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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'* 

• • • • • 
• • • • • O· 
0 

ZIAC controls mild-to-moderate hypertension 
in up to 80% of patients1t 

ZIAC controls blood pressure for a full 24 hours 
for true once-a-day dosing2 

ZIAC minimizes traditional beta-blocker- and 
HCTZ-associated metabolic effects (hypokalemia, 
hyperuricemia, hypercholesterolemia, hyperglycemia)1 

*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%. 

ZIAC is contraindicated in patients in cardiogenic shock, overt cardiac failure 
(see WARNINGS section of full Prescribing Information), second- or third­
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. 

(bisoprolol fumarate-hydrochlorothiazide) 
2.5,5, & 10 mg Tablets with 6.25 mg HCTZ 
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ZTAC' 
(bisoprolol fumarate-hydrochlorothiazide) 
2.5,5, & 10 mg Tablets with 6.25 mg HCT2 
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BrI.ISumm.ry 

ZIAC'· (BI.oprolol Fumlr ... and HydrocblorOlbluld.) libl ... 

FOR FULL PRESCRIBING INFORMATION, PLEASE CONSULT PACKAGE INSERT. 
DESCRIPTION 

ZIAC lbisoprolol fumarate and hydrochlorothiazide) is indicated for the treatment of hypertension. It combines 
two antihypertensive agents In a once-dally dosage: a synthetiC beta,-selectlve (cardioselectlve) adrenoceptor 
blocking agent (bisoprolollumarate) and a benzotniadiazlne diuretic (hydrochlorothiazide). 
CliNICAL PHARMACOLOGY 

Atdoses ,,20 mg bisoprololfumarate Inhibits beta,-adrenoreceptors located in bronchial and vascular muscu­
lature. To retain relative selectivity, It is Important to use the lowest ellective dose. 
CONTIIAINOICAnONS 

Cardiogenic shock, overt cardiac failure (see WARNINGS), second or third degree AV block, marked sinus 
bradycardia, anuria, and hypersensitivity to either component of this product or to other sulfonamide-derived 
drugs. 
WARNINGS 
Cmlle F.llu,,: Beta-blocl<ing agents should be avoided in patients witll overt congestive failure. 
PalI.nll WltlIout. Hillary 01 Cardiac failure: Continued depression 01 the mvocardium wltll beta-blockers can 
precipitate cardiac failure. At the first signs or symptoms of heart failure, discontinuation of ZIAC should be 
considered. 
Abrupt CIIIIHon OITII.,.",: Abrupt cessation of beta-blockers should be avoided. Even in patients without overt 
coronary artery disease, it may. be advisable to taper therapy with ZIAC over approximately 1 week with the patient 
under careful ~bservatlon. If w~hdrawal symptoms occur, beta-blocking agent therapy should be relnst~uted. at 
least temporanly. 
P~r'phar.' Vocole, Dis .... : 8eta-blockers should be used with caution In patients with peripheral vascular 
disease. 
BroncholplIHc 01 ..... : PATIENTS WITH BRONCHOSPASTIC PULMONARY DISEASE SHOULD, IN GENERAL. 
NOT RECEIVE BETA-BLOCKERS. 
Anldoll Ind Malor Surg.ry: It used perloperatively, particular care should be taken when anesthetiC agents 
that depress l1)yocarolallunction, such as etl)er, cyclopropane, and trichloroethylene, are used. 
DI.beI .. ~nd IrtPoglycemla: Beta-blockers may mask some of the manifestations of hypoglycemia, particularly 
tachycardia. Patl8nts subject to spontaneous hypoglycemia, or diabetic patients receiving insulin or oral hypogly­
~mlc agents, should be cautioned. Also, latent diabetes mellitus may become manifest and diabetic patients 
g]ven tIIiazides may require adjustment of their Insulin dose. 
TI/y,otox/cOlIl: Beta-adrenergic blockade may mask clinical signs of hyperthyroidism. ADrupi withdrawal of beta­
~:~~~de may be followed by an exacerbation of the symptoms of hyperthyroidism or may precipitate thyroid 

Ren.1 01 ..... : Cumulative elleets of the thlazldes may develop in patients with impaired renal function. In such 
patients, thlazldes may precipitate azotemia. In subjects with creatinine clearance less than 40 mUmln, the 
Dlasma half-life of bisoprolol fumarate Is increased up to threefold, as compared to heaHhy subjects. 
lI.plUc 01 ..... : ZIAC should be used wHh caution in patients wHh impaired hepatic function or progressive liver 
disease. 
PRECAUnONS 
Ga.,ral: Electrolyte and Fluid Balance Status: Periodic determination 01 serum electrolytes should be performed, 
and patients should be observed for signs of fluid or electrolyte disturbances. Thiazides have been shown to 
increase the urinary excretion of magnesium; this may result In hypomagnesemia. Hypokalemia may develop. 
Hypokalemia and hypomagnesemia can provoke ventricular arrhythmias or sensitize or exa~gerate the response 
of tile heart to the toxic effects of digitaliS. Dilutional hyponatremia may occur in edematous patients In hot 
weather; appropriate therapy Is water restriction rather than salt administration, except in rare instances when the 
hyponatremia IS lile-threatening. In actual saR depletion, appropriate replacement is tile therapy of chOice. 
Parathyroid Disease: Calcium excretion Is decreased by thiazldes, and pathologic changltllln the parathyroid 
oIands, wRh hypercalcemia and hypophosphatemia, have been observed in a few patients on pr%nqed thiazide 
therapy. Hyperuricemia: Hyperuricemia or acute gout may be preCipitated In certain patients receiVing thiazide 
diuretics. Blsoprolol fumarate, alone or In combination with HCTZ, has been aSSOCiated with increases In uric acid. 
Drug Interaction.: ZIAC may potentiate tile action of otller antihypertensive agents used concomitantly. ZIAC 
should not be combined with oth~r beta-blOCking agents. In patients receiving concurrenttherapy with clonldine, 
fftherapy Is to be discontinued, It IS suggested that ZIAC be discontinued for several days before the withdrawal of 
clonidlne. 

ZIAC should be used wnh caution when myocardial depressants or Inhibitors of AV conduction or anti­
arrhythmic agents are used concurrently. 

Blsoprolol FumaralJ: Concurrent use 01 mampin Increases tile metabolic clearance of blsoprolol fumarate 
shortening its elimination half-lite. Pharmacokinetlc studies document no clinically relevant interactions with 
o,her agents given concomitantly, Including thiazide diuretics, digoxin and cimetidlne. There was no effect of 
blsoprolol fumarate on prothrombin times In patients on stable doses of warfarin. 

While tal<ing beta-Dlockers, patients with a history of severe anaphylactic reaction may be more reactive to 
repeated challenge, either aCCidental, diagnostic, ortllerapeutic and may be unresponsive to the usual doses of 
epinephrine used to treat allergic reactions. 
. Hydrochlorofhlazide: The !ollowing drugs may Interact wltll thiazide diuretics. Alcohol, barbiturates, or narcot­
Ics-potentiation of orthostatiC hypotension may occur. Dosage adjustment 01 the antidiabetic drugs (oral agents 
and Insulin) may be required. Other antihypertensive drugs-additive ettect or potentiation. Cholestyramine and 
colestlpol resins-single doses of cholestyramlne and colestipol resins bind the hydrochlorothiazide and reduce its 
absorption in tile gastrOintestinal tract by up to 85 and 43 percent, respectively. Corticosteroids, ACTH-Intensl­
fled electrolyte depletion, partlcula~y hypokalemia. Possitile decreased response to pressor amines but not sui­
Ilci~ntto preclude tIIel~ use. Possible increa~ed ~sponsiveness to muscle relaxants, nondepolarizing. Generally, 
lithium should not be given wnh diuretics. DIuretiC agents reduce the renal clearance of litll/um and add a high risk 
of lithium toxicity. The administration of a nonsteroidal anti-inflammatory agent can reduce the diuretic, 
natriuretic, and antihypertensive effeets of loop, potassium-sparing and tIIiazlde diuretics. 

In patients receiving thiazides, sensitivity reactions may occur wl1h or .without a history 01 JIIII!W or bronchial 
asthma. PhotosenSitIVIty reactions and possible exacerbation or activation of systemic lupuS erytliematQsus have 
been reported in patients receiving thiazldes. The antihypertensive ellects of thiazides may be 1II11AAe!d in the 
post-sympathectomy patient. . . 
Laborlto~ T."lnteractlons: Based on reports involving thiazldes, ZIAC may decrease serum levels of protein­
bound iodine without signs of thyroid disturbance. Because n includes a tIIiazide, ZIAC should be discontinued 
belore carrying out tests for paratllyroid function (see PRECAUnOHS-Patalhyroid Dlseas.). 
ADVERSE REACTIONS 
ZlAC: BisoprolollumaratelHS.25 mg is well tolerated in most patients. Most adverse elleets (AEs) have been mild 
and tranSient. In more tIIan 65,000 patients treated wo~dwlde with bisoprolol fumarate, occurrences of broncho­
spasm have been rare. Discontinuation rates for AEs were Similar for BIHS.25 mg and placebo-treated patients. 

In tile Unned States, 252 patients racaived bisoprolol fumarate (2.5, 5, 10, or 40 mg)IHS.25 mg and 144 
patients received placebo in two controlled trials. In Study 1, bisoprolol fumarate 5IHS.25 mg was administered 
for 4 weeks. In Study 2, bisoprolollumarate 2.5, 10 or 401Hs.25 mg was administered for 12 weeks. All adverse 
experiences, whether drug-related or not, and drug-related adverse experiences in patients treated with 
82.5-101H6.25 mg, reported during comparable, 4 week treatment periods by at least 2% of bisoprolollumaratel 
H6.25 mg-treatecf patients (plus additional selected adverse experiences) are presented in tile following table: 

ZlAC" (81.oprolol Fumarate and Jlydrochiorothlazldelliblill 

% 01 Patients with Adverse Experiences' 
Body System/ 
Adverse Experience All Adverse Experiences 

Placebo' 82.5·40IH6.25t 

Cardiovascular 
bradycardia 
arrhythmia 
peripheral Ischemia 
chest pain 

Respiratory 
bronchospasm 
cough 
rhinitis 
URI 

Body as a Whole 
asthenia 
fatl9ue 
penpheral edema 

Central Nervous System 
dizziness 
headache 

Musculoskeletal 
muscle cramps 
myalgia 

Psychiatric 
Insomma 
somnolence 
loss of libido 
impotence 

Gastrointestinal 

(ri":i'44) 
% 

0.7 
1.4 
0.9 
0.7 

0.0 
1.0 
2.0 
2.3 

0.0 
2.7 
0.7 

1.8 
4.7 

0.7 
1.4 

2.4 
0.7 
1.2 
0.7 

diarrhea 1.4 
nausea 0.9 
dyspepsia 0.7 

• Averages adjusted to combine across studies. 
fComblned across studies. 

1.1 
0.4 
0.7 
1.8 

0.0 
2.2 
0.7 
2.1 

0.0 
4.6 
1.1 

5.1 
4.5 

1.2 
2.4 

1.1 
1.1 
0.4 
1.1 

4.3 
1.1 
1.2 

Drug-related 
Adverse Experiences 

Placebo' 82.S-10/H6.25t 

(ii:'1:i'4) (n a 221) 
% % 

0.7 
0.0 
0.9 
0.7 

0.0 
0.7 
0.7 
0.0 

0.0 
1.7 
0.7 

1.8 
2.7 

0.7 
0.0 

2.0 
0.7 
1.2 
0.7 

1.2 
0.9 
0.7 

0.9 
0.0 
0.4 
0.9 

0.0 
1.5 
0.9 
0.0 

0.0 
3.0 
0.9 

3.2 
0.4 

1.1 
0.0 

1.2 
0.9 
0.4 
1.1 

1.1 
0.9 
0.9 

Other adverse experiences that have been reported with the Individual components are listed below. 
Blloprolol Fumaretl: In clinical trials worldwide, a variety 01 other AEs, in addition to those listed above, have 
been reported. While In many cases It is not known whetller a causal relationship exists between bisoprolol and 
these AEs, they are listed to ~Iertthe physician to a possible relationship. Central Nervous SySlJm: Unsteadiness, 
vertigo, syncope, parestheSia, hyperestheSia, sleep dlsturbancelvivld dreams, depression, anxiety/restlessness. 
decreased concentratlo.n/memory. Cardiovascular: Palpitations and other rhythm disturbances, cold extremities, 
claudl~tlon, hypotension, orthostatiC hypotension, chest pain, congestive heart failure. Gastrointestinal: Gas­
tncieplg.astnciabdomlnal pam, peptic ulcer. gastrHls, vomiting, constipation, dry mouth. Musculoskeletal: 
Arthralgia, musclellolnt pam, back/neck pain, twitchingltremor. Skin: Rash, acne, eczema, psoriasis, skin irrita­
tion, pruritus, purpura, flushmg, sweating, alopecia, dermatitis, exfoliative dermatitiS (very rarely). Special 
Senses: Visual disturbances. ocular pain/pressure, abnormal lacrimation, tinnitus, decreased hearing, earache, 
taste abnormalltle,s. Metabolic: Gout. Respiratory: Asthma, bronchitis, dyspnea, pharyngitis. sinusitis. Genlto­
~~n~r~:m~ronoe s disease (very rarely), cystitis, renal colic, polyuria. General: Malaise, edema. weight gain, 

~n addnlon, a variety of adverse effects have been reported with other beta-adrenergiC blocking agents and 
should be considered potential adverse effects: Central Nervous SyslJm: Reversible mental depression progress-
109 to catatonoa, hallUCinations, an acute reversible syndrome characterized by disorientation to time and place 
emollOnallablllty, Slightly clouded sensorium. Alhlrgic: Fever combined with aching and sore throat laryngo: 
spasm, and respiratory dfstre~. ilfmatolOflic: Agranulocytosis, thrombocytopenia. GastrOlnlJsti{la/: Mesenteric 
arterial thromboSIS and IschemiC colitis. Miscellaneous: The oculomucoculaneous syndrome associated with the 
beta-blocker practolol has not been reported with bisoprolol fumarate during investigational use or extensive 
foreign marketing experience. 
Hydrochlorothl.zldl: The following adverse experiences, in addition to those listed in tile above table, have Deen 
reported w~h hydrochiorotlilazide (generally witll doses of 25 mg or greater). General: Weakness. Central Ner­
vous Srstem:. Vertigo, parestheSia, restlessness. Cardiovascular: Orthostatic hypotension (may be potentiated by 
al.coho , barbiturates, or narcotics). GastrOintestinal: Anorexia, Qastrlc irritation, cramping constipation jaun­
dice !Intrahepatic cholestatlc jaundice), pancreatitis, cholecystitis, sialadenitis, dry mouth. Musculoskaletal: 
Muscle spasm. Hy~rs8nsitive ReacHons: Purpura, photosensitivity, rash, urticaria, necrotizing angiitis (vascu­
IiMand cutaneous vaSCulitis), fever, respiratory distress Including pneumonitis and pulmonaoy edema anaphy­
lactic reactions. Special Senses: Transient blurred vision, xanthopsia. Mefabolic: Gout. Gemtourinary: Sexual 
dysfunction, renal failure, renal dyslunctlon, Interstitial nephritis. 
LABORATORY ABNORMAUnES 
ZIAC: Because of the low dose of hydrochlorothiazide in ZIAC, adverse metaboliC effects w~h BIH6 25 mg are less 
frequent and of smaller magnitude than with HCTZ 25 mg. . 
. Treatment with both Ileta-blockers and thiazide diuretics Is aSSOCiated with Increases in uric acid. Mean 
Increases In serum trlglycerides were observed In patients treated with bisoprolol fumarate and hydro­
chlorothiazide S.25 mg. Total cholesterol was generally unaffected, but small decreases In HDL cholesterol 
were noted. 

Other laboratory abnormalnles that have been reported with the individual components are listed below 
BllOprolal Fumarete: In Clinical trials, the most frequently reported laboratory change was an Increase In serum 
triglycerldes, but tIIis was not a conSistent finding. 

Sporadic liver test abnormal~les have been reported. In the U.S. controlled trials experience with bisoprolol 
fumarate treatment for 4 to 12 weeks, the Incidence of concomitant elevations In SGOT and SGPT of between 1 to 2 
~~:a~~rmal was 3.9%, compared to 2.5% for placebo. No patient had concomitant elevations greater than twice 

In the long-term, uncontrolled expe~ence wHh blsoprolol fumarate treatmentfor 6-18 months, the incidence of 
one or more concomitant elevations In SGOT and SGPT of between 1-2 times normal was 6.2'10. 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 elevations were 
attributed to underlying disorders, or resolved during continued treatment with bisoprolol fumarate. 

Other laboratory changes included small Increases In uric acid. creatinine, BUN, serum potaSSium, glucose, 
and phosphorus and decreases In WBC and platelets. There have been occasional reports 0 eosinophilia. These 
were generally not of clinical Importance and rarely resuned In discontinuation of blsoprolol fumarate. 

As with otller Deta-blockers, ANA conversions ~ave also been reported on bisoprolol fumarate. About 15% of 
patients In long-term studies converted to a posnlve titer, altllough about one-third of these patients subsequently 
reconverted to a negative titer while on continued therapy. 
Hydrochiorothlllld.: Hyperglycemia, glycosuria, hyperu~cemla, hypokalemia and other electrolyte Imbalances 
(see PRECAUnONS), hypernpidemla, nypercalcemla, leukopenia, agranulocytosis, thrombocytopenia aplastic 
anemia, and hemo~lc anemia have been associated with HCTZ tIIerapt. ' 
inf~~a~i~~~GE A 0 ADMINISTRAnON section In package insert or complete dosing and precautionary 
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Power. .. 
Without 
Added 
Problems 

Call 1-800-821-8460 
for free samples and 
product information . . 

LORCEP' 10/650 is stronger than any other hydrocodone 
tablet available. 

• LORCET® 10/650 is well tolerated-nausea, vomiting, sedation, 
and constipation have seldom been reported. I 

• LORCEP 10/650 oHers class III prescribing convenience ­
it can be prescribed by phone,· with up to five refills in 
6 months, and requires no triplicates. 

®1 /650 //I 
Eacn tablet contains: 10 mg nydrocodone bitartrate (Warning: 
May be habit-forming) and 650 mg acetaminopnen. 

The Phone-In Pain Relief with the Most Power 
• In moSI M.les 

For reference and brief summary of prescribing information. see adjacent page. 
o 1994 Forest Laboratoroos. Inc. Printed In.;SA 
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Lorcetl0/ffiJOC 
Eacn laDlel conlains 10 mg n~drocodone oilartrate (Warning: 
May be habit-formingl and 650 mg acetaminophen. 

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

BRIEF SUMMARY 
INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain 
CONTRAINDICATfONS: Hypersensitivity to acetamrnapnen or hydrocadone 
WARNINGS: Respiralory Depression: At high doses or In senSitive patients. hy­
drocodone may produce dose-related respiratory depression by acting directly 
Of) the bram stem reSpJralDry cenler Hydrocodone also alleets the center that 
controls respiratory rhythm, and may produce Irregular and periodic breathing 
Head Injury and Increased Inlracranial Pressure: The respiratory depressant 
e!!eclS of narcatlCs and thelf capaCIty to elevate cerebrospmal flUi d pressure may 
be markedly exaggerated In the presence of head IrT/ury. otherrnfracranrallesrons 
or a preexisting Increase in intracranial pressure Furthermore, narcotics pro· 
duce adverse reactions which may obscure Ihe cllnrcal course 01 patients With 
head In}JJrrBS. Acute Abdominal Conditions: The administration of narcotiCs may 
obscure the diagnosIs or clmlcal course 01 patients With acute abdommal condl' 
lions PRECAUTIONS: Special Risk Pallenls: As Wllh any narcollc analgeSIC 
agent, LorCel" 101650 should be used wltli caution 1fT elderly or debilitated pa· 
tlents and those With severe Impairment 01 hepatiC or renal tunctlon. hYDothy­
rOldlsm, Addison's disease. prostatic hypertrophy or urethral stricture The 
usual precautions should be observed and the pOSSibility of respiratory depres 
slOn should be kept In mind Cough Rellex: Hydrocodone suppresses the cough 
rellex. as With all narcotiCS. cautIOn should be exercised when Lorcet' 10/650 IS 
used postoperatively and m patients With pulmDnary dlse.ase DruU Jnle1actions; 
Patients receiving other narcotic analgeSICS, antlpsychotlcs, antianXiety agents 
or otner eNS depressants (Including alconol) concomitantly With LOTcer 10/650 
may exhibit an additive CNS depreSSion When combmed therapy IS contem­
plated. the dose of one or both agents should be reduced The use of MAO rnhlbl­
lars or rncycJlc anlidepressants With hydrocodone preparations may Increase Ihe 
etteclol either the antidepressant or hydrocodone. Theconcurren t use o/antl' 
chalmerglcs Wlih hydrocadane may produce paralytiC Ileus Usaoe in P,eunanty: 
Teratogemc Effects Pregnancy Category C Hydrocodone has been shown to be 
teratogenic m hamsters when gIVen In doses 700 times {he human dose There 
are no adequate and well· controlled studies In pregnant women Lorcet' 101650 
should be used durrng pregnancy only 11 the potential benefit JUS titles the paten· 
!Ia! fISk to the Jelus Nontera!ogemc fffects Babies born to mothers who have 
been taking oplolds regularly prior to delivery Will be phYSically dependent The 
Withdrawal Signs mc/ude Irritability and excessive crYing. tremors, hyperactIve 
reflexes Increased respiratory rate, Increased stools sneezing. \fawning, vomit­
Ing, and lever The intensity of the syndrome does not always correlate With the 
duration 01 maternal oplOld use or dose Tnere IS no consensus on the best 
metnod 01 managmg Withdrawal Chlorpromazme 0 7 to 1 mg/kg q6n, and pare· 
gonc 2 10 4 DropsJkg Q4h. tl3ve been used to treat wltndrawal symptoms In IrI 

fants The duration of therapy IS 4 to 28 days. With the dosage decreased as 
tolerated labar and Delivery: As with all narcotiCS, administration of Loreet' 
10165010 the mather shortly before delivery may result In some degree of respI­
ratory depreSSion In the newborn, espeGIally If higher doses are used Nursing 
Mothers: It IS not known whether thiS drug IS e)(creled In human milk Because 
many drugs are excreted In human milk and because of Ine potential for serIOus 
adverse reactIOns In nursing Infants from Lorcel' 101650. a deCISion should be 
made whether to discontinue nursmg or to dlscontmue tne drug. laking mto ac­
count the I1nportance 01 the drug to the mother Pediatric Use: Safely and eUec­
tlveness In children have not been establIShed ADVERSE REACTIONS: The most 
frequently observed adverse reactions Inciude I!ghtheadedness, drzzlness, seda­
lion nausea and vOmlling These eHects seem to be more prommentm ambula­
lory than m nonambulatory patients and some of these adverse rea ctlons may be 
allevJaleO lithe patlen! lies down Other adverse reactions include Central Ner­
vous System: Drowsrness mental clouding. lethargy, Impairment of mental and 
phYSical performance. anxiety, fear, dyspnona psychiC dependence, mood 
changes Gastrointestinal System: The antiemetic phenothlazrnes are usetulm 
suppressll1Q the nausea and vomltmg which may occur (see above/. however, 
~ome phenolhldZIn€ derivatives seem 10 be anti analgesIc and to Increase the 
amount of narcotiC reqUired to produce parn relief. while other phenolhl3zlnes 
reduce rhe Jmou!il 01 narcotic reqUired 10 produce a gIVen level ot analgeSia 
Prolonged admlfllstratlon of Lorcer 10/650 may produce constipation Genito" 
urinary System: Ure!eralspasm, spasm of veslcalsphmcters and urinary relen, 
lion have been reported Respiratory Depression: Hydrocodone bitartrate ma\f 
produce dose·related respiratory depreSSion by acting directly on the brain stem 
resplrdtorycemer Hydrocodone also affects the center that controls respiratory 
rllYlhrn, and may produce Irregular and periodiC breathrng II SIQnltlcant resplra· 
tory aepresslDll occurs II may be antagonlled by the use at nalo)(one hydrochlo· 
ride Apply other supportive measures when Indicated DRUG ABUSE AND DE· 
PENDENCE: Loree!' 10165015 subleel to the Federal COlltrolled SlJbstances Ac) 
(SChedule III) PSYChiC dependence phYSical dependence. and tolerance may de· 
'~elop upon repedted admlOlstratlon of narcotiCS, tMrefore, Lorcer" 101650 
should be presCflbed and administered With caution However. psychiC depen 
dence IS unlikely to develop when Lorcet- 101650 IS used for a short time for the 
!realment 01 p,m OVERDOSAGE: Acelaminophen: Signs and Symptoms In 
acute acelarnrnopnen overdosage, dose-dependent, potentially fatal hepatiC ne­
crosIS IS Ihe most serfOUS adverse et/ect Renal tubular necrosIs. hypoglycemiC 
coma and tnrombocyloperllilll1ay also occur Early symptoms follOWing a paten 
Ildlly nepdtotoxlC overdose may mclude nausea, vomiting. dIaphoreSIS and gen· 
eral rndlalse Clinical and labOratory eVidence of hepatiC tOXICity may not be ap­
pdTent untl143to 72 hours post rnges!lon Hydrocodone: Signs and Symptoms 
Senousnverdose wJ!l1hydrocodonelscharactefiled by resplTatorydepresslon (a 
decrease In respiratory rate and/or tidal vOlurne, Cheyne·Stokes respiration, cya 
nOS15j. extreme somnolence progressing 10 stupor or coma skelelal muscle flac· 
cldlty cold and clammy skin and sometimes bradycardia and hypotension In 
severe o~erdosage, apnea Circulatory collapse, cardIac arrest and death may 
occur DOSAGE AND ADMINISTRATION: Dosage Should be ad lusted according 
10 rne severity of the pain and the response of the patient However, It should be 
keptm milld that tolerance to hydrocodone can develop With continued use and 
thaI 1M tncldence of untoward effects IS dose related The usual adult dosage IS 
one t"oiet every lour to SIX hours as needed lor pain The lOlal 24 hour dose 
~hould nOl exceed 6 tablelS CAUTION: Federal law prohibits dispenSing Without 
prescnptlon. A Schedule CIII ContrOlled Substance Manulaclured by MIKART, 
INC. ATLANTA GA 303t8 Manulactured lor UAD Laboratories Division 01 
Foresl Pharmaceulicals, Inc. Jackson. MS 39209 Rev t1/92 Code 558AOO 
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MEDICAL USES 
OF STATISTICS 
SECOND 
EDITION 

1. C. Bailar III, 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 ilIus., paperback. 
ISBN 0-910133-36-0 

The New England 
Journal of Medicine 

r-----------------. 
YES! send me a copy of the Second Edition of 
Medical Uses o/Statistics at $39.95. plus $3.50 postage 
and handling~ 

o Check is enclosed for $ ______ _ 

o Charge my 0 VISA o MasterCard o AmEx 

CAADNO ____________ EXP. DATE ____ _ 

SIGNATURE ___________________ _ 

NAME/SPECIALTY _________________ _ 
!pLEASE PRINT) 

ADDRESS ____________________ _ 

CITY ____________________ _ 

STATE ___________ ZIP _________ _ 

Send to: NEJM BOOKS 
The New England Journal of Medicine 
P.o. Box 9130, Waltham, MA 02254-9130 
Toll Free 1-800-THE-NEJM 
FAX: 617-893-0413 

• Make check payable to the New Eng/and Journa/ of MediCine. MA residenls add 5% sales 
lax. SATISFACTION GUARANTEED or full refund wilhin 30 days. 

L _____ ~1~4=~~e~y;.,.. ____ S~2.J 



It's your practice. Our primary care team makes it perfect. 

THE HOSPITAL-EMPLOYED 

J, GROUP PRACTICE 

• Financial freedom and support to create 
the future you want in medicine. At Heart­
land you'll be a respected partner in an in-

novative primary care network serving 72,000 people in the 
community of Saint Joseph and 250,000 people in North­
west Missouri and Northeast Kansas. 

• Guaranteed salary. Starting income for family physicians 
is $135,000 per year. Part-time practice or job sharing is an 
option. 

• Medical school loan repayment. Heartland can repay your 
medical schooVfellowship loans up to $100,000. 

• Insurance paid. This includes full malpractice insurance 
coverage as well as family health and life insurance. 

• Be in medicine's mainstream. You'll be partnered with a 
young, progressive medical staff, working in superb facili­
ties with state-of-the-art equipment. 

~ THE FAMILY-ORIENTED 
~~~4' .;I COMMUNITV -.L!. ........ 
::..~. ::::::::~. Lifestyle. Rated by Money 

TIlE WAY1UGO Magazine as America's 17th most 
livable city, St. Joseph is a crown jewel of America's Victo­
rian era. Just forty minutes north of Kansas City, St. Jo's 
cost of living is well below the national average. As is the 
crime rate. The city boasts an excellent school system in­
cluding a four-year state college. There are 12 museums, a 
symphony, one of the nation's most spectacular park sys­
tems, and four gorgeous seasons to enjoy the outdoors. 

• Community opportunities. st. Joseph encourages new 
residents to be a part of the community. Education, the arts, 
business and government all invite you to join in actively 
shaping the community in which you will live. For your 
children too, we have opportunities galore. 

• Quality time with your family. At Heartland, we under­
stand that time off is good medicine. You will admit and 
make rounds, but take call only every sixth night and sixth 
weekend. You will receive four weeks vacation your first year 
and one week CME. 

Now, it's your move! 
Phone Heartland Health System in st. Joseph, MO today 1-800-455-2485 or fax your CV to 816-271-6590. 

Ask for Heidi Hornaday in Medical Staff Development 
An Equal Opportunity Employer See us at NCFPRS Booth No. 825 



ACULAR® 
(ketorolac tromethamine) 0.5% 
Sterile Ophthalmic Solution 
INDICATIONS AND USAGE 
ACUl..AW ophthalmic solution is indicated for the relief of ocular itching due to 
seasonal allergic conjunctivitis. 
CONTRAINDICATIONS 
ACULA~ ophthalmic solution is contraindicated in patients while weari~g 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 aggregation. 
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 ACULA~ ophthalmic 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 Impainnent of Fertility: An 18-
month study in mice at oral doses of ketorolac tromethamine equal 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 in vivo mouse micro­
nucleus assay. At 1590 ug/mL (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 
mg/kg (53.1 mgjm2) 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/m2) 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 
exposure, 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 benefit justifies the potential risk to the fetus. 
Nursing Mothers: Caution should be exercised when ACULA~ is adminis­
tered to a nursing woman. 
Pediatric Use: Safety 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 ACULA~ ophthalmiC solution have been transient stinging 
and burning on instillation. These events were reported by approximately 40% 
of patients treated with ACULARI8 ophthalmic solution. In all development 
studies conducted, other adverse events reported during treatment with 
ACULA~ include ocular irritation (3%), allergic reactio r (3%), superficial 
ocular infections (0.5%) and superficial keratitis (1 %). 

ACULA~ a registered trademark of Syntex (U.S.A.) Inc, IS manufactured and 
distributed by Allergan, Inc. under license from its ~eveloper, Syntex (U.S.A.) 
Inc., Palo Alto, California, U.S.A. 

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

~ AllERCAN FISO~~m.c.utIC.I. 
Cl995 Ailergan. Inc. Fisons Corporation 
Irvine, CA 92715 Rochester, NY 14623 U.S.A. 

Don't get aggravated. 
Use your waiting time to read Journal Watch, 
the newsletter that monitors over 20 top journals. 
It provides summaries of the most significant advances 
so you're briefed on them in just minutes. 

You can take Journal Watch anywhere. Read it on the go 
and make pro!itable Get Updated 
use of otherwise • 
wasted time. 

Written by doctors 
for doctors, this 8-page 
newsletter published 
twice monthly brings 
you news of clinical 
advances while it's 
still fresh . 

Order your 
introductory 
subscription 
today. 

r:------ -
Try JOURNAL WATCH Today­

Satisfaction Guaranteed 
Credit card orders, call toll"ree 1.800.843.6356 
FAX orders, 617·893·0413 or mall coupon below, 

o Yes, send me 24 issues of Journal Watch mailed first 
class for just $79. If not satisfied, I may c'ancel anytime 
for a full refund 

NAME ________________ _ 

AOORESS _______________ _ 

CITY ________________ _ 

STATE ZIP _____ _ 

o Payment enclosed" 0 Please send invoice 
o Charge my: 0 VISA 0 MasterCard o AmEx 
CREDIT 
CARD NO. --_________ ~~ODATE __ _ 

SIGNATURE _______________ _ 

. "Make check payable to Journal Watch. 
Mall to: Journal Watch, P.O. Box 9085, Waltham, MA 02254.9085. 

Allow 4-6 weeks for delivery. ISSN: 0896.7210. 
o Send me more information on obtaining 50 CME credits. SOJHl L________ " I 

----------_ .... 



Release the grip 
of tension hea ache 

SChell::';' Es 
Butalbital50mg (Warning: May be habH fonning) 
/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 GI irritation and 

GI bleeding.1
-
5 The most frequent adverse reactions are drowsiness and dizziness. 

~ FOREST PHARMACEUTlCALS, INC. 
'<!SI29 UAD LABORATORIES 

St. lOYd, MlUOIJfi 6lOt5 
Please see references and brief summary of full prescribing information on adjacent page. <In most states. 



EsgicplUS,Mtablets 
Butalbital 50mg (WarnirJJ: May be habit forming) 
/Acetaminophen 500mg/Caffeine 40mg 
Referencel: 1. Benson GO. HepatotoxICity following the therapeutic use of antipyretic analgesics. Am J Mer!. 
198375(Suppl 5A):85·93. 2. Jlck H. Effects of asplfln and acetaminophen In gastro·lntestlnal hemorrhage 
Arch'/ntern Mer! 1981.141:316·321. 3. Mielke CH Jr. Comparative effects of aspllln and acetaminophen on 
hemostasis. Arch Intern Mer! 1981;141 :305·310. 4. Hansten PD. Drug Interactions. 5th ed. Philadelphia, PA: 
Lea & Feblger; 1985. p. 95 5. Insel PA. Analgeslc·antlpyrelics and antlinllammatory agents; drugs employed 
In the treatmenl 01 rheumaloid arthfltls and gaul. In: Gilman AG . Rail TW. Nles AS. Tarior p. eds The 
Pharmaco/ogrcalBaslS of Therapeutics 8th ed. New York. NY: Pergamon Press, 1990:638·68 . 

ESGlC-PlUS™ Tablets 
(Butalbllal, Acetaminophen and Callelne Tablets, USP) 
50mgf.;OOmg/40mg 
Bnef Prescflblng Informallon: (Please see package Insert for full prescribing rnlormation) Each Esglc·plus" 
Tablet contarns: Butalbltal. USP 50 mg. WARNING: May be habil lormlng Acelamlnophen, USP 500 mg, 
Caffeine. USP 40 mg In addition each lablet contarns the followrng inactive rngredients: microcrystalline 
cellulose. croscarmellose sodium, collOidal silicon dioxide and stearic aCid 
CONTRAfNDfCATfONS: ThIS product is contraindicated under the follOWing conditions: • HypersensitIVIty or Intol· 
erance to any component of thiS product • Patients With porphyna WARNINGS: Butalbrtal is hablt·formlng and 
potentrally abusable. Consequently. the extended use 01 thiS product IS nol recommended 
PRECAUTfONS: Generaf: Esglc·plus·' Tablets should be prescnbed With caution In certain speclal·nsk pallents. 
such as the eldelly or debilitated, and those WIth severe ImpalTment of renal or hepatiC function, or acute abdom· 
Inal conditions. tnfonnatlon for Patlentl: This product may ImpalT mental andior physical abilities reqUITed lor 
the pertormance of potentially hazardous taskS such as driVing a car or operatrng machinery. Such tasks should 
be avoided while taking this product. Alcohol and other CNS depressants may produce an additive CNS depres· 
sian. when taken with thiS combrnatlon product. and should be avoided. Butalbltal may be habit·lorming 
Patients should lake the drug only for as long as ~ IS prescribed, In the amounts prescribed. and no more fre· 
quently than preSCribed. Laboratory Teltl: In patients With severe hepatic or renal disease. effects of therapy 
should be mollllored With senailiver andior renal function fests. Drug tnteracllonl: The CNS effects of butalbltal 
may be enhanced by monoamine oxidase (MAO) Inhibitors Esglc·plus" Tablets may enhance the effects of: 
other narcotic analgeSICS. alcohol. general anesthetics. tranquilizers such as chlordiazepoxide. sedatlve·hyp· 
notlcs. or other CNS depressants. causrng Increased CNS depreSSion. Drug/Laboratory Talt Inferactlonl: 
Acetaminophen may produce false,posltlve test resuHs for urinary 5·hydroxyindoleacetic aCid. Carcinogenllll, 
Mutagenllfl, Impairment of Fertility: No adequate studies have been conducted In animals to determine 
whether acetaminophen or butalbrtal have a potential for carcinogeneSiS. mutagenesis. or impairment of fertility 
Pregnancy: Terarogenrc Effecrs.· Pregnancy Category C: Animal reproduction studies have not been conducted 
With thiS combination product. It IS also not known whether Esglc·plus" Tablets can cause fetal harm when 
a<fmlmstered to a pregnant woman or can affect reproduction capacity This product should be gIVen to a preg· 
nant woman only when clealty needed Nonterar~enlc Ellecrs. Withdrawal seizures were reported in a two·day· 
old male Infant whose mother had taken a butalbltaH:ontalning drug dunng the last two months of pregnancy. 
Bulalbltal was found in the Inlant's serum. The rnfant was gIVen phenobarbital 5 mg/1<g. which was lapered 
Without further seizure or other w.lthdrawal symptoms. Nurllng Molhe,,: Cafferne, barbrturates and aceta· 
mlnophen are excreted In breast milk In small amounls. but the Significance of their effecls on nursing infants 
IS not known. Because 01 potential lor senous adverse reac1lons In nursing Infants Irom Esglc·plus" Tablets, a 
deciSion should be made whether to discontinue nursing or to discontinue the drug. taking into account the 
Importance 01 the drug to the mother. Pediatric Ule: Safety and eHec1lveness In children below the age of 12 
have not been established. 
ADVERSE REACTfONS: Frequentfy Oblerved: The most frequently reported adverse reac1lons are drowsiness. 
hght·headedness. dizziness. sedation, shortness of breath. nausea, vomiting, abdominal pain. and IntOXicated 
feeling. lnfrequentfy Oblerved: All adverse events tabulated below are claSSified as Infrequent. Central Nervous.' 
headache, shaky feeling, tingling. agitation. lalntlng, fatigue. heavy eyelidS. high energy, hot spells. numbness, 
sluggishness. seIZUre Mental confUSion. excrtement or depreSSion can also occur due to Intolerance. particularly 
In eldelly or debilitated patients. or due to overdosage of butalbital Autonomic Nervous.' dry mouth. hyperhldro· 
SIS. GasTrolnfesrmal' dlHlculty swallOWing. heartburn. flatulence, constipation. Cardiovascular: tachycardia 
Musculoskel8ralleg pain. muscle fatigue. Genitourmary. diuresis. M,scell8neous. pruritus. fever. earache, nasal 
congestion. tinnitus. euphorra. allergic reac1lons. Several cases of dermatologICal reactions. Including tOXIC epl· 
demral neerolysls and erythema mU~llorme. have been reported. The follOWing adverse drug events may be 
borne m mind as potentral eHects of the components of thiS product. Potentral eHects of high dosage are listed In 
the OVERDOSAGE section. Acetammophen. allergic reactions. rash, thrombocytopenia. agranulocytosis 
Collelne. cardiac stlmulahon. "nlabllity. tremor. dependence. nephrotOXICity. hyperglycemia. 
DRUG ABUSE AND DEPENDENCE: Abule and D.pendence: 6ulaIniIaI; Barb/rurares may be habiT-formmg' 
Tolerance. psychological dependence. and physical dependence may occur espeCially follOWing prolonded use 
of high dOses of barblturales. The average dally dose for the barbiturate addict IS usually about 1500 mg. As 
tolerance to barbiturates develops, the amount needed to maintarn 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 barbiturate is far less II alcohol IS 
also Ingested. Malor Withdrawal symptoms (convulSions and delirium) may occur Within 16 hours and last up 
to 5 days aHer abrupt cessallon of these drugs. IntenSity of Withdrawal symptoms gradually declines over 
a penod of approximately 15 days. Treatment of barbiturate dependence consists of caullous and gradual 
Withdrawal of the drug Barbllurate-dependent patients can be withdrawn by uSing a number of different With, 
drawal regimens. One method mvolves Imtlatrn~ treatment at the patient's regular dosage level and gradually 
decreaSing the daily dosage as tolerated by the patient 
OVERDOSAGE: Following an acute overdosage of Esglc·plus" Tablets. tOXICity may resu~ from the barbiturate or 
the acetaminophen. Toxicity due to caffeine Is less likeo/, due to the relatively small amounts in thiS formulation. 
Slgnllnd Sympfoml: TOXicity from mturue. pOlsomng includes drowsiness. confUSion. and coma; respirato­
ry depreSSIon; hypotenSion; and hypovolemic shock. In acetammophen overdosage. dose'dependent, potentially 
fatal hepatic necroSis IS !he most senous adverse effect Renal tubular neeroses. hypoglycemIC coma and throm· 
bocytopenia may also occur. Eally symptoms follOWing a potentially hepatOtOXIC overdOse may Include nausea. 
vomiting. diaphoresiS and general malaISe Chnlcal and laboratory evrdence of hepatiC tOXlCrty may not be appar· 
ent until 48 to 72 hours post·lngestlon. In adults. hepatIC tOXICity has rarely been reported with acute overdOSes 
of less than 10 grams. or fatalitieS With less 'han 15 grams Acute ~ poIsoning may cause Insomma. rest· 
lessness. tremor. and dehnum. tachycardia and extrasystoles. Treatment A smgle or mU~lple overdose With thiS 
comblnallon product IS a potentrally lethal polydrug overdose, and consultation With a reqlonal poison control 
center IS recommended. Immediate treatment InclUdes support of cardiorespiratory function and measures to 
reduce drug absorption. Vomiting should be Induced mechanically. or With syrup of IpecaC. if lhe patient Is alert 
(adequate pharyngeal and laryngeal reflexes). Oral ac1lvated charcoal (1 oI1<g) should follow gastnc emptying. 
The first dOse should be accompamed by an a~ropnate cathartic. If repeated dOses are used, the cathartiC might 
be Included with a~ernate doses as required potenslon IS usually hypovolemic and should respond to fluids 
Pressors should be avoided A cuffed endotrac eallube should be Inserted before gastric lavage of lhe uncon· 
SCiOUS patient and, when necessary, to prOVide assisted respiration. If renallunctlon IS normal. forced diuresis 
may aid In the ehmlnatlon of the barbrturate. Alkalinization of the unne mcreases renal excretion 01 some barbilu, 
rates. especially phenobarbital. Meticulous a"enhon should be gIVen to maintaining adequate pulmonary ventlla· 
tlon. In severe cases of intOXication. pentoneal dialYSIS, or preferably hemodialysis may be considered. If 
hypoplothromblnemla occurs due to acetaminophen overdose, vitamin K should be administered Intravenously 
If the dose of acetaminophen may have exceeded 140 mol1<g. acetylcystelne sMuld be admlmstered as early as 
poSSible. Serum acetammophen levels should be oblalned. since levels four or more hours follOWing Ingestion 
help predict acetaminophen tOXICity. 00 not await acetaminophen assay results before Inltiatrn9 treatment. 
HepatiC enzymes sMuld be obtamed inrtlally. and repeated at 24·hour Intervals Methemogloblnemra over 30% 
should be treated With methylene btue by slow Intravenous a<fmlmslratlon. 
Toxic 00lIl (for .dulll): 8utalbnal: tOXIC dose 19 (20 tablets); Acetaminophen: tOXIC dose 109 (20 tablets). 
Coffelne tOXIC dose tg (25 tablets). CAUTION Federal law prohibits dlspensmg Without prescnptlon. 
Manufactured by. MIKART. INC .• Atlanta. GA 30318 
olstnbuted by: FOREST PHARMACEUTICALS. INC .• SubSidiary of Forest Laboratones. Inc .• SL LOUIS. MO 63045 
ReVised 3194 Code 374AOO 
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If you've 
ever 
been 

involved 
with 

Easter Seals, 
you're 

history. 
If you've ever been involved 

with Easter Seals, you're 

part of the history we're 

missing. It's all part of our 

75th Anniversary celebra­

tion. So give us a 

ring today. 

Tomorrow, you 

could be history. 

The Easter Seal Story Search 
I·BOO-STORIES <Voice or TDD) 


