with related aspects of
the same study. In almost all cases, a
single study is Kest reported in a single
paper.

Submit an original and 3 copies of
the complete manuscript, including
text pages, legends, tables, references,
and glossy prints of figures. Only typed
copy, on standard-sized typewriter
paper and double-spaced throughout,
with margins of at least 2.5 cm, is
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Journal of the American Board of Family
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cine (HQ-30), School of Medicine,
University of Washington, Seattle,
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and telephone number) responsible for
negotiations concerning the manu-
script; the letter should make it clear
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acknowledge by name persons who
provided important technical, advi-
sory, or reviewer contributions, the
corresponding author should sign the
following statement: “I have obtained
written permission from all persons
named in the acknowledgment.”
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scripts, including conception and
design of the work, data analysis, writ-
ing, and review of the paper. Authorsare
expected to stand behind the validity of
their data and, if asked by the Editor, to
submit the actual data for editorial
review with the manuscript. In most
instances authorship should be limited
to 8 authors or fewer, all meeting the
above criteria for authorship. Excep-
tions to these guidelines, especially
those involving multsite collaﬁorative
research projects, should be discussed
on a case-by-case basis with the Editor.

The Journal also expects authors to
disclose any commercial associations
that might pose a conflict of interest in
connection with the submitted article.
Consultancies, stock ownership or
other equity interests, patent-licensing
arrangements, and other kinds of asso-
ciations that might involve conflict of
interest should be disclosed to the Edi-
tor in a covering letter at the time of
submission. Such information will be
held in confidence while the paper is
under review and will not influence the
editorial decision. If the manuscript is
accepted, the Editor will discuss with
the authors how best to disclose the rel-
evant information. Questions about
this policy should be directed to the
Editor.

MANUSCRIPTS
Titles and Authors' Names
With the manuscript, provide a page
iving the title of the paper; a running
oot of fewer than 40 letter spaces; the
name(s) of the author(s), including first
name(s) and academic degree(s); the
name of the departiment ang institution
in which the work was done; and the
name and address of the author to
whom reprint requests should be
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addressed. All funding sources sup-
porting the work shou%d be routinely
acknowledged on the title page, as
should all institutional or corporate
affiliations of the authors. Two to four
key words should be submitted with the
manuscripts to be used for purposes of
classification by subject. Use terms
from the Medical Subject Headings
from Index Medicus when possible.

Abstracts

Use another page to provide an
abstract of not more than 200 words.
This abstract should be factual, not
descriptive, with its content appropri-
ate to the type of paper. For original
articles reporting results of studies, a
four-paragraph format should be used
labeled Background, Methods, Results,
and Conclusions. These should briefly
describe, respectively, the object of the
study, the methods used, the major
results, and the author(s) conclusions.
Abstracts are not necessary for Brief
Reports or World Perspective papers.

Abbreviations

Except for units of measurement,

abbreviations are discouraged. Consult
the Council of Biology Editors Style
Manual (Fifth edition. Bethesda, MD:
Council of Biology Editors, 1983) for
lists of standard abbreviations. The
first time an abbreviation appears, it
should be preceded by the words for
which it stands.

Drug Names

Generic names should, in general, be
used. If an author so desires, brand
names may be inserted in parentheses.

Inclusive Language ‘

Sex bias shm?igd be avoided and gen-
der-inclusive language used whenever
possible.

References

References must be typed in double
spacing and numbered consecutively as

ey are cited. References first cited in
tables or figure legends must be num-
bered so that they will be in sequence
with references cited in the text. The
style of references is that of the Index
Medicus. List all authors when there are
6 or fewer; when there are 7 or more,
list the first 6, then “et al.” Sample ref-
erences are as follows:

Standard Journal Article

(List all authors, but if the number
exceeds 6, give 6 followed by etal. Note
that month and issue number are omit-
ted when a journal has continuous
pagination throughout a volume.)

Morrow JD, Margolies GR, Row-
land J, Roberts L] 2nd. Evidence that
histamine is the causative toxin of

R

scombroid-fish poisoning. N Engl J
Med 1991; 324:716-20.

Organization as Author
linical Experience Network (CEN).

Alarge-scale, office-based study evalu-
ates ie use of a new class of nonse dat-
ingantihistamines. A report from CEN.
J Am Board Fam Pract 1990; 3:241-58.
Book '

Rakel RE. Textbook of family prac-
tice. 4th ed. Philadelphia: WB Saunders,
1990.

Chapter in Book

HaynesRC]Jr. Agentsaffecting calci-
fication: calcium, parathyroid hor-
mone, calcitonin, vitamin D, and other
compounds. In: Gilman AG, Rall TW,
Nies AS, Taylor P, editors. Goodman
and Gilman's the pharmacological
basis of therapeutics. 8th ed. New York:
Pergamon Press, 1990,

Government Agency

Schwartz JL.. Review and evaluation
of smoking cessation methods: the
United States and Canada, 1978-1985.
Bethesda, MD: Department of Health
and Human Services, 1987. (NIH pub-
lication no. 87-2940.)

Personal Communications

Numbered references to personal
communications, unpublished data,
and manuscripts either “in prepara-
tion” or “submitted for publication”
are unacceptable (see “Permissions”).
If essential, such material may be incor-
porated in the appropriate place in the
text.

Tables

Type tablesin double spacing on sep-
arate sheets, and provide a title for
each. For footnotes, use the followin
symbols, in this sequence:*, 1, %, §, 1, 1,
** 11, etc. Excessive tabular data are
discouraged. If an article is accepted,
the Fournal will arrange to deposit
extensive tables of important data with
the National Auxiliary Publications
Service (NAPS); we will pay for the
deposit and add an appropriate foot-
note to the text. This service makes
microfiche or photocopies of tables
available at moderate charges to those
who request them.

Mustrations

Figures should be professionally
designed. Glossy, black-and-white
{)hotographs are requested. Symbols,
ettering, and numbering should be
clear, and these elements should be
large enough toremain legible after the
figure has been reduced to fit the width
2\1 single column.

The back of each figure should
include the sequence number, the
name of the author, and the proper ori-
entation (e.g., “top”). Do not mount
the figure on cardboard. Photomicro-
graphs should be cropped to a width of
8 cm, and electron photomicrographs
should have internal scale markers.

If photographs of patients are used,
either the subjects should not be iden-
tifiable or their pictures must be
accompanied by written permission to
use the figure. Permissions forms are
available g‘;m the Editor.

Legends for illustrations should be
type-written (double-spaced) on a sepa-
rate sheet and should not appear on the
illustrations.

Color illustrations are used from
time to time. Send both transparencies
and prints for this purpose.

Permissions

Every effort (short of changing the
patient data) should be made by the
authors to protect the anonymity of
patients (and relatives) inany published
work. If identification is unavoidable,
informed consent should be obtained
and attached with the submitted letter;
in the case of minors or incompetent
patients, consent should be obtained
from relatives or guardians,

Materials taken from other sources
must be accompanied by a written
statement from both author and pub-
lisher giving permission to the Fournal
for reproduction. Obtain permission in
writing from at least one author of
papers still in press, of unpublished
data, and of personal communications.

REVIEW AND ACTION

Manuscripts are examined by the edi-
torial staff and are usually sent to out-
side reviewers. Authors will remain
anonymous to outside reviewers and
vice versa. External statistical review
will be accomplished where appropri-
ate. Every effort will be made to com-
plete the review process as expedi-
tiously as paossible.

Copyright Transfer Forms

Transfer of copyright to the Journal
is requested upon acceptance of the
material for publication. Copyright trans-
fer is required of all materials to be pub-
lished in the Fournal, including Letters
to the Editor and Book Reviews.

Reprints

Authors will receive reprintinforma-
tion and rates when they are sent their
galley proofs. Reprints ordered at that
time will be shipped about 3 weeksafter
the publication date.
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