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FOR TYPE Il DIABETES,

TODAY’S LIFE DEMANDS
INSULIN ON DEMAND

CAN’T ALWAYS EAT REGULARLY.
GLUCOTROL provides

patients with insulin only when needed, responding
on demand to meals and rising blood sugar'

DOUBLE SHIFTS.
GLUCOTROL, with
insulin on demand, controls blood sugar quickly and
effectively —all day and all night'

TOUGH PHYSICAL WORK.
GLUCOTROL works
in response to meals; then insulin returns to
near-normal levels once the meal challenge subsides'”

When diet alone fails in NIDDM...

Glucotrol
(glipizde) sz oS

As with all sulfonylureas, hypoglycemia may occur. @ Pl‘a.tt Pleave vee brief summary of preseribing information on last page.



[T RESPONDS TO MEALS—
AND REMAINS AT BASAL LEVELS DURING FASTING

Day 2 without meals

Day 1 with meals

| BREAKFAST LUNCH SUPPER
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¥DOSE = Blood glucose {mg/100 mL) vDOSE = Blood glicose (mg/100 mL)
00 1 = Plasma insulin (pUfmL)
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The effect of fasting on mean blood sugar and plasma insulin levels was measured in a 2-day sludcy of six NIDDM
palients whose blood sugar levels had been controlled by a single daily dose of 5 to 10 mg of GLUCOTROL. On the
first day, patients were served thiee meals. On the second, they received no food. Each patient received their usual
dose ol GLUCOTROL af the start of each day '

REFERENCES: 1. Clarke BF, Corrall RIM, Azzopardi J, Bhalla IP, Fraser DM, Duncan LJP. Clinical obsetvations
E:eg_linizlﬂe. efficacy, duration of activity, and safely. In: Glipizide: A Worldwide Review. Princeton, MJ; Excerpla

ica; 1964:234-247. 2. Goebel R, Leb (. Effects of glyburide and glipizide on levels of immunoreactive insulin
and blood sugar. In; Giipizide: A Worldwide Review. Princeton, NJ: Excerpta Medica; 1984:9-15.

Briet SUrnmarﬁi Prascribing Information

INDICATIONS AND USABE: GLUCOTROL is indicated as an adjunct to diet for the control ol hyperglycemia in
patients with non-insulin-dependent diabetes mellitus (NIDDM, type II) afler an adequate trial of dietary therapy
has proved unsatistactory.

l‘.‘ﬂmmﬂlllti‘l’]ﬂ"g: GLUCOTROL is contraindicated in patients with known hypersensitivity to the drug or
with diabetic ketoacidosis, with or without coma, which should be treated with insulin,

SPECIAL WARNING DN INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
oral hypoglycemic drugs has been reporied to be associaled with increased cardiovascular
mortality as compared lo treatment with diet alone or diet plus insulin. This waming is based on
the study conducted by the University Group Diabetes Program (UGDP), a long-term prospeclive
clinical trial designed to evaluate the effectiveness of Elnm—lwnrlnn ﬂmrz in preventing or
delaying vascular complications in palients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four trealment groups ( Diabeles, 18,
supp. 2:747-830, 1970).

UGDP reporied that palients treated for 5 to B years with diet plus a fixed dose of tolbutamide (1.5
grams per day) had a rate of cardiovascular mortality approximately 2% times that of patients
treated with diel alone. A significant increase in total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the study to show an increase in overall mortality. Despite controversy regarding
the interpretation of these results, the findings of the UGDP study provide an adequate basis for
this warning. The patient should be informed of the potential risks and advantages ol GLUCOTROL
and of alternative modes of therapy. Although only one drug in the sulfonylurea class
(tolbutamide) was included in this study, it is prudent from a standpoinl to consider that this
wamni ml;lﬂ“ apply to other oral hypoglycemic drugs in this class, in view of their close
similarities in mode of action and chemical structure.

PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed
in patients with impaired renal andjfor hepatic function. Hypoglycemia may be profonged in such patients should il
OCCUr,

Hypoglycemia: All sullonylureas are capable of producing severe hypoglycemia. Proper palient selection,
dosage, and instructions are important to avoid hypoglycemia. Renal or hepatic insulficiency may increase the risk
of hypoglycemic reactions. Elderly, debilitated or malnourished patients and those with adrenal or pitultary
insufficiency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may
be difficull to recognize in the elderly or people faking beta-adrenergic blocking drugs: Hypoglycemia is more
likely to occur when caloric intake is deficienl, after severe or prolonged exercise, when alcohol is ingested, or
when more than one glucose-lowering drug is used,

Loss ol Control of Blood Glucose: A loss ol coniral may occur in diabetic patients exposed o stress such as
fever, traum, infection or surgery. It may then be necessary o discontinue GLUCOTROL and administer insulin
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of glycosylated
hemoglabin may be useful.

Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL, of
allernative modes of therapy as well as the importance of adhering lo dietary instructions, of a regular exercise
progeam, and of regular testing of uring and/or blood glucose. The risks of hypoglycemia, its symploms and
treatment, and conditions that predispose to iis lopment should be explained to patients and respansible
tamily members, Primary and secondary failure should also be explained

Drug Interactions: The hypogly action of sulfonyl may be polentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly profein bound, salicylates, sulfonamides,
chioramphanicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. in
vifro studies indicate that GLUCOTROL binds differently than tolbutamide and does ot interact with salicylate o
dicumarol. However, caution must be exercised in exirapolating these lindings to a clinical siualion. Certain drugs
tend lo produce hyperglycemia and may lead lo loss of control, including the (hiazides and other diuretics,
corticosteraids, phenothiazings, thyroid products, estrogens, oral contraceptives, phenylain, nicotinic acid,
sympathomimelics, calcium channel blocking drugs, and isonfazid. A poiential interaction between oral miconazole
and oral hypoglycemic agents leading 1o severe hypoglycemia has been reported. Whether this inferaction also
opcurs with the intravenous, topical, o vaginal preparations of miconazole is not known

Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-maonth study in rats and an 18-month study
in mice al doses up to 75 limes the maximum human dose revealed no evidence of drug-related carcinogenicity.
Bacterial and i vivo mutagenicity tests were uniformly negative. Studies in rats of both sexes al doses up to 75
fimes the human dose showed no effects on fertility,

Pregnaney: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive
sfudies at all dose levels (5-50 mo/ka). This fetotoxicity has been simitarly noted with other sullonylureas, such as
[olbutamide and Iolazamide. The effect is perinalal and believed lo be direclly related to the pharmacologic
(hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits na teratogenic effects were found. There are
no adequate and well-controlied studies in pregnant women. GLUCOTROL should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus.
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FOR TYPE Il DIABETES,

TODAY'’S LIFE DEMANDS
INSULIN ON DEMAND

When diet alone fails in NIDDM...

Glucotrol
(glipizide)sseeeos

Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy lo
maintain biood glucose levels as close o normal as possible

Nonteratogenic Etfects: Prolonged severe hypoglycemia has been reported In neonates born to mothers who
were receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of
agents with prolonged half-lives. GLUCOTROL should be discontinued al least one month before the expected
delivery date

Nursing Mathers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy
should be considered if nursing is to be continued.

Pediatric Use:; Salely and effectiveness in children have not been established

ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low.
01702 patients, 11.8% reporied adverse reactions and in only 1.5% was GLUCOTROL discontinued
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.

Gastrointestinal: Gasiroinlestinal disturbances, the most common, were reported wilh the following approximate
incidence: nausea and diarthea, one in 70; constipation and gastraigia, one in 100. They appear to be dose-refated
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued if this occurs

Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruplions, uricaria,
prurilus, and eczema have been reported in aboul one in 70 patients. These may be transient and may disappear
despite continued use of GLUCOTROL; if skin reactions persist, the drug should be discontinued. Porphyria
cutanea larda and photosensitivily reactions have been reported with sulfonylureas

Hematologic: Leukopenia, agranulocylosis, th ylopenia, Iylic anemia, aplastic anemia, and
pancytopenia have been reported with sulfonylureas.

Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sullonylureas
Clinical experience to date has shown thal GLUCOTROL has an exiremely low incidence of disulliram-like

reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of i
secrefion have been reported with this and other sulfonylureas
Miscellaneous: Dizziness, drowsiness, and headache have each been reparted in about ane in filty patients
treated with GLUCOTROL. They are usually ransient and seidom require discontinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. It hypoglycemic
coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of concentrated (50%)
glucose solulion. This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a
rate that will maintain the blood glucose at a level above 100 mg/dL. Patients should be closely monitored lor 3
minimum of 24 to 48 hours since hypoglycemia may recur alter apparen! clinical recovery, Clearance of
GLUCOTROL from plasma would be prolonged in persons with Tiver disease. Because of the extensive protein
hinding of GLUCOTROL, dialysis is unlikely 10 be of benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus
wilh GLUCOTROL; in general, it should be given approximately 30 minutes before a meal to achieve the greatest
reguction in pestprandial hyperglycemia.
Initial Dose: The recommended starfing dose is 5 my before breakfast. Genatric patients or those with liver
disease may be starled on 2.5 mg. Dosage adjustments should ordinarily be in Increments of 25-5 ma, as
determined by blood glucose response. Al least several days should elapse between fitration steps.
Maximum Dose: The maximum recommended lotal daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCCTROL tablels are white, dye-free, scored, diamond-shaped, and imprinted as follows:

5 mg—Plizer 411; 10 mg—Plizer 412

5 mg Botlles: 100s (NDC 0049-4110-66), 500's (NOC 0049-4110-73); Unit Dose 100's (NDC 0049-4110-41)

10 mg Bottles: 100's (NDC 0049-4120-66); 500's (NDC 0049-4120-73); Unit Dose 100's (NDC 0043-4120-41)
CAUTION: Federal flaw prohibits dispensing without prescriplion
More detailed professional information available on request.

ppropriate antidiuretic (SIADH)

Revised August 1990
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Reterences: 1. Levy B, Rosenberg LN, Colasante DA, &mmpaﬁsmolVEﬂELM'and Procardia®
XL in the treatment of patients with mild to moderate h;pamns n. American College of Clinical
Phannmlan] 21st .ﬂmnua} Meeting, 1992. Abstract. 2. Furth er analysis of Levy B, et al. (See
reference 1.) Data on file. Lederle Laboratories. Pearl River, N

Brief Summary

VERELAN®
Verapamil HCI
Sustained-Release Pellel-Filled Capsules

For complete Prescribing Information, consult package insert.

CLINICAL PHARMACOLOGY
VE?ETA?&M not affect the extent or rate of the absorption of verapamil from the controlled release
ﬂ?’ﬁmﬂmr block can occur in patients without preexisting condition defects (see
Acceleration of ventricular, rate and/or ventricular fibrillation has been reported in patients with
atrial flutter or atrial fibrillation and a coexisting accessory AV pathway following administration of
verapami| (sec WARNINGS).
In patients with hepatic insumciencz metabolism is delayed and elimination hali-life prolonged
up tn 14 1o 16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma
clearance reduced to about 30% of normal.

wSe 'l‘.e'duyls%nn'g { 'Q'MIIHIBS} hypotension (systol 90 )

vere ion (see nsion (systolic pressure <90 mmHg) or car-
diogenic shock, sick sinus syndmme no pacemaker is present), second- or tmr:l-d%ufee AV
block (if no pacemaker is present), atrial flutter/fibrillation with an accessory bypass tract (eg,
WPW or LGL syndromes), (see NIIIESL hypersensitivity to verapamil.

WARNINGS
Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction

<30%) or moderate-to-severe symptoms 01 c.armac fallure and in patients with any degree of
ventricular dysfunction if they are receivi blocker. Control milder heart failure with opti-
mum digitalization and/or diuretics before RELAN isused. Wrapamil may occasionally produce
hygt:m sion, Elevations of liver enzymes have been repo

ral cases of hepatocellular i ||1|l ry have been uernonstrated 1o be produced by verapam!l
Perlodic monitoring of liver function in patients on verapamil is prudent. Some patients with Ea!
oxysmal and/or chronic atrial tlutter/fibrillation and an accessory AV pathway (eg, WPW or LGL
syndromes) have developed an lncreased antegrade conduction across the accessory pathway
bypassing the AV node, very rapid ve urvnnmcula!flbdllanon atter
receiving IV verapamil {or ﬂiqmlis} Because of this nsk oral verapamil is contraindicated in such
patients. AV block may occur (second- or third-degree, 0.8%). Development of marked first-
de.qrae block or progression to second- or third-degree block requires reduction in dos?a

discontinuation and institution of appropriate therapy. Sinus bradycardia, second

ick, sinus arrest, pulmonary edema and/or severe hypotension were seen in some criti :Il
pamn!s with hypertrophic cardiomyopathy who were treated with verapamil.

PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dys-
function use about 30% of the normal dose) or impaired renal function, and patignts should be
manitored for abnormal prolongation of the PR interval or other signs of overdosage. Verapamil
may decrease neuromuscular transmission in patients with Duchenne's muscular dystrophy and
may prolong recovery from theneummuscuurbiwdng agentvecuronium. |t may be necessary to
decrease verapamil dosage in patients with neuromuscular transmission. Combined
therapy with beta-adrenergic blockers and verapamil may result in additive negative effects on
heart rate, atrioventricular conduction and/or cardiac contractility; there have been reports of
excessive bradycardia and AV block, including complete heart block. The risks of such combined
therapy may autweigh the benefits. The combination should be used only with caution and close
monitoring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil
treatment can increase serum digaxin levels by 50% to 75% during the first week of therapy, which
can result in digitalis toxicity. In patients with hepatic cirthosis, verapamil may reduce total body
clearance and extrarenal clearance of digitoxin. The digoxin dose should be reduced when verapa-
mil is given and the patient carefully monitored. Wmnamll will usually have an additive effect in

g blood p g agents. Disopyramide should not be given within
48 hours before or 24 hours after verapamil administration. Concomitant use of flecainide and
verapamil may have additive effects on myocardial contractility, AV conduction, and repolariza-
tion. Combined verapamil and quinidine therapy in patients with hypertrophic wdlmrryupaﬂl)f
should be avoided, since signiticant hypotension may result. Verapamif has been given concomi-
tantly with short- and long-acting nitrates without any undesirable drug interactions. Interaction
between cimetidine and chronically administered verapamil has not been studied. In healthy volun-
teers, clearance of verapamil was reduced or uni . Concomitant use of lithium and verapa-
mil may result in a loweringanf Serum Ih’hlum levels or increased sensitivity to lithium. Patients
receiving both drugs must be monitored carefully.

Verapamil maY mcreass carbamazepine concentrations during combined use. Rifampin may
reduce verapamil bioavailability. Phenobarbital may increase verapamil clearance. Verapamil may
increase serum levels of %’w sporine. Concomitant use of inhatation anesthetics and calcium
antagonists needs careful on to avoid excessive cardiovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-like and depolarizing), dosage
reduction may be required. Adequate animal carcinogenicity studies have not been performed.
One study in rats did nat suww a tumnnnemc potential, and ve nﬂ""" was not mutagenic in
the Ames test. Pregnancy There are no adequate and well-controlled studies in p
nant women. This drug shnu be use:l during pregnancy, labor, and delivery only if clea
needed. Verapamil Is excreted in breast milk, therefore, nursing should be discontinued during
;c;apamll 1.::_5:e Safety and efficacy of verapamil in children below the age of 18 years have not

n established.

l.IJ\IEHSE REACTIONS
(upon discontinuation of verapamil) nonubstmm paralytic ileus has been infre-
uen ruporlmipu n association with the use of vera%a
In clinical frials with 285 hypertensive patients on ERELAN for rnure than 1 week, the following
auvefse mm:tiuns were reported: constipation (7. headashs 3% dizziness (4.2%); leth-
argy (3.2%); sla (2.5%]; rash ('04%1 ankle edema (1.4%); sleep disturbance (1.4%);
WEIEIB (1. %j tn ¢l nlcaa trials of other

rrnulat[onsofverapaml E(N = 4,954), the following
curred at rates greater than 1.0%: constipation (7.3%); dizziness (3.3%); nausea
(2.7%), hg smrl (2.5%); edema (1.9%). headache (2. 2%} rash 1.2%), CHF/pulmonary
edema (1 ue (1.7%); bradycal w::::&ﬁﬂﬁstlfmm] 1.4%); AV wtan“ 2°,3°(1.2%),
2°and 3° (0. %) ushinu( 6"!-] € liver enzymes (see

The following reactions, reported in 1.0% or less of nccurmd unuarcommnns {open
trials, marketing experience) where a causal refations ris uncertain. Cardiovascular: angina

ctoris, atrioventricular dissociation, chest pain, myocardial infarction, palpita-
ions, purpura :vasculiiis smcope Digestive System: dian‘hea drymmh pastrmmmal dis-
tress, gingival hyperpla jc and L atic: eochyn'msis or brulsin sc?u luﬂnns Smnm:
cerebrovascular accident, confusion, equilibrium disorders, insornma mu
sla, psychotic symptoms, shakiness, somnolence. Hupir Skin: ar!ma’qia and
rash, exanthema, hair loss, eratosis, maculae, sweating, urlmria smms-JGMsun syn-
drome, emhema multiforme. Special Senses: blurred vision. I.Immlul gynecomastia, impo-
tence, increased urination, spotty menstruation.
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§ Pm m.\ ™ Reduction in mean DBP measured 24+2 hours
m w\ after dosing

Mean sitting DBP {mm Hg) £SD
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. h r—m Results of a 12-week, randomized, double-blind, rara”ef, comparative study of

. patients with mild-to-moderate hypertension in 10 study sites nationwide,
'—m ‘l-—m '—_m é o satients not controlled on VERELAN 240 mg/day were titrated to 360 mg/day
. m and, if needed, 480 mg/day; patients not controfled on Procardia XL 30 mg/day
i -’m ' __,.w were titrated to 60 mg/day and, if needed, 90 mg/day. There was no signiticant
2 ' i ' ' m B = difference between groups in the number of titrations to goal DBP (<90 mm Hg).
v - = . *Procardia XL is a registered trademark of Pfizer Inc.
i :—_m / F” 4 E' ' Constipation, which can easily be managed in most patients, is the

_ﬂ . most frequently reported side effect of verapamil.
wa N ’ 0 ’_,_w Please see brief summary of Prescribing Information on adjacent page.
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e (triamcinolone acetonide)
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for unsu / Turns patient complaints...Into patient compliance
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Please see brief summary of prescribing information on adjacent page.




ONCE DAILY FOR RELIEF

Nasal
Inhaler

triamcinolone acetonide)

Turns patient complaints...Into patient compliance

ONCE DAILY

Nasacort .
(triamcinolone acelonide)

For Intranasal Use Only

Shake Well Before Using

BRIEF SUMMARY

CONTRAINDICATIONS: Hypersensitivity o any of the ingredients of this preparation
coniraindicates its use.

WARNINGS: The replacement of a systemic coricosteroid with a topical corticoid can be

accompanied by signs of adrenal insufficiency and, in addition, some pahents may expernence
sympioms of rawal, e.g. joint and/or muscular pain, lassitude and depression. Patients
praviously treated for pr periods with systemic corticosteroids and transferred 10 lopical

corticoids should be carefully monitored for acute adrenal insufficiency in response 1o stress. In
those patients who have ma or other clinical conditions requiring long-term systemic
conicosteroid treatment, 100 rapid a decrease in syslemic coricosteroids may cause a severa
exacerbation of their symptoms.

Children who are on |mrnumsug;re$am
children. Chickenpox and measles, for exam
in children on immunosuppressant doses of corticosteroids. In such children, or in adults who
have not had these diseases, particular care should be taken 1o avoid exposure. f exposed,
therapy with varcelia zoster immune globulin (VZIG) or intravenous immunoglobulin
(IVIG), as appropriate, may be indicated. If chickenpox develops, treatment with antiviral agents
may be considered

The use of Nasacor Nasal Inhaler with alternate-day systemic prednisone could increase the
likelihood of hypothalamic-pruitary-adrenal 1HPthuppression compared 10 a therapeutic dose
of either one alone. Therefore, Nasacort Nasal Inhaler should be used with caution in patients
already receiving alternale-day prednisone treatment for any disease

PRECAUTIONS

General: In clinical studies with tnamcinolone acetonide administered infranasally, the
development of localized infections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may require treatment with appropriate local
therapy and discontinuance of treatment with Nasacon Nasal Inhaler

Triamcinolone acetonide administered intranasally has been shown to be absorbed into the
systemic circulation in humans. Patients with active rhinitis showed absorption similar to that
found in normal volunteers. Nasacort at 440 meg/day for 42 days did not measurably affect
adrenal response 1o a six hour cosyntropin test Tn the same study prednisone 10 H‘ELG?E
significantty reduced adrenal response lo ACTH over the same period (see CLINIC. HALS
section)

Nasacort Nasal Inhaler should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory tract or in patients with untreated fungal, bacterial, or
systemic viral infections or ocular herpes simplex.

Because of the inhibitory effect of corticosieroids on wound healing in patients who have
experienced recenl nasal septal ulcers, nasal surgery or trauma, a corficosteroid should be
used with caution until healing has occurred

When used at excessive doses, systemic corticosteroid effects such as hypercorticism and
adrenal suppression may appear. If such changes occur, Nasacon Nasal Inhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy
Information for Patients: Patients being treated with Nasacort Nasal Inhaler should receive
the following information and instructions.

Patents who are on immunosuppressant doses of comicosteroids should be warned 1o avoid
exposure o chickenpox or measles and, if exposed, 1o obtain medical advice.

Patients should use Nasacort Nasal Inhaler at regular intervals since its effectiveness depends
on its regular use. A decrease in symptoms may occur as soon as 12 hours after starting steroid
therapy and generally can be ex to occur within a few days of initiating thafa'ﬂv in allergic
rhinitis, The patient should take the medication as directed and should not exceed the
prescribed dosage. The patient should contact the physician if symploms do not improve after
three weeks, or if the condition worsens, Nasal imtation and/or burning or stinging after use of
the spray occur only rarely with this product. The patient should contact the physician if they
oceur

For the proper use of this unit and to attain maximum improvement, the patient should read and
follow the accompanying patient instructions caretully. Because the amount dispensed per puff
may not be consistent, it is important to shake the canister well Also, the canister should be
discarded after 100 actuations.
Carcinogenesis, Mutag Animal studies of tnamcinolone acetomide 1o test its
carcinogenic polential are underway.

Impairment of Fertility: Male and female rats which were administered oral triamcinolone
acetonide at doses as high as 15 meg/kg/day (110 meg/m?/day, as caiculated on a surface
area basis) exhibited no evidence of |mpa|recrfemlrly e maximum human dose, for
comparison, Is 6.3 mcg-‘ki'day E{)MD meg/m?/day). However, a few female rats which received
maternally toxic doses of 8 or 15 meg/kg/day (60 meg/m?/'day or 110 mﬁ'mz-day, respectively,
as calculated on a surface area basis) exhibited dystocia and prolonged delivery.

are more susceptible to infections than healthy
, can have a more senous or even fatal course

NADBX193(X)A

Developmental toxic
decreases in pup

, which included increases in fetal resorptions and stillbirths and

ht and survival, also occurred at the matemnally toxic doses

25 - 15,0 meg/kg/day or 20 - 110 meg/m?/day, as calculated on a surface area basis|
eproductive pe ance of female rats and efiects on fetuses and offspring were comparable
between groups thal racem;q‘dplacebo and non-toxic or marginally toxic doses (0.5 and 1.0 mcg/

kg/day or 3.8 mcg/m?/day 7.0 meg/m?/day)

Pregnancy: Pregnancy Cal C. Like other corticoids, triamcinolone acetonide has been
shown to be tern nic in rats and rabbits. Teratogenic effects, which occurred in both species
at 0.02, 0.04 and 0! , 270 and 540 mcg/mé/day in the rat and

mg/kg/day Jalggmximalely 1
320, 640 and 1280 meg/m?/day in the rabbit, as calculated on a surface area basis), included a
low incidence of cleft palate and/or inlemal hydrocephaly and axial skeletal defects. Teratogenic
effects, including CNS and cranial malformations, have also been observed in non-human
primates at 0.5 mg/kg/day (approximalely 6.7 mg/m?/day). The doses of 0.02, 0.04, 0.08, and
05 m%-)l;g-day used in these loxicology siudies are apfproxirnale&y 128,255, 51, and 3187
times the minimum recommended dose of 110 meg of Nasacort per day and 3.2, 64,127, and
80 times the maximum recommended dose of 440 mcg of Nasacor per day based on a patient
b(gjg wc:a;m of 70 kg. Administration of aerosol by inhalation fo pregnant rats and rabbits
produced embryotoxic and fetotoxic effects which were comparable to those produced
administration by other routes. There are no adequate and well-controlled studies in pe
women. Triamcinolone acetonide should be used during pregnancy only if the potential
justifies the potential risk to the fetus.

Experience with oral corticoids since their introduction in pharmacologic as opposed 10
physiologic doses suggests that rodents are more prone o fer; nic effects from corticoids
than humans. In additon, because there is a natural increase in glucocorticoid production during
pregnancy, most women will require a lower exogenous steroid and many will not need
corticoid treatment during pregnancy.
Nonteratogenic Effects: Hypoadrenalism may occur in infants born of mothers receiving
corticosteroids during pregnancy. Such infants should be carefully observed
Nursing Mothers: It is not known whether triamcinolone acetonide is excreted in human milk
Because other corticosteroids are excreted in human milk, caution should be exercised when
Nasacort Nasal Inhaler is administered to nursing women
Pediatric Use: Safety and effectiveness have not been established in children below the age of
12 Oral corticoids have been shown lo cause growth suppression in children and teeriagers,
particularly with higher doses over extended periods. If a child or lee f On any corticoid
rs 10 have growth suppression, the possibility that they are particularly sensitive to this
effect of steroids should be considered
ADVERSE REACTIONS: In controlied and uncontrolled studies, 1257 patients received
treatment with infranasal iiamcinolone acetonide. Adverse reactions are based on the 567
Eabems who received a product similar to the marketed Nasacort canister. These patients were
eated for an average of 48 days [range 1 10 117 da JThe 145 patients enrolled in

uncontrolled studies received treatment from 1 to 825 ays (average 332 days)
The most prevalent adverse experience was headache, being repored by approximately 18%
of the patients who received Nasacort. Nasal irritation was reported by 2 8% of the patients
receiving Nasacort. Other nasophal side effects were reported by fewer than 5% of the

who received Nasacor and included: dry mucous membranes, naso-sinus congestion,
throat discomfor, sneezing, and epistaxis. The complaints do not usually interfere with freatment
and in the contralled and uncontrolled studies approximately 1% of patients have discontinued
because of these nasal adverse effects.

In the event of accidental overdose, an increased potential for these adverse expenences may
be expected, but systemic adverse expeniences are unlikely (see OVERDOSAGE section)
OVERDOSAGE: Acute overdosage with this dosage form is unlikely. The acute topical
application of the entire 15 mg of the canister most likely cause nasal imtation and
headache. It would be unlikely to see acute systemic adverse effects if the nasal application of
the 15 mg of tiamcinolone acetonide was administered all at once.

Caution: Federal (U.SA.) law prohibits dispensing without prescription
Please see product circular for full preseribing information

REFERENCES: 1. Winder J, Barker J, Bell T, et al; Intranasal inamcinolone acetonide aerosol
versus beclomethasone mpmzplona!e aguecus spram u!)eranmal allergic hinitis. Medica/
Interface 19925(6, suppl):16. 2. Data on file, Rhone- enc Rorer Pharmaceuticals Inc. 3
Findlay S, Huber F, Garcia J, et al: Efficacy of once-a-day inlranasal administration of
triamcinolone acetonide in patients with seasonal allergic rhinitis. Ann Allergy 1992,68(3).228-
232 4, Storms W, Bronsky E, Findlay S, et al: Once daily triamcinolone acetonide nasal spray is
effective for the freatment of perennial aile;g rhinitis. Ann Allergy 1991,66(4):329-334. 5. Feiss

nant
edit

ic
G, Morris R, Rom D, &t al: A comparative of the effects of intranasal triamcinclone
acetonide aerosol 1ITM; and prednisone on adrenocortical function. J Aliergy Clin Immunol
1992:89(6):1151-1156
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MIGRAINE F
RELIEVED

...In Minutes

e Effectively relieves acute migraine pain'

® Delivers the efficacy of an injectable opioid
analgesic with the convenience of a nasal spray

® Unique nasal spray delivery allows administration
even in the presence of nausea and vomiting

® Rapid onset of pain relief—within 15 minutes' |

® Somnolence (43%) is the most frequently
reported side effect*

® Not a federally controlled substance

STADOL> NS

(butorphanol tartrate) Nasal Spray

Acute Pain Relief, o 3
Delivered in Minutes : . ﬂhﬂﬂl NS

NG 0047-565041 1

*Across all clinical trials, including STADOL® Injectable and STADOL NS

Patients should not perform hazardous tasks (eg, driving, operating machinery)

Alcohol should not be consumed while using STADOL NS,

REFERENCES

1. Diamond 5, Freitag FG, Diamond ML, Urban G. Transnasal butorphanol in the
treatment of migraine headache pain. Headache Quarterly, 1992:3:160-167

2. STADOL® NS™

age Insert

1993, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, USA

Please see brief summary of prescribing information on following page.
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STADOL> NS

(butorphanol artate) Nesal Spray

Acute Pain Relief,
Delivered in Minutes

Brig! Summary

INDICATIONS
STADOL® NS™ (butarphanol tartrate) Nasal Spray is Indicated for the management of pain when the use of an opioid analgesic is ap-

CONTRAINDICATIONS

STADOL NS is in patients fiyp ive to tartrate or the p benzethonium chioride.

WARNINGS

muﬁ%m in patients

fients should have an mmummmﬂwymmwmmmw Tnpa'uﬂlslnlup:n
symploms such as aniety, agitation, mood changes, halli-

mm butorphanol has precipitated

weakness and diarrhea.

mnlﬂﬁﬂaﬂyhmnhg ummmmmmmmmumm

medication, caution mﬂ" of butorphanol to such pa

PRECAUTIONS

nﬂhl o::n‘ﬁs.lhe wmmmmmmm be associated with carbon dioxide retention and
usa muy ioxide 80

ondary elevation of cerebrospinal fluid pressure, drug-induced miosis rations i mental state that would obscure the inter-

MNNWMNMMMWHMMMMMMMMMMWH benefits of

mmhwﬂﬂ

of Respiratory Function or Control
Hulnr&hﬁnnl may p;ndu:a rnsphnnly uqrmlnn especially In patients receiving other CNS active agents, or patients suffering

and Renal
memm mwwmwmmsrmusmulumnumummwmm
Tesponse has been well Subsequent doses should be determingd by patient responsa rather than being scheduled at
fixed intervals,
Because ol wmmmmwwmmwmlm of butarphanol in patients with
increase use n
Wﬁ be fimited to those situations wher the bene-
outweigh the f

has bean therapy. In such cases, butorphanol should be discontinued and
hmu %mlnmmmmmmﬁtmmmwm

Ehll Interactions
Concurrent use of butnrphanol with cantral nervous system depressants !l‘&admmd barbiturates, tranquilizers, and antihis-

tamines) may result in increased central nervous system nmmwmwmammm
MMMMMMMMMMN MMMasmmhasmm administered
‘concomitantly with drags that potentiate the of opioids.

nsmmnummmmm z affect hepatic metabolism of drugs (cimeti-
mowm.ua but physicians Malentoﬂnoossibi that a smaller initial dose and longer intes
mmm : i

MIMMMHANLMWBWWWWM&MMM”&HWIWI‘
of absorption is decreased. Thersfore, 2 slower onsat can be anticipated if STADOL NS is administered
with, or immediately following,  nasal vasoconstrictor.

mmmmmmwwwnlmwmmmmm
Use in Ambulatory Patie
mmmumwww mwmwwwmnmnwmmmwmmmummm rior-

t drivi be tald to use caution in such acliv
m&m {Ml .M‘IW ust U

MMHMWWMMWUWM Gmmnmﬁmuwurmmmlnmmnm
s’nmflan , dlcohol, barhiturates, tranquilzers, and antihistamines) may result in increased central nervous system depressant ek

Patients should be instructed on the proper use of STADOL NS
Carcinogenesis, Muta , Impairment of Fertility

Thammnw RI.E been adequately

Bmlmrﬂuumhs MUEMMMEMMDMwmmmmm

my/hgday (344 had a reduced pregnancy rate. However, a similar etfect was not observed
ma?ﬁnmm?immmm} 4 - o
Pregnancy
Pregnancy Catégory G
Mmmmmmmmmmhmmmﬁmulmn

‘Studies in mice, rats and rabbits d 10 butor,
ﬁoprodmim uring organogenesis m]had Imiﬂ wmthi mﬂﬁ»

mtdsubcmmusg hm?wml 5,9
menmﬂwnﬁ[ 1 mg/sqm. Elmmkw (102 ﬂ'poﬂlﬂ!ph‘rh

Labor and D!an\f
STADOL NS is not recommended during labor or delivery bacause there is no clinical experience with its use in this setting

Nurtlnnm

mﬂw menmmmmmmrmofsmm&mmmnu mothers. The amount an infant
receive is probably clinically insignificant (estimated 4 microgram/iter of 2myg IM four times a day).

mmghmmmmmmmnnumtsrmusmnmmmnmnwmmmmmm

appear in the milk in similar amounts tollowing the route of administ

Pediatric Use

mmmmmmmmwmulmmmwmmmmmm
popu

Geriatric Use
i 1 mg dose of STADOL® NS™ (butol | tartrate) Nasal be used ients and 90-120
nm;m o | rph:na 13111 Spray generally in geriatric patients
Duetomcs learance, the mean hall-fife of butorphanol is 25% (1o over & hours) In patients over the age of 65.
hﬁummmmmmmm ioh:u 'Mrm%mﬁwm
mwne mmmwsmm.usmwumm
:DWOTN%MHIE In butorphanol clinical triaks. Approximately half mﬂMLIMMWM
mﬁm&nﬁs :nmmmmmwumummmnmmwmuwm commaonly

mmmmmmmmmmm short- and long-term ciinical trials in patients receiving Il.ltmlal
There has been no to correct for
T e e e

REACTIONS

Tl'le most freg reported adverse experiences across all clinical trials with STADOL Ing somnolence
43%), dizziness (19%), mmwmmnm In bong-term trials with STADOL NS only, mmmnmwm

mnﬂmﬁ}mmmw

The following adverse experiences were reported af a frequency of 1% or greater, and were considerad 1o be probably related to the
use of butorphanol:

BODY AS A WHOLE: asthenia/lethargy", headachs", sensation of heat
CARDIOVASCULAR: VASODILATION", PALPITATIONS
mmmt ANOREXIA*, CONSTIPATION®, dry mouth®, nausea and/or vomiting (13%), stomach pain
mugumm , dizziness (19%), euphoria, floating feeling, INSOMNIA (11%), nervousness, paresthesia, somno-
m!m!

RESPIRATORY: BRONCHITIS, COUGH, DYSPNEA®, EPISTAXIS®, NMMNBESHON (13%), NASAL [RRITATION®, PHARYNGH
TS, RHINITIS®, SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY INFECTION

SKIN AND APPENDAGES: sweating/clammy*, pruritus

%F&E%tLug’EIHS blurred vision, EAR PAIN, TINNITUS®, UNPLEASANT TASTE" (also seen In short-term trials with
(Reactions 1 of 3-9% are marked with an asterisk.* Reactions reported predominantty from long-term ik
s with STADOL NS CAPIT “‘ﬂ% a0

The following adverse rted with a frequency of less than 1%, In clinical trials or from post-marketing experi-
ence and were hhepmhablymaledhmemulhulmﬂmul

CARDIOVASCULAR: hypatension

NERVOUS: abnormal dreams, agitation, drug dependence, dysphoria, hallucinations, hostility

SKIN AND APPENDAGES: rash/hives

UROGENITAL: Impaired urination

(Reactions reparied only from post-marketing experience are faficed. |
mmdmmmmmmmmmmmmmmmmmaumsmn-

The infreq

mmmmwmmmmwm rcumstances where the betwean these events and
butorphanol administration is unknown. They are being listed as alerting information for the physician.

BODY AS A WHOLE: sdemz

CARDIOVASCULAR: hypertansion

NERVOUS: convulsion, delusions, deprassion
RESPIRATORY: apnea, shaflow breathing
(Reactions reported only from post-marketing experience are ifalicized )

DRUG!!WEWDWDBIBE

Aithough the mixed agonist-antagonist opioid analgesics, as  class, have lower abuse potential than morphing, 2l such drugs can
be and besn reported to be abused.
Chronic use of STADOL | has been fo result in mild withdrawal omes, and reports of overuse and seff
‘d DTAN e Injectable reported Syndr ports -report

wmmmammusmrzmmmu appro. behavioral symptoms suggestive of possk
ﬁmmm :ﬂ:‘%wmmﬁhzmu aﬁuwme%ﬁrmﬁm

2 day or more for
Special care should be exercisad in administering 1o i
misuse. When long-term therapy Is necessary, such should be
OVERDOSAGE

Gllnlulllulfmﬂn

The clinical mandfestations of overdose are those of opioid drugs, the most serious of which are hypoventilation, cardiovascular in-
sufficiency and/or coma.

Overdose can occur due 0 acci or intentional misuse of
drug In the home

Tluilum
The management of suspected butarphanol overdosage includes maintenance of adequate ventilation, eral perfusion, nomal

body temperature, wnmnmnim MMMUWMHW?MMWMW ol

wm&m it vital signs. mmmmq:qmmulgzmmwﬁmmmnmw
oximetry n the presence mma.pimmmt an artificial ui adequate intravenous

porta 10 facls rimentof otsnsion sssacited ih vaSodieion.

The use of a specific opioid anta sudu.snalmuslmﬂlbemdmﬂ As the duration of butorphanal action usually gx-

mmmmmmmﬂm dosing with naloxane may be required.

?m wb‘&umlﬂ"l “ﬂ:mm mwmpnyswm mmpanmmwnw use of
ane

other drugs, type mwm%ﬂgm nvolved, Use in the eiderly, patients with hepatic or renal disease

mlﬂhbnrqumsnﬁiuuﬂuﬂ& 1mmdwmmmmmmmmmmm

renal function and who are not on CNS active agents.

Trlwudmmumdmlurwdwww“mﬁnﬁunslwnmmmmsm Adherence to this dose reduces the in-
cidence of drowsiness and diziness. If adequate pain relief is not achieved within 60-30 minutes, an additional 1 mg dose may be
given.

unstable- patients and to thosa with a history of drug
supervisad.

especially in young children who may gain access to the

The initial two dose sequence outiingd above may be repeated in 3-4 hours as needed.

Mmmmmmm:nnmmﬂ!wnwlnuﬂmﬂﬂ} mfmaaummwlbcmmm
wmr:cumbulmﬂummdmofdmasswcurs In such patients %ﬂ] my doses should not be given for

Sy s,
NS is an open delivery system with increased risk of exposure to haalth care workers

In the priming process, a certain amount of butorphanal may be aerosolized, therefore the pump sprayer should be aimed away from
the patient or other peopie or animals.

The unit should be disposed of by unscrewing the cap, rinsing the bottie, and placing the parts in a waste container.

HOW SUPPLIED

STADOL NS is supplied in a child-resistant prescription vial containing 4 metered-dose pump and protective
mramdmwmﬁmw %‘ammnswtnnnlmlhlwnnma whﬁ?mde?w&iﬁmd?mmm

Ing Is necessa
I'-‘Dcma‘r-ssso-ﬂ 10.mg per mL., 2 5-mL bottle.
S!nrlnl Conditions
mm} Parmgﬁdruu products should be inspected visually for particulate matter and discoloration prior to ad-

CAUTION: Federal law prohibits dispensing without prescription,

Mead/timsm

LABORATORIES
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g?é(g.' ndapamide) 125 mg and 2.5 mg tablets

RS

INDICATIONS: LOZOL findapamide| is ndicated for the trsatment of hypertansion
alone of in combination with ol ; e drugs, and for e ineaiment of sat
!ﬁﬂuﬂwﬁ‘mm'emwa

m : Anuria, hypersensiviy i indapamide or ofher sfloramae

Wlﬂtl@iﬂmﬂmjmnwm accompanied by hypokalem,
have baen repoted Wi 2.5 my and 5.0 myg indapermade prmardy in eideny lamaies
Symptoms were reversad by elechioiyte replanishment. Hyponatremia consered
mt% rddi'nEuLlﬂas-unemaosenmnmmm
h mg W PRECAUTIONS), Hypokalemia occurs commonly with
durehcs (see REACTIONS, hypoknlemia). and electriyie monorng is
essential | duretics should nol e given wih ihium.
PRECA : Periom serum elecirolyis detenminghons 8t appeopnals mienvals,
especially nmmwmewm,armmshmr
mwmmmmenmhm Of in patents on & sali-esincted dist, In
mmmmxummum:fmsm
h pochioremic slta!oﬂs or hypokalemsa. The risk of

ACTH. Interlerence wih advqm ‘oral intake of electrolyies wil ako controuts 1o
hypokalemia. Hypokalemia can sensitize of exagoerate the response of he hean ko e
Noic efiects of :x_mab such as ncreased venincuiar miabilty,
Diutional hyponatremsa may ocour in edematous patients; appmonae reatment is
usually waler restncbon. In actual salt deplabon, appropriate replacement & the
treatment of choice. Chioride defict is usually mid, ol requiring specific ireatment
except in endraomdinary orcumStances sease]

Jerunicemsa may oceLr, and frank gout may be precipitated in certain patients
recaiving wai%panm Serum concenirations of unc aod shoukd be monitored

nth severe renal disease; consider withhoiding or
mmmdmﬁm i mparment & obsanved. Renal lunchion fests shoud
be
L@mmmum*ﬁnwwwn*tm‘mnumﬁwmm
s1ce minor aherations of fusd and siectolyte balance may preciplate hepalc coma
Latent diabetes may become mandest and insulin requrements in diabetic pabenis
may be atered dunng ihiaade adminstralion. A mean increase in gucose of B.47
miydl. was observed in pabients freated with indapamide 125 mg. which was not
consdered cinicaly signficant in fhese trials. Senum concentrations ¢f glucose shoud
be monitored roufinely durng ireaiment wif indapamide.
Caloum excretion & decreased by duretcs phamacoiogically related i mdapamoe

m;:nmhewUMMWWaﬂnwmd
ve patients with doses of indapamdz, howeves, serum concentration

mmdmmh:maeperm
Theazdes have umaba_wdcramwum lupus enythematosus. Consider thes

y wifl
mﬁﬁm: LOZOL may a«m o of potentiate the action of other
antinperiensive dgs. Tmmpams of e dng may be enhancedin he
postsympathectomized patient. Indapamide: n‘.ﬂ decrease anerdl TESpONSHENeSS 10
norepinepting, bul thes does not precluds the use of rorepnapheine
Inmouse and rat Wetme carcinogenicity studies, Mere ware no signicant difierences n
the incidence of tumors between the ndapamide-treated anmals and the control

a&mmtemmmwnmm

y only if clearly needed. Use may be

, ivombocytopenia, and possibly other

effacts fal have oocurmed in aduls. I is nat known whelhet ths drug is
‘excreted in human milk. If use of this drug is deemed essential, the patient should siop

REACTIONS: Mest adhese ecs hve been mid and rrset Fom

yrgis, sinusits, conunciviis ’
dd‘;hwﬂmmdwt}mMEHanaﬁ.d
laa'mnmwmeus'rgm of patients recening ndapamide 5.0 mg,
anuBJ'adM rdapam‘wvrq*mawmpuaumvm
behv"mEnLhmrmmngmww,dmmm
reponiad hypokalemia as a laboratory acverse evenl retumed o nomal serum
1. Hypokalermsa wifh concomitant cinical sigrs o
Indapamide 125 mg. From Phase I

cinical tiaks with LOZOL 2.5 mg or

50 mg, adverse reactons with 2 5% cumulaiive incidence: headache, dizziness,
fatigue, wealness, loss of energy, lefhargy, firedness or malaise, musce Cramps of
Spasm af numbness of the extremiies, nenousness, lension, anxety, iniabidy or
giahon, <% cumat E duwaness. n50MN,

of exremibes. Hypokalems
1 3% of patients receving
l:l‘_r-!ms -'wuvngmaaa-nr 4 In long-
.mmamqlr»ehwﬁai_emdﬂema 2ty dosas of
of patients racening Ndapamioe
indapamide 5 mg. and 44% of patiends recening
-’nrr% ‘one potassum vakie out of a iotal of 11 taken
mEgL In the indapamide 2.5 mg group, over 50% of fhose
patients retumed 10 normal serum potassum values witiout interventan. Other
atverse reactons reporied with antityperensiveidoretics are intrahepatic cholestai:
jaundice, saladends, kanthopsa, umura. bulous enptions, Sievens-
Johnson syndrome nerre‘lunq .zr'q-m tever resplralnry distress (incluging
mmm ), naphyiacic reactions, agranuocyinsss, laukopenca, thrombocylopens
CAIJTDN stmumawwmwm
Keap tightly closed. Siore 3t corrolied room 59& F). Avod
encessive neat Dispense n tight contaners as n".N’
See product circufar for fu prescribing information.
Revised: Apel 1995

e in suping diastolic
1 Hg v

ﬂalsun:s 1 Da’d on il Phunu Pouken H.[.r-

@ RHONE-POULENC RORER

FO# B3-AT0




Medical Information...

The Americon Medical Associotion
fomily of medical journals hos
always been a reliable source for
timely and current coverage of the
most volatile issues facing medicine.

Call toll-free 1-800-AMA-2350 to
start your subscription foday!

ARCHIVES
BTSN

Call toll-free 1-800-AMA-2350 or

return this order form with payment fo:

American Medical Association
Subscripfion Dept.

515 N. State St.

(hicago, IL 60610

Please make checks payable fo the AMA

Nome

Address

(ity

State, Zip

Canadion orders add GST, a surcharge will be applied
io all orders outside the U. S. Rates subject to change.

* 48 issues, * 24 issues, t 12 issues

Please indicate your choice below:
___The Journal of the American
Medical Association* S110
__American Medical News* $100
___American Journal of Diseases of Children t S90
___Archives of Dermatology 1 5120
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LODINE® (etodolac) CAPSULES
BRIEF SUMMARY
Indications and Usage: Lodine is indicated for acute and long-term use in
the management of signs and symptoms of osteoarthritis. Lodine is also
indicated for the management of pain. Contraindications: Hypersensitivity
to Lodine. Patients in whom Lodlm asplrin, or other NSAIDS induce
asthma, rhinitis, urticaria, or other allargic reactions. Fatal asthmatic reac-
tions have been reported in such patients receiving NSAIDs. Wamings:
Serinus GI toxdcity, Such as bieading, ulceration, and perforation, can occur
at any time, with or without waming symptoms, in patients treated chron-
ically with NSAIDs. Remain alert for ulceration and bleeding in such
patients even in the absence of previous Gl-tract symptoms. In clinical tri-
als, symptomatic upper GI uicers, gross tleeding, or perforation appear to
oceur in approximately 1% of patients treated for 3-6 months and in about
2-4% of patients treated for 1 year Inform patients about the signs and/or
symptoms of serious Gl toxicity and what steps to take If they occur, Stud-
es have not identified any subset of patients not at risk of developing pep-
tie ulceration and bieeding. Except for a prior history of serious Gl events
and other sk factors known to be associated with peptic ulcer disease,
such as alcoholism, smoking, etc., no risk factors (2.9., age, sex) have
bean associated with increased risk. Elderty or debilitated patients seem to
tolerate ulceration o bleeding less well than others and most spontaneous
reports of fatal GI events are in this population. n considering the use of
relatively large doses (within the recommended dosage range), sufficient
bensfit should be anticipated to offset the potential increased risk of GI
taxicity. Precautions: Patients with impaired renal function, heart fallure
liver dysfunction, those taking diuretics, and the aiderly are at greater risk
of overt renal decompensation. If this occurs, discontinue the drug, With
NSAIDs, borderline elevations of liver tests may occur in up fo 15% of
naﬂuns They may disappear, remain unchanged, or progress with contin-
ued therapy. Elevations of ALT or AST (approximeately three or mare times
the upper fimit of normal) have been reported in approximately 1% of
patients. A patient with symploms and/or signs suggesting liver dysfunc-
tion, of in whom an abnormal liver test has occurred, should be evaluated
for the development of a more severe hepatic reaction. Although such reac-
tions are rare, if abnormal liver tests persist or worsen, if liver disease
develops or il systemic manifestations occur (e,0., easinophilia rash, etc.),
discontinue therapy. Anemia is sometimes seen, mmmmmwnun
retention, GI blood loss, or an incompletely described effect upon enythro-
poiesis. Patients should have their hemoglobin or hematocrit checked i
they develop signs or symptoms of anemia. Fluid retention and edema
have been observed in some patients; therefore, use wilh caution in thos
with fluid retention, hypertension, or heart failure, Information for
Patients: NSAID side effects can cause discomfort and, rarely, may be
serious, such as GI bleading that may result in hospitalization and even
fatal outcomes. may wish to descuss with patients the potential
risks and likely benefits of Lodine treatment, particutarly when it may be
used for less serious conditions in which treatment without Loding may be
an acceptable alternative. Laboralory Tests: Because serious Gi-tract
uleration and bleeding can oceur without warning symptoms, follow
chronically treated patients for signs and symptoms of these and inform
them of the impartance of this follow-up. Drug Interactions: Lise caution
when giving concomitantly with antacids, aspirin, wartarin, phenytoin, gly-
buride, diuretics, cyclosporine, digaxin, lithium, or methotrexate. Coad-
ministration of Lodine and phenylbutazone not recommended. Drug/Labo-
ratory Test Interactions: Falsa-positive for urinary bilirubin andfor urinary
ketone. Teratogenic Etfects: Pregnancy Category C: Lodine should be
used during pregnancy only if the potential benefits justify the potential
risk to the fetus. Avoid use during kate pregnancy. Labor and Delivery:
Lodine is not recommended. Nursing Mothers: Safety has not been estab-
lished. Caution should be exercised if Lodine is administered to a nursing
woman. Pediatric Use: Safety and effectiveness i children have not been
established. Garialric Population: No dosage adjustment is generally nec-
essary, nevertheless caution should be exercised. Adverse Reactions:
Incidence greater than or equal to 1% — probably causally related:
Eodyasavmnde chills and fever. Digestive s:rstem dyspepsia (10%),
abdominal pain®, diarrhea”, fatulence®, nausea®, constipation, gastritis,
melena, vomiting Naw.sssﬂun asthenia/malaise”, diziness”, depres-
sion, nervousness. Skin and appendages: pruritus, fash. Spec:al senses:
blurred vision, tinnitus. Urogenital system: dysuria, urinary frequency.
*Drug-retated patient complaints occurring in 3-9% of patients. Drug-
related patient complaints occurring in fewer than 3%, but more than 1%,
are unmarked, Incidence less than 1% — probably causally related:
{Reactions not seen in clinical trials are rarer and are itaicized). Cardiovas-
cular system: hypertension, congestive heart fafiure, flushing, palpitations,
syncope. Digestive system: thirst, dry mouth, ulcerative stomatits,
anoreia, eructation, elevated iiver enzymes, cholestatic

chofastatic jaundice, jaundice, PUB (.2, peptic uicer with or without
bleeding and/or perfaration), pancrealitis. Hemic and lymphatic system:
ecchymosis, anemia, thrombocylopenia, bleeding time increased, agran-
ulocytosis, angmia, neutropenia, pancytopenia. Metabolic and
nutritional: ederna, serum creatinine increase, hyperpheemia in previously
controflad dizhetic patients. Nervous system. irsomnia, somnolence. Res-
piratory system: asthma. Skin and appendages: angioedema, sweating,
urticaria, vesiculobullous rash, culaneous vasculifis wilh purpura,
Stevens-Johnson Syndrome, hyperpigmentation, erythema multiforme.
Special senses: photophobia, transient visual disturbances. Urogenital
system: elevated BUN, renal failure, renal insufficiency, renal papillary
necrosis. Incidence less than 1% — causal relationship unknown: Body
25 a whole: infection. Cardiovascular system: arrhythmias, myocardial
infarction. Digestive system: esophagitis with or without stricture or car-
diospasm, colitis. Hemic and lymphatic system: leukopenia. Metabolic and
nutritional: change in weight. Nervous system: paresthesia, confusion.
Respiratory system: bronchitis, dyspnea, pharyngitis, rhinitis, sinusitis.
anmmmwrasn.mm.smmnn.m
smm ‘Special senses: conjunctivitis, deatness, taste perversion. Uro-
system: cystitis, hematuria, leukorrhea, renal calculus, interstitial
mtms umrmllmlnumwﬂrrﬂas Drug Abuse and Dependence:
Lodine has no addiction potential in humans. Overdosage: May develop
lethargy, drowsiness, nausea, vomiting, epigastric pain, G bleeding,
coma, or anaphylactoid reaction. Hypertension, acute renal failure, and res-
piratory depression are rare. Emply stomach and use usual supportive

measures, See package insert for full prescribing Information.
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Strong Relief | é
Whenever You Need It -~

3 Flexible dosing provides consistent pain relief

QA Maximum dose 1,200 mg/day

A Effective maintenance dose as little as 600 mg/day

@ Rapid onset of action...30 minutes'

0 Favorable safety profile in younger and older adult patients'...
or  #Renal @H(—:-patict

FIRST-LINE THERAPY FOR PAIN AND OSTEOARTHRITIS

LoDINE

crsiies ' ETODOLAC
Strong on pain, easy to live with '

*Safety in children has not been established. In patients  'As with other NSAIDs, the most frequent complaints  *As with other NSAIDs, rare renal and hepatic
65 years and older, no substantial differences in the relate to the Gl tract. In patients treated chronically reactions have been reported. Please see
pharmacokinetics or side-effects profile of LODINE with NSAID therapy, serious Gl toxicity such as “Precautions” section of prescribing information.
were seen compared with the general population. perforation, ulceration, and bleeding can occur.

Please see next page for brief summary of prescribing informalion.



Now, protect against four...

D|pmhen;3

comblnahon vaccme

Introducing TE TRAMUNE i

Diphtheria and Tetanus Toxoids and Perfussis
\iaccine Adsorbed and Haemophilus b Conj o1ge
\accine (Diphtheria CRM,, Protein Conjugate)

From Lederle-Praxis Biologicals



New from

Lederle-Praxis Biologicals

TETRAMUNE

&’ | Diphtheria and Tetanus Toxoids and Pertussis
~— \accine Adsorbed and Haemaophilus b Conjugate
\laccine (Diphtheria CRM,, Profein Conjugate)

The vaccine components of
HIBTITER/HbOC" and TRI-IMMUNOL/DTP'
in a single 0.5 mL injection —
requires no reconstitution

Safety clinically proven in 6,793 US children'

e QOverall safety profile of TETRAMUNE comparable to
that of HIbTITER/HbOC and TRI-IMMUNOL/DTP
administered separately’:

— At 2, 4, and 6 months of age
— At 15 to 21 months of age!

* No significant differences in rare adverse events as
observed in hospitalization or emergency room visits'

* Haemophilus b Conjugate Vaccine (Diphtheria CRM, 5, Protein Conjugate). Manufactured by Praxis Biologics, Inc.

tDiphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed. Manufactured by Lederle Laboratories.

¥In toddlers who had received three primary doses of DTP and no HbOC as infants.

§Higher antibody titers cannot be directly translated to mean higher efficacy.

//Antibodies to: Haemophilus b (1.0 mg/mL), diphtheria toxoid (20.01 IU/mL), tetanus toxoid (20.01 EU/mU),
pertussis agglutinogens (216 reciprocal dilution).

References: 1. Data on file. Lederle Laboratories and Praxis Biologics, Inc., NY. 2. Paradiso P, Hogerman D,
Madore D, et al. Safety and immunogenicity in infants of a tetravalent vaccine composed of HbOC (HIbTITER®) and
DTP (TRI-IMMUNOLY). Pediatr Res. 1992:31(4, pt 2):Abstract #1028.



As |mmunoN?enic as HIibTITER/HbOC

and TRI-IMMUNOL/DTP administered

separately'?

e Equivalent or higher antibody responses following three
primary doses at 2, 4, and 6 months of age'?or a
single dose at 15 to 21 months of age'**

e Equivalent percentage of children attaining specific
antibody levels

Please consult brief summary of full Prescribing Information on adjacent page.



New from
Lederle-Praxis Biologicals

TETRAMUNE

| Diphtheria and Tetanus Toxoids and Pertussis

\accine Adsorbed and Haemophilus b Conjugate
Viaccine (Diphtheria CRM,, Profein Conjugate)

Combined protection in a single
0.5 mL injection

-

Recommended immunization
schedule* for TETRAMUNE

Infant series %fnﬁbr?fﬂg
Fourth dose 15 months

HIbTITER®*/HbOC' and ACEL-IMUNE®/DTaP* may be
administered separately as an alternative to TETRAMUNE
at 15 to 18 months and 17 to 24 months® of age, respectively

\ \eles o

To complete the recommended 5-dose DTP immunization series, you may
use ACEL-IMUNE/DTaP or TRI-IMMUNOL®/DTP” at 4 to 6 years of age

Interchanging Haemophilus b conjugate vaccines in infants is not
recommended. However, TETRAMUNE may be administered following
separate immunizations with DTP vaccine and HibTITER/HbOC.*

e To order convenient, ready-to-use 10-dose vials,
call 1-800-L-E-D-E-R-L-E (633-3753) or contact
your local Lederle Medical Representative.

*Please refer to brief summary of full Prescribing Information for complete immunization schedule for TETRAMUNE.

tTHaemophilus b Conjugate Vaccine (Diphtheria CAM,g; Protein Conjugate). Manufactured by Praxis Biologics, Inc.

$Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed. ACEL-IMUNE manufactured by Lederle Laboratories.
Acellular pertussis component manufactured by Takeda Chemical Industries, Ltd.

SACEL-IMUNE may be considered for immunization at 15 months when it is expected that the child may not return at 18 months
for immunization,

//Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed. Manufactured by Lederle Laboratories,

Please consult brief summary of full Prescribing Information on adjacent page.




TETRAMUNE

Diphtheria and Tetonus Toxoids and Perfussis
\aecine Adsorbed and Hoemophilus b CW
Voceine (Diphtheria CRM,, Profein Conjugate)

Briet Summary

Diphtheria and Tetanus Toxoids and Pertussis Vaccine and
(Diphtheria CRM+o7 Protein Conjugate) TETRAMUNE ™

For complete Prescribing Information and references, please consult package insert.
INDICATIONS AND USAGE

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine (Diphtheria GRM g7
Protein Conjugate) TETRAMUNE, is indicated for the active immunization of children 2 months of age 10’5 years of age for protection against
diphtheria, tetanus, pertussis, and Haemophilus b disease when indications for immunization with DTP vaccing and Haemophilus b Conju-
gate Vaccine coincide. Typically, this is at 2, 4, 6, and 15 months of age.

As with any vaccine, TETRAMUNE may not protect 100% of individuals receiving the vaccine.

CONTRAINDICATIONS
INI;:ET\%I%SNENSHIV”Y T0 ANY COMPONENT OF THE VACCINE, INCLUDING THIMEROSAL, A MERCURY DERIVATIVE, IS A CONTRA-

[MMUNIZATION SHOULD BE DEFERRED DURING THE COURSE OF ANY FEBRILE ILLNESS OR ACUTE INFECTION. THE IMMUNIZATION
PRACTICES ADVISORY COMMITTEE (ACIP) HAS STATED THAT *._MINOR (LLNESSES SUCH AS MILD UPPER RESPIRATORY INFEC-
TIONS WITH OR WITHOUT LOW GRADE FEVER ARE NOT CONTRAINDICATIONS.”

IMMUNIZATION WITH TETRAMUNE IS CONTRAINDICATED (F THE CHILD HAS EXPERIENCED ANY EVENT FOLLOWING PREVIOUS
IMMUNIZATION W(TH A PERTUSSIS-CONTAINING VACCINE, WHICH IS CONSIDERED BY THE AAP OR ACIP T0 BE A CONTRAINDICATION
T0 FURTHER DOSES OF PERTUSSIS VACCINE. THESE EVENTS INCLUDE:

AN IMMEDIATE ANAPHYLACTIC REACTION.

ENCEPHALOPATHY OCGURRING WITHIN 7 DAYS FOLLOWING VACCINATION. THIS IS DEFINED AS AN ACUTE, SEVERE CENTRAL-
NERVOUS-SYSTEM DISORDER OCCURRING WITHIN 7 DAYS FOLLOWING VACCINATION, AND GENERALLY CONSISTING OF
MAJOR ALTERATIONS IN CONSCIOUSNESS, UNRESPONSIVENESS, GENERALIZED OR FOCAL SEIZURES THAT PERSIST MORE
THAN A FEW HOURS, WITH FAILURE T0 RECOVER WITHIN 24 HOURS,

THE OCCURRENCE OF ANY TYPE OF NEUROLOGICAL SYMPTOMS OR SIGNS, INCLUDING ONE OR MORE CONVULSIONS (SEI-
ZURES) FOLLOWING ADMINISTRATION OF TETRAMUNE IS GENERALLY A CONTRAINDICATION TO FURTHER USE. ANY DECISION TO
ADMINISTER SUBSEQUENT DOSES OF A VACCINE CONTAINING DIPHTHERIA, TETANUS, GR PERTUSSIS ANTIGENS SHOULD BE
DELAYED UNTIL THE PATIENT'S NEUROLOGICAL STATUS IS BETTER DEFINED.

THE PRESENCE OF ANY EVOLVING OR CHANGING DISORDER AFFECTING THE CENTRAL NERVOUS SYSTEM IS A CONTRAINDICA-
TION TO ADMINISTRATION OF A PERTUSSIS-CONTAINING VAGCINE SUCH AS TETRAMUNE REGARDLESS OF WHETHER THE SUS-
PECTED NEUROLOGICAL DISORDER IS ASSOCIATED WITH OCCURRENCE OF SEIZURE ACTIVITY OF ANY TYPE.

STUDIES HAVE INDICATED THAT A PERSONAL OR FAMILY HISTORY OF SEIZURES IS ASSOCIATED WITH INCREASED FREQUENCY OF
SEIZURES FOLLOWING PERTUSSIS IMMUNIZATION.

The ACIP and the AAP recognize certain circumstances in which children with stable central nervous system disorders, including well-
controlled seizures or satisfactorily explained single seizures, may receive pertussis vaccine. The ACIP and AAP do not consider a family
history of seizures o be a indication to perfussis vaccine despite the increased risk of seizures in these individuals.

The decision to administer a pertussis-containing vaccing to children must be made by the physician on an individual basis, with
consideration af all retevant factors, and assessment of potential risks and benefits for that individual. The physician should review the full text
of A(l:lPdand AAP guidelings prior to considering vaccination for children. The parent or quardian should be advised of the increased fisk
involved.

There are no data on whether the prophylactic use of antipyretics can decrease the risk of febrile canvulsions. However, data suggest
that acetaminophen will seduce the incidence of postvaccination fever. The ACIP and AAP suggest administering acetaminophen at age-
appropriate doses at the time of vaccination and every 4 1o 6 hours ta children at higher risk for seizures than the general population

ROUTINE MMUNIZATION SHOULD BE DEFERRED DURING AN OUTBREAK OF POLIOMYELITIS PROVIDING THE PATIENT HAS NOT
SUSTAINED AN INJURY THAT INCREASES THE RISK OF TETANUS AND PROVIDING AN OUTBREAK CF DIPHTHERIA OR PERTUSSIS DOES
NOT OCCUR SIMULTANEQUSLY.

The clinicat judgment of ihe attending physician should prevail at all times.

WARNINGS

THE ACIP STATES THAT IF ANY OF THE FOLLOWING EVENTS OCCUR IN TEMPORAL REL ATION TO RECEIPT OF DTP THE DECISION TO
GIVE SUBSEQUENT DOSES OF VACCINE CONTAINING THE PERTUSSIS COMPONENT SHOULD BE CAREFULLY CONSIDERED.

TEMPERATURE OF =40.5°C (105°F) WTHIN 48 HOURS NOT DUE TO IDENTIFIABLE CAUSE.

COLLAPSE OR SHOCK-LIKE STATE (HYPOTONIC-HYPORESPONSIVE EPISODE) WITHIN 48 HOURS.

PERSISTENT, INCONSOLABLE CRYING LASTING =3 HOURS, OCCURRING WITHIN 48 HOURS.

CONVULSIONS WITH OR WITHOUT FEVER OCCURRING WITHIN 3 DAYS.

"ALTHOUGH THESE EVENTS WERE CONSIDERED ABSOLUTE CONTRAINDICATIONS IN PREVIOUS ACIP RECOMMENDATIONS,
THEREMAY BE CIRCUMSTANCES, SUCHAS AHIGH INCIDENCE OF PERTUSSIS, IN WHICH THE POTENTIAL BENEFITS QUTWEIGH
POSSIBLE RISKS, PARTICULARLY BECAUSE THESE EVENTS ARE NOT ASSOCIATED WITH PERMANENT SEQUELAE

IF A CONTRAINDICATION TO ANY OF THE COMPONENTS OF THIS COMBINATION VACCINE EXISTS {SEE CONTRAINDICATIONS
SECTIONg. THEN TETRAMUNE SHOULD NOT BE USED. FOR EXAMPLE, IF THERE IS A CONTRAINDICATION AGAINST THE USE OF A
PERTUSSIS VACCINE COMPONENT, THEN DIPHTHERIA AND TETANUS TOXOIDS ADSORBED, FOR PEDIATRIC USE (DT), AND
HAEMOPHILUS b CONJUGATE VACCINE (DIPHTHERIA CRM, g, PROTEIN CONJUGATE} HibTITER®, AS SEPARATE (NJECTIONS, SHOULD
BE SUBSTITUTED FOR EACH OF THE REMAINING DOSES.

THE OCCURRENCE OF SUDDEN INFANT DEATH SYNDROME (SIDS) HAS BEEN REPORTED FOLLOWING ADMINISTRATION OF DTP
HOWEVER, A LARGE CASE-CONTROL STUDY IN THE US REVEALED NO CAUSAL RELATIONSHIP BETWEEN RECEIPT OF DTP VACCINE
AND S(DS. A RECENT STUDY OF 6,497 INFANTS IN NORTHERN CALIFORNIA FOUND NO INCREASE IN THE RATE OF SiDS AMONG
TETRAMUNE RECIPIENTS.

AS WITH ANY INTRAMUSCULAR INJECTION, TETRAMUNE SHOULD BE GIVEN WITH CAUTION TO INFANTS OR CHILDREN WITH
Iﬁi?gaﬁfgﬁws%w)\ OR ANY COAGULATION DISORDER THAT WOULD CONTRAINDICATE INTRAMUSCULAR INJECTION (SEE DRUG

As reported with Haemophilus b polysaccharide vaccine, cases of Hagmophilus type b disease may occur prior o the onset of the
protective effect of this vaccine.

TETRAMUNE WILL NOT PROTECT AGAINST H. INFLUENZAF OTHER THAN TYPE b STRAINS.

ANTIGENURIA HAS BEEN DETECTED FOLLOWING RECEIPT OF HAEMOPHILUS b CONJUGATE VACCINE AND THEREFORE
gmmﬁrﬂ%ﬁw IN' URINE MAY NOT HAVE DIAGNOSTIC VALUE IN SUSPECTED HAEMOPHILUS b DISEASE WITHIN 2 WEEKS

PRECAUTIONS

General: CARE IS TO BE TAKEN BY THE HEALTH CARE PROVIDER FOR SAFE AND EFFECTIVE USE OF THIS PRODUCT.
1. TETRAMUNE is not routinely recommended for immunization of persons older than 5 years of age. Under certain Circumstances,
TETRAMUNE may be used beyond age 5 years. Because TETRAMUNE contains pediatric DTP vaccin, it is not recommended for use

beyond the seventh birthday.

2. PRIGRTO ADMINISTRATION OF ANY DOSE OF TETRAMUNE, THE PARENT OR GUARDIAN SHOULD BE ASKED ABOUT THE PERSONAL
HISTORY, FAMILY HISTORY, AND RECENT HEALTH STATUS. THE HEALTH GARE PROVIDER SHOULD ASCERTAIN PREVIOUS IMMUNI-
ZATION HISTORY, CURRENT HEALTH STATUS, AND OCCURRENCE OF ANY SYMPTOMS AND/OR SIGNS OF AN ADVERSE EVENT
AFTER PREVIOUS IMMUNIZATIONS, IN THE CHILD TO BE IMMUNIZED, IN ORDER TO DETERMINE THE EXISTENCE OF ANY CONTRA-
INDICATION TO IMMUNIZATION WITH TETRAMUNE AND TO ALLOW AN ASSESSMENT OF BENEFITS AND RISKS.

3. BEFORE THE INJECTION OF ANY BIOLOGICAL, THE HEALTH CARE PROVIDER SHOULD TAKE ALL PRECAUTIONS KNOWN FOR THE
PREVENTION OF ALLERGIC OR ANY OTHER SIDE REACTIONS. This should include: a review of the patient’s history regarding possible
sensilivity; the ready availability of epinephrine 1:1000 and other appropriate agents used for control of immediate allergic reactions; and a
knowledge of the recent lite ining to use of the biological concerned, including the nature of side effects and adverse reactions
that may follow its use.

4, Children with impaired immune responsiveness, whether due to the use of immunosuppressive therapy (including irradiation, cortico-
steraids, antimetabolites, alkylating agents, and cytotoxic agents), a genetic defect, human immunodeficiency virus (HIV] infection, or
other causes, may have reduced antibody respanse to active immunization procedures. Deferral of administration of vaccing may be
considered in individuals receivin mmunosugfressive therapy. Other groups should receive this vaccine according to the usual recom-
mended schedule. (See DRUG INTERACTIONS )

5. This product is not contraindicated based on the presence of human immunadeficiency virus infection.

6. Sincethis product is a suspension containing an adjuvant, shake vigorousiy to obtain a uniform suspension prior to withdrawing each dose
from the multiple dose vial.

7. A separate sterile Syringe and needle or a sterile disposable unit should be used for each individual patient to prevent transmission of
infectious agents from one person to another. Needles should be disposed of propesly and should not be recapped.

8. Special care should be taken to prevent injgction into a blood vessel

National Childhood Vaccine Injury Act: This Act requires that the manufacturer and lot number of the vaccine administered be recorded

by the health care provider in the vaccine tecipient's permanent medical record {or in a permanent office log of file), along with the date of

administration of the vaccine and the name, address, and title of the person administering the vaccine.

The Act further requires the health care provider 1o report to the Secretary of the Department of Heatth and Human Services through the
Vaccing Adverse Event Reporting System (VAERS) the accurrence following immunization of any event set forth in the Vaccine injury Table,
including: anaphylaxis or anaphylactic shock within 24 hours; encephalopathy or encephalitis within 7 days; shack-collapse of hypotonic-
hyporesponsive collapse within 7 days; residual seizure disorder; any acute complication or sequelag (including death) of above events, or
any event that would contraindicate further dases of vaccine, according to the package insert for TETRAMUNE.

hilus b Conj Vaccine

?hlhevia and Tetanys Toxoids and Pertussis Vaccine Adsorbed and Haemaphilus b Conjugate Vaccine
phtheria CRM197 Protein Conjugate} TETRAMUNE ™

The US Department of Health and Human Services has established VAERS to accept all reports of sus&?med adverse events after the
administration of any vaccine, including but not timited to the reporting of events required by the National Childhood Vaccine Injury Act of
1986. The VAERS toll-free number for VAERS forms and information is 800-822-7967

Information for Patient: PRIOR T0 ADMINISTRATION OF TETRAMUNE, HEALTH CARE PERSGNNEL SHOULD INFORM THE PARENT,
GUARDIAN, OR OTHER RESPONSIBLE ADULT OF THE RECOMMENDED IMMUNIZATION SCHEDULE FOR PROTECTION AGAINST DIPH-
THERIA, TETANUS, PERTUSSIS, AND HAEMOPHILUS b DISEASE AND THE BENEFITS AND RISKS TO THE CHILD RECEIVING THIS
VACCINE. GUIDANCE SHOULD BE PROVIDED ON MEASURES TO BE TAKEN SHOULD ADVERSE EVENTS OCCUR, SUCH AS ANTIPYRETIC
MEASURES FOR ELEVATED TEMPERATURES AND THE NEED TO REPORT ADVERSE EVENTS TO THE HEALTH CARE PROVIDER. PARENTS
SHOULD BE PROVIDED WITH VACCINE INFORMATION PAMPHLETS AT THE TIME OF EACH VACCINATION, AS STATED IN THE NATIONAL
CHILDHOOD VACCINE INJURY ACT.

IMWN?%%R gégEESROVIDER SHOULD INFORM THE PATIENT, PARENT, OR GUARDIAN OF THE IMPORTANCE OF COMPLETING THE

{

PATI E'{IJSbPE%RENTS, OR GUARDIANS SHOULD BE INSTRUCTED TO REPORT ANY SERIGUS ADVERSE REACTIONS TO THEIR HEALTH
CARE PROVIDER.

Drug Interactions: Children receiving immunosuppressive therapy may have a reduced response to active immunization procedures.

As with other intramuscular injections, TETRAMUNE should be given with caution to children on anticoagulant therapy.

Tetanus Immune Glabulin or Diphtheria Antitoxin, if used, should be given in a Separate site with a separate needle and syringe.

The AAP recommends that influenza virus vaccine should not be administered within 3 days of immunization with a pertussis-containing
vaccing since both vaccines may cause febrile reactions in young children.

Data are not yet available concerning adverse reactions that may occur when TETRAMUNE is given simultaneously with Oral Poliovirus
vaccing (OPY), Measles-Mumps-Rubella (MMR) or Hepatitis B (HB) vaccine at separate sites. Also, dala are not avaitable conceming the
effects on immune response of OPV. MMR or HB vaccing when TETRAMUNE is given Simultaneously. Clinical studies with TETRAMUNE did
however allow for the administration of OPV according to the routing immunization schedule for OPV.

Carcinogenesis, Mutaganesis, Impairment of Fertility: TETRAMUNE has not been evaluated for its carcinogenic, mutagenic poten-
tial or for impairment of fertility.

Pregnancy: Pregnancy Calegory C: Animal reproduction studies have not been conducted with TETRAMUNE. This product is not recom-
mended for use in individuals 7 years of age or alder.

Pediatric Use: The safety and effectiveness of TETRAMUNE in children below the age of 6 weeks have not been established.

For immunization of children 7 years of age or older, Tetanus and Diphtheriz Toxoids Adsorbed for Adult Use (Td) is recommended. If
contraindication to the pertussi exists, Diphtheria and Tetanus Toxoids Adsorbed, for Pediatric Use (DT} should be substituted in
children who have not reached their seventh birthday.

Full protection against the indicated diseases (tetanus, diphtheria, pertussis, and Haemophilus type b disease} is based ona full course of
immunization.

ADVERSE REACTIONS

The safety of TETRAMUNE has been evaluated in 6793 childrenat 2, 4, and 6 months of age or at 15 to 18 months of age in threg separate
sites. The percent of doses administered assaciated with injection Site reactions within 72 hours, or comman systemic symptoms within
4 days, is summarized below:

% of Doses Associated with Symptoms

Infants¢ Infants§ Toddlers
(542 doses) (7268 doses) {107 doses)

Local*

Erythema X 19 40

Pain/Tenderness 21 0 65

Swelling 20 20 43

Warmth 16 - 3
Systemict

Fever 2380°C % 408 3

{rritability 2 54 49

Drowsiness 2% - 9

Restless Sleep - 28

Loss of appetite . 4 -

Vomiting 5 2 1

Diarrhea 9 1 10

Rash 3 - 0

* within 72 hours of immunization

+ within 4 days of immunization

+ aseparate multicenter safety and immunogenicity study, not a subset of the 7269 infant Kaiser study

§ datafor this study ail collected within 24 hours of immunizatian (percentages calculated from a range of 7269 to 7500 doses} in the Kaiser
Permanente Safety and Immunogenicity Study

I perceived fever

Based on review of the Kaiser-Permanente Medical Care Program utilization data base of hospitalizations (within 60 days) and emergency
roam visits {within 30 days of immunization) in 6,497 infants who received TETRAMUNE, the mast for seeking care includ
trauma, viral illness, and respiratory ilinesses (eg, upper respiratory infection, ofitis media, bronchitis/bronchiolitis, and pneumonia). One
child who received TETRAMUNE became iransiently pale and tremulous without loss of responsiveness 4 hours after immunization and was
hospitalized with a diagnosis of seizure. No ather hospital visits for seizure or hypotonic, hyporesponsive episodes were reporled within
72 hours of immunization. These results were not different from those observed in 3,935 infants who received DTP and HbOC at separate
injection sites.

As with other aluminum-containing vaccines, a nodule may accasionally be palpable at the injection site for several weeks. Although not
seen in studies with TETRAMUNE, sterile abscess formation or subcutaneous atrophy at the injection site may also occur.

The following significant adverse events have occurred following administration of DTP vaccines: persistent, inconsolable crying
=3 hours (17100 doses), high-pitched, unusual crying (171000 doses), fever =40.5°C (105°F) {1/330 doses), transient shock-fike (hypo-
tonic, hyporesponsive) episode (1/1750 doses), convulsions (1/1750 doses).

The ACIP states: “Although DTP may rarely produce symptoms that some have classified as acute encephatopathy, a causal relation
between DTP vaccine and permanent brain damage has not been demonstrated. If the vaccine ever causes brain damage, the occurrence of
such an event must be exueedingr? rare, A similar conclusion has been reached by the Committee on Infectious Diseases of the American
Academy of Pediatrics, the Child Neurology Society, the Canadian National Advisory Commitee on (mmunization, the British Joint Commit-
teg on Vaccination and Immunization, the British Pediatric Association, and the Institute of Medicine.”

The occurrence of sudden infant death syndrome (StDS) has been reported following administration of DTP However, 2 large case-control
study in the US revealed no causal relationship between receipt of DTP vaccing and SIDS. A recent study of 6,497 infants in northiern
Calitornia found ne increase in the rate of SIDS among TETRAMUNE recipients.

Onset of infantile Spasms has gccurred in infants who have recently received DTP or DT. Analysis of data from the National Childhood
Encephalopathy Study on children with infantile spasms showed that receipt of preparations cantaining diphtheria, tetanus, and/or pertussis
antigens was ot causally refated to infantile spagms, The incidence of onget of infantile spasms increases at 3 10 9 months of age, the time
period in which the second and third doses af DTP are genérafly.given. Therefore, Some cases of infantile spasms can be ex 1o be
related by chance alone to recent receipt of vaccines containing DTP. )

Bulging fontane has been reported after DTP immunization, atthough no cause and effect refationship has been established.

Cardiac effects and respiratory dficulties, including apnea, have been reported rarely following DTP immunization.

Other events that have been reported following administration of vaccines containing diphtheria, tetanus, pertussis, or Haemophilus b
antigens include: urticaria, erythema multiforme or ather rash, arthralgias, and, more rarely, a sever anaphylactic reaction (eg, urticaria with
swelling of the mouth, ditficulty breathing, hypotension, or shack) and neurological complications, such as convulsions, encephafopathy,
and varicus mano- and polyneuropathies, including Guillain-Barsé syndrome. Permanent neurological disability and death have also been
reported rarely in temporal relation o immunization although a causal relafionship has not been established.

DOSAGE AND ADMINISTRATION

For Intramuscular Use Only. !
See DOSAGE AND ADMINISTRATION in full Prescribing Information for complete dosing and precautionary information.
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Wuy CoNSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

V' Convenient, once-daily dosing for all indications
7 Effective control of blood pressure and angina

W Cardioprotection—improving survival during and after MI'**

V' Well-tolerated

* Good thinical judgment suggests that patients who are dependent on sympathetic stimulation for adequate cardiac output and BP are not good candidates for beta blockade.
In addition 1o patients excluded from the 1SI15-1 study, those with borderline BP (ie, systolic <120, especially if over age 50) are less likely to bengfit.

References: 1. |SIS-1 (First Intemational Study of Infarct Survivall Collaborative Group. Randomised trial of intravenous atenolol among 16 027 cases of pected acute

Infarction: ISIS-1. Lancet. 1986.2:57-66. 2. Glamann DB, Lange RA, Hillis LD. Beneficial effect of longterm beta blockade after acute myocardial infaretion in patients without
anterograde flow in the infarct artery. Am J Cardiol. 1991;68:150-154.

See adjacent page for brief summary of prescribing information.

I.V. INJECTION/TABLETS

NORMIN

(atenolol)




1.V, INJECTION/TABLETS

(arenoiol) 25, 50, 100 mg tablets
(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSERT.)
INDICATIONS AND USAGE: Hypertension: TENORMIN is indicated in the management of hypertension. it may be used alone or
concomitantly with other antihypertensive agents, pamcularly with a thiazide-type diuretic.

Angina Pectoris Due to Coronary Atherosclerosis: TENORMIN is indicated for the long-term management of patients with angina pectoris.

Acute Myacardial Infarction: TENGRMIN is indicated in the management of hemodynamically stable patients with definite or suspected
acute myocardial infarction to reduce cardiovascular mortality. Treatment can be initiated as soon as the patient's clinicaf condition allows.
(See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like
those wha were excluded from the 1SIS-1 trial (blood pressure less than 100 mm Hg systolic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups (eg, elderly patients with systolic blood pressure beiow 120 mm Hg)
seemed less likely to benefit.
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac faifure. (See WARNINGS.)
WARNINGS: Cardiac Failure: is necessary in supp circulatory function in congestive heart failure, and beta
blockade carries the potential hazard of further depressing myocardial contractility and precipitating more severe failure. in patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and
atenolol slow AV conduction.

In patients with acute myocardial infarction, cardiac failure which is not promptly and effectively

trolled by 80 mg of i

TENORMIN® 25, 50,100 mg tablets
In a study of 477 patients, the following adverse events were
reported during ther X ENS W

Inthe subsequent International Study of Infarct Survival (1S1S-1)
including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the dosage of intravenous and sub-

furosemide or equivalent therapy is a contraindication to beta-blocker treatment.

In Patients Without a History of Cardiac Failure: Continued depression of the myocardium with beta-blocking agents over a periad of
time can, in some cases, lead to cardiac failure. At the tirst sign or symptom of impending cardiac failure, patients should be fully digitalized
and/or be given a diuretic and the response observed closely. If cardiac failure continues despite adequate digitalization and diuresis,
TENORMIN should be withdrawn. {See DOSAGE AND ADMINISTRATION.)

Conventional  Conventional  Sequent oral TENORMIN was either discontinued o reduced for the
Therapy Therapy following reasons:
Pius Atenolol Alone
» ~ Reasons for Reduced Dosage
_ (n=244) (n=233) ootol
Bradycardia 43 (18%) 24 {10%) Reduced Dose Oral Partial
Hypotension 60 25“/:) 34 {15%) {<5mg)* Dose
Bronchospasm ‘ }9{/3’ : 1‘2’39,;:3‘ Hypotension/Bradycardia 105 (1.3%) 1B (14.5%)
Heart Block " (45%) 10 {43%) Cardiogenic Shock 4 (.04%) 35 (.44%)
BBB + Major Reinfarction 0 (0%) 5 (.06%)
‘Axis Deviation 16 (6.6%) 28 (12%) Cardiac Arrest 5 (.06%) 28 (.34%)

Supraventricular Tachycardia 28 {11.5%) 45 (19%)  HeartBlock (> firstdegree) 5 (06%) 143 (1.7%)
Atral Fibrillation 12 {5%) 29 (11%) Cardiac Failure 1 (01%) 233 {2.9%)
Atrial Fiutter 4 {16%) 7 (3%)  Arhythmias 3 (04% 22 (27%)

r T 39 {16%) 52 (22%)  Bronchospasm 1 {01%) 50 {.62%)
Cardiac Reinfarction 0 (0%) 6 (26%)  *Fulldosag 10mgand pati less than 10 mg
Total Cardiac Arrests 4 (1.6%) 16 (6.9%) byt more than 5 mg.

Nonfatat Cardiac Arrests 4 {1.6%} 12 (5.1%) - - - - -
Deaths 7 (2.9%) 16 (6.9%) During postmarketing experience with TENORMIN, the foliowing
Cardi Shock 1 (04%) 4 (1.7%) have been reported in temporal relationship to the use of the drug:

Di of i elevated liver enzymes and/or bilirubin, headache, impotence,

Cessation of Therapy with TENORMEIN: Patients with coronary artery disease, who are being treated with TENORMIM should be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the i
avrhymmws have been reported in angina pauenls followmg the abrupl discontinuation of merapy with beta blockers. The Iast two

occur with or wi is. As with other beta blockers, when di
of TENORMIN is ptanned, the pallems should be carefully observed and advised to limit physical activity to a minimum. If the angina

infarction and Septal Defect 0 {0%) 2 (0.9%) Peyronie's disease, psoriasiform rash or exacerbation of psoriasis,
Development of Mitral purpura, reversidle atopecia, and thrombocytopenia. TENORMIN,
itati 0 (0%) 2 {0.9%) like other beta blockers, has been associated with the development
Renal Failure 1 {0.4%) 0 (0%) of antinuclear antibodies (ANA} and lupus syndrome.
Pulmonary Emboli 3 {1.2%) 0 {0%)

WOrSens or acute coronary i develops, it is that TENORMIN be promptly at teast
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENGRMIN therapy
abruptly even in patients treated only for ion. {See DOSAGE AND ADMINISTRATION }

Bronchaspastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative bata, selectivity, however, TENORMIN may be used with caution in patients with bronchaspastic disease who
do not respond to, or cannot tolerate, nmumlmmamlu treatment. Since beta, salectivity is not absolute, the lowast possibis
dose of TENORMIN should be used with therapy initiated at 50 mg and a beta, ~stimul g agent (bronchodilator) should be made
available. If dosage must be increased, dividing the dose should be considersd in order to achiove lower poak blood levels.

Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenoreceptor blocking drugs prior to surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Vagal
dominance, if it occurs, may be corrected with atropine (1-2 mg I¥).

Additionally, caution should be used when TENORMIN LY. Injection is administered concomitantly with such agents.

TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterenol with caution (see section on OVERDOSAGE).

Diabetes and Hypogiycemia: TENORMIN should be used with caution in diabetic patients if  beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with but other such as dizziness and sweating may nol be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-i unlike
blockers, does not delay recovery of blood glucose to narmal levels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg, of Patients of
having thyroid disease should be monitored closely when administering TENORMIN 1V. lnlecnon Abrupt withdrawal of beta biockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. (See DOSAGE AND ADMINISTRATION.)

Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannat be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester, Administration of TENORMIN for ionger periods to pregnant women in the management of mild to moderate hypertension
has been iated with i ine growth ion. !f this drug is used during pregnancy, of if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

Atenotol has been shown to produce a dose-related increase in emoryo/le'al resorptrons in rats at doses equal to or greater than 50 mg/kg/day
or250r effects were not seen in rabbits, the oomoound
was rot evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum recommended human antihypertensive dose.*

*Based on the maximum dose of 100 mg/day in a 50 kg patient.

PRECAUTIONS: General: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted downward depending on clinical observations including pulse and biood pressure.
TENORMIN may aggravate peripheral arterial circutatory disorders

Impaired Renal Function: The drug should be used with caution in patients with impaired reral function. (SEE DOSAGE AND
ADMINISTRATION.)

Drug Interactions: Catecholamine-depleting drugs {eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIN plus a catecholamine depletor should therefore be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertigo, syncope, or postural hypatension.

Beta blockers may exacerbate the rebound hypertension which can follow the withdrawal of clonidine. If the two drugs are coadministered,
the beta blocker should be withdrawn several days before the gradual withdrawal of ctonidine. If replacing clonidine by beta-blocker
therapy, the introduction of beta blockers should be delayed for several days after clonigéne administration has stopped.

Caution should be exercised with TENORMIN L.V. Injection when given in clase proximity with drugs that may also have a depressant

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be considered potential adverse effects of TENORMIN.

Hematologic: Agranulocytosis.

Allergic: Fever, combined with aching and sore throat, laryngospasm, and respiratory distress.

Centrat Nervous System: ental to catatonia; visual disturbances; hallucinations; an acute
reversible syndrome characterized by dlsonenlallon of time and place; short- 1erm memory loss; emotional lability with slightly clouded
sensorium; and, decreased performance on neuropsychometrics.

ic arterial is, ischemic colitis.

Other: Erythematous rash, Raynaud's phenomenon.

Miscellaneous: There have been reports of skin rashes and/or dry eyes with the use of beta ic blocking drugs. The
reported incidence is small, and in most cases, the symptoms have cieared when treatment was withdrawn. Discontinuance of the drug
should be considered if any such reaction is not otherwise explicable. Patients should be closely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

syndrome with the beta blocker practolol has not been reported with TENORMIN. Furthermore, a
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.

OVERDOSAGE: Overdosage with TENORMIN has been reported with patients surviving acute doses as high as 5 g. One death was reported
in a man wha may have taken as much as 40 g acutely.

The predominant symptoms reported !ollowmq TENORMIN overdoseare Iemarqy, disorder of respiratory drive, wheezing, sinus pause,
and ia. Additionally, ta biocking agent and which might also be
expected in TENORMIN overdose are heart failure, i and/or

Treatment of overdose should be directed to the removal of any unabsorbed drug by induced emesis, gastric lavage, or administration
of activated charcoal. TENORMIN can be removed from the general circulation by hemodialysis. Other treatment modalities should be
employed at the physician’s discretion and may include:

BRADYCARDIA: Atropine intravenously. If there is no response to vagal blockade, give isoproterenol cautiously. In refractosy cases, a
fransvenous cardiac pacemaker may be indicated.

HEART BLOCK (SECOND OR THIRD DEGREE): or cardiac

CARDIAC FAILURE: Digitalize the patient and administer a diuretic. Glucagon has been reported to be useful.

HYPOTENSION: Vasopressors such as dopamine or norepinephrine (levarterenol). Monitor blood pressure continuausly.

BRONCHOSPASM: A beta, stimulant such as isop or and/or

HYPOGLYCEMIA: Intraverious glucose.

Based on the severity of symptoms, management may require intensive suppert care and facilities for applying cardiac and respiratory support.
DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENGRMIN is 50 my given as one tablet a day either alone or added to
diuretic therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal response is not achieved, the dosage
fsno;:ld l')Je in?reased to TENORMIN 100 mg given as one tablet a day. Increasing the dosage beyond 100 mg a day is unlikely to produce any

further benefit.

TENORMIN may be used alone or
prazosin, and alpha-methyldopa.

Angina Pactorls: The initial dose of TENORMIN is 50 mg given as one tablet a day. H an optimal response is not achieved within one
week, the dosage should be increased to TENORMIN 100 mg given as one tablet a day. Some patients may require a dosage of 200 mg once
a day for optimal effect.

Twenty-four hour controt with ance daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
effect. The maximum early effect on exercise tolerance occurs with doses of 50 ta 100 mg, but at these doses the effect at 24 hours is
averaging about 50% to 75% of that observed with once a day oral doses of 200 mg.

with other agents including thiazide-type diuretics, hydralazine,

effecton Onrare congomitant use of
in serious adverse reactions, especially in patients with severe cardiomyopathy, cangestive heart larlure, or recent myocardial infarction.
Information on concurrent usage of atenolof and aspirie is limited. Data from Several studies, ie, TIMI-II, 1S1S-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardial infarction setting.
While taking beta blockers, patients with a history of anaphylactic reaction to a variety of allergens may have amore severe reaction on
repeated chailenge, either accidental, diagnostic, or therapeutic. Such patients may be unresponsive 1o the usual doses of epinephrine
used to treat the allergic reaction.

of Fertility Two long-term {maximum dosing duration of 18 or 24 months) rat studies and
one long-term (maximum dosing duration of 18 months) mouse study, each employing dase levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihypertensive dose, * did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*)
resulted in increased incidences of benign adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary and thyroid i cell carc in males. No evidence of a mutagenic potential of atenolol was
uncovered in the deminant lethal test (mouse), in vivo cytogenetics test (Chinese hamster), or Ames test {S typhimurium).

Fertility of male or femate rats {evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximuem recommended human
dose*) was unaffected by atenalol administration.

Animal Toxicology: Chranic studies employing oral atenalol revealed i epithelial
cells of Brunner's glands in the duodenum of both male and female dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5
times the maximum recommended human antitypertensive dose*) and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolol/kg/day 950 and 75 times the maximum human antihypt ive dose,* ).

Usage in Pregnancy: Pregnancy Category B: See WARNINGS - Pregnancy and Fetal injury.

Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.
Caution should be exercised when TENORMIN is administered to a nursing weman. Clinically significant bradycardia has been reported in
breast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

Padiatric Use: Safety and effectiveness in children have not been established.

*Based on the maximum dose of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient.

The frequency estimates in the following table were derived from controlled studies in hypertensive patients in which adverse reactions
weve either volunteered by the patient (US studies) or elicited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placebo is simlar, causal reiationship to TENORMIN is uncertain.

Volunteeved Total - Volunteered and Elicited

(US Studies) {Foreign + US Studies}
Atenolol (n 164)  Placebo (n = 206) Atenolol (n = 399) Placebo (n = 407)
% % %
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Vertigo
Light-headedness
Tiredness
Fatigue

Lethargy
Drowsiness
Depressnon

GASTHOINTESTINAL
Diarrhea

Nausea
RESPIRATORY (see WARNINGS}
Wheeziness 0 Q
Dyspnea 06 1
Acute Ina series of in the treatment of acute ial infarction,
occurred more commonly, as expected for any beta blocker, in atenolol-treated patients than in contro! patients. However these usually
responded to atropine and/or to withholding further dosage of atenolol. The incidence of heart failure was not increased by atenolol.
Im;:lm?i(‘:l agents wbelre infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the fotlowing table.
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Acute Myocardiai Infarction: In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN V. Injection
should be initiated as soon as possible after the patient's arrival in the hospital and after eligibility is established. Such treatment should be
initiated in a coronary care or simitar unit immediately after the patient’s hemedynamic condition has stabilized. Treatment should begin
with the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes later.
TENORMIN 1.V. Injection should be administered under carefully controlled conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN 1.V, Injection in Dextrose Injection USP, Sodium Chloride Injection USP, or Sodium
Chioride and Dextrose Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

in patients who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 m oral dose 12 hours later. Thereafter, TENORMIN can be given orally either 100 mg once daily
or 50 mg twice a day for a further 6-9 days or until discharge from the hospital. It bradycardia or hypotension requiring treatment or any
other untoward effects accur, TENORMIN should be discontinued.

Data from other beta blocker trials suggest that if there is any question concerning the use of IV beta blocker or clinical estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mg once a day for at least seven days (if the IV dosing is excluded).

Althaugh the demonstration of efficacy of TENORMIN is based entirely on data from the first seven postinfarction days, data from other
beta blocker trials suggest that treatment with beta blockers that are effective in the postinfarction setting may be continued for ane to three
years if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.

Elderly Patients or Patients with Renal impairment: TENORMIN is excreted by the kidneys; consequently dosage should be adjusted
in cases of severe impairment of renai function. Some reduction in dosage may aiso be appropriate for the elderly, since decreased kidney
function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENGRMIN occurs until creatinine clearance falls below 35 mU/min/1.73mz. Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mi/min.

The fallowing maximum oral dosages are recommended for elderly, renally-impaired patients and for patients with renal impairment due
to other causes:

Creatinine Clearance Atenolol Elimination Half-Life
{mismin/1.73m2} (h) Maximum Dosage
15-35 16-27 50 mg daily
<15 >27 25 mg daily

Some renally-impaired or elderly patients being treated for hypertension may require a lower starting dose of TENORMIN: 25 mg given
as one tablet a day. If this 25 mg dose is used, assessment of efficacy must be made carefully. This should include measurement of blood
pressure just prios to the next dose (“trough” blood pressure) to ensure that the treatment effect is present for a full 24 hours.

Although a similar desage reduction may be considered for elderly and/or renally-impaired patients being treated for indications other
than hypertension, data are not available for these patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done under hospital supervision as marked
falls in blood pressure can occur.

Cessation of Therapy in Patients with Angina Pectorls: If withdrawal of TENORMIN therapy is planned, it should be achieved gradually
ang patients should be carefully observed and advised to limit physicat actmty toa minimum.

g products p visually for ion prior
and container permlt
HOW SUPPLIED
TENGRMIN Tablets: Tablets of 25 mg atenalol, NDC 0310-0107 (round, flat, uncoated white tablets with “T" debossed on one side and 107
debossed on the other side} are supplied in bottles of 100 fablets.

Tablets of 50 mg atenolol, NDC 0310-0t05 (round, flat, uncoated white tablets identified with ICI debossed on one side and 105
debossed on the other side, bisected} are suppiied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by ICI Pharma.

Tabtets of 100 mg atenolol, NDC 0310-0101 (round, fiat, uncoated white tablets with ICI debossed on one side and 101 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by 1C1 Pharma.

Store at controlied room temperature, 15°-30 °C (59°-86 °F}. Dispense in well-closed, light resistant containers.

TENORMIN 1.V. Injection
TENORMIN L.V. Injection, NOC 0310-0108, is supplied as 5 mg atenolol in 10 mL ampules of isotenic citrate-buffered aqueous sofution.

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
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When a change is needed...

The

“Best of Both Worlds”

in an Everyday
Formula

A The first milk-based formula*
with the lactose-free difference

* Keeps milk protein —
the preferred' protein source —
in the infant’s diet

e Avoids or resolves common
feeding problems associated
with lactose:

— fussiness/crying
- gas
- diarrhea

® Easy to digest

® No other formula has a fat blend
closer to breast milk*

More like breast milk than other lactose-free formulas

PROTEIN

Breast Milk
Milk-Based
Formula

= LACTOSE
Lactofree FREE
Soy-Based LACTOSE ' VEGETABLE
Formula FREE SOYPROTEIN OIL BLEND®

Recommend...

* Based on milk protein isolate
t Pedintrician surveys, Data on file,
Mead Johnson Pediatrics.
1 We know of no studies showing clinical benefits
from feeding infants formulas with fatty acid Mﬂa_ﬂﬁj "mn
profiles similar to breast milk, but Mead Johnson
believes it is prudent and appropriate to market

formulas with such profiles. PEDIATRICS

§ SMA® and Nursoy® (registered trademarks of Lactose-Free Formula y 01993, Mead Johnson & Company,

Wyeth-Ayerst Laboratories, Philadelphia, PA) Evansville, Indiana 47721, US.A.

conitain some animal fats ﬁ‘BﬂM First MWBC}UM’ L-K381-8-93




NOW FOR BED-WETTING...

Waking up dry,




morning after morning

DDAVP’ Nasal Spray...works hand in hand
with behavior modification to help

control bed-wetting, a disorder that affects
5 to 7 million children nationwide.!

Works safely
® Well tolerated...an incidence of adverse events comparable to placebo

® No adverse experiences reported in a study of 28 children, 11 treated
for 12 to 42 months?

® Approximately 20 years of safe use in children with diabetes insipidus®

Works effectively, rapidly
® Success rates as high as 82%*

® Significant response in as few as 1-3 days®

Works to improve children’s self-concept

® Children frequently experience feelings of happiness and achievement
at becoming dry®

® Significantly improves self-concept, restores quality of life”

Nighttime fluid intake should be restricted to decrease the potential occurrence of fluid overload; serum electrolytes
should be checked at least once when therapy is continued beyond 7 days.

=™ DDAVP Nas al Spray

(desmopressin acetate) bmL
Dry Nights For Good Mornings

Please see Brief Summary of prescribing information on following page.



DDAVP Nasal Spray

(desmopressin acetate) SmL
Dry Nights For Good Mornings

Briet
mmm Known hypersensiivi to DOAVP Nasal Sptay.

1. For

2 Invewmggmumﬂypamrs in particular, fiuid intake should be adjusted n order to decrease the potential oocurrence of water

inoxication w%waifﬂa Particular attention should be paid to the possibiity of the rare occurrence of an extreme decrease in
resufing seizures.

Gengral: DDAVP Nasal Spray at i has infr a slight elevation of biood e, which di wiha
reduction in dosage. The Spfay m%mmm;}mmwlm%uwmmgdm
wlardm useo! ise in blood pressure

WP Nasal Spray medmmmmammmmwmhmmmmmm swhmws-

mﬁhmmmmm prone to
Central Cranial Diabetes : Since DDAVP Sprwlsmdmmlln& inthe nasal mucosa such as
ay should not be used. For such mns

o other disease may cause erratic, unreliable absorption in which case DDAVP
Pri A mshgldbe" o the niasal have ed, unreliabie absorption t. DDAVP Nasal Spray should
wresis: ff ¢ inthe niasal mucosa have occurred, ul may fesul

be”(riwymormnued uril the nasal pr resohe.

information for Patents: Pabems should be informed that the botiie accurately delivers 50 doses of 10 mcgeacn Any solution remaining

after 50 doses should be discarded since the amount delivered thereatter rm{jbe substantially less than 10 meg of drug. No attempt

;'heouldbemadetotrmege!mnm solution to another bottie. Patients shoukd be instructed to read accompanying difections o use of

mp caref fore Use.

swaiigrypuT 4 tests for following the patient with central cranial diabetes |rs|p|dus or post-surgical of head trauma-related

poryuraandpdydlpsanr%deurmvdmamml mcasesplasna Iwmy equured For the healthy patient

with pnmary nocurnal enuresis, serum ek cned(ed least once ﬂlheeréoy ued beyond 7

Drw Mhmme eewadMIydDDAVPNasal ‘very low compar lomwdluvehcadmyusedhrgedoses

VP Nasal other pressor agents should only be wnh careful patient monitoring.
Carcmogenms Mutagems Impainment of Fertity: Teratology studies in rats have shown no abrormalties. No further information is

8: Reproduction studies performed in rats and rabbits with doses up to 125nmesmehummmanasaldose||e
aboul12 tlm tdaladnllhumndosegwensystemmllylhavermlednoe:ﬂeneeofharmlome fetus due to desmopressin ace-
tate. There are several publications of mamgemen of diabetes insipidus in pregnant women with no harm to the fetus reported; however,
mcmnolledstm|mm\en been_mnedunﬁ:ﬁehedremmtwlaswedmg:w&mommngm
natural hormones, O p C the physician will have
dangers in each inddual case.

to weigh possible ther amarmges inst
gmm eha:ebeenmma%lmledsMasmnursua

Wm np‘asma,bmlmbﬂ
F’ednamcharlgel w%}’lmw has in childhood nocturnal enbresis, Short-term (4-8 weeks|

DOAVP Nasal Spray adnmaramhasbeena‘wlobesafeand effective in chilren aged 6 years or older with severe chil
hoodnocfuvmlenumskdeqmely ies with ODAVP Nasal aynnpfmrymwrmlenurwsrmerubeenmduaed
beyond 4-8 weeks. The msdbemm aqwed o achieve the

Central Cranial Diabetes Insipidus: ODAVP Nasal tﬂsbeenus@dmdﬂbv&nvalhdlabelesmmUsemmfamandctnkirenvnll
{re‘gulre careful fluid intake restriction 1o prevent possi yponatrema and water intoxication. The dose must be individually adjusted to

mothers. A single study in a post-partum woman demonsirated a
beenNm ymbteasmn lolbmnganmrmldmedmnrz

shmpa:emﬁﬂ@gggmgnn&evewmmmﬂwdanger extreme decrease in plasma osmotality with resulting comvuisions. Dase
at 005 mLor

Since the spray cannal deliver less than 0.1 mi {10 meg), smaller doses should be administered usmgmerhmal fube delivery system.
Donauselhenasalspray-npedaﬂncpanemsrequ|r|rgle$than01mL(10 per dose.
Therealerepoﬂsdanowasmchangemrm ime, usually greater 6

1eSpONSNENess, shortened ensmewdenoemseﬂeasduetothedevelopmemo! ndmganhbodm
but may be due [0 a local inacivation of the peptide.

ADVE%SEW uemuhlghdosages roduced ransient headache and nausea, Nasal stion, thinitis and
ﬂusnlnghaveahobeemepmedoomomlvyalongwnhmndabdommatmmpsmese oms di with reduction in dos-

?_g: Nose-bleed, sore throat, cough and upper respiratory infections have also been rej
following table lists the percent of patients havirg adverse experiences without regard to elationship to study drug from the pooled
. pivotal study data for noctumal enuresis. DDAVP DDAVP

T b

ADVERSE REACTION

BODY AS A WHOLE
Abdominal Pain
Asthe

nia
Chills
Headache
Throat Pain
NERVOUS SYSTEM
Deuwon
HESHRATORY SYSTEM

il Pam
Respiratory Infection
Rhinitis

CARDIQVASCULAR SYSTEM
Vasodilat

ion
DIGESTIVE SYSTEM
Gastrointestinal Disorder

U363
SKIN & APPENDAGES
Leg Rash

Rash
SPECIAL SENSES

Conjunclivitis

Edema

Lachrymation Desorder
QVERDOSAGE: See adverse reactions above. In case of overdosage, the dose should be reduced, frequency of administration
decreased, o the wMawnaowdmglomesevenlydtheumdnmTnerelsnoknowmspeuﬁcanudaelofDDAVPNmISpray
An oral LD, has not been estabished. An intravenous dase of 2 mg/kg in mice demonshiated no effect
HOW SUPPLIED: A 5-mL baitie with spray pump deliveyi 50dosesd10mg(NDC007524500 . Aiso available as 2.5 mL per vial,

with two rhinal tube applicators per carton (NDC 0075-2450-01). Keeprefrgeraledal? (36°-46°F). When traveling,
gloducl will maintain stabﬂn{afsv up 10 3 weeks when stored at room temperature, 22°
UTION: Federal {U. prohibits dispensing without prescripion.
Please see full pvescnbmg information in product circular

References: 1. Roth D: Introduction to Current Concepts in the Management of Primary Nocturnal Enuresis.
Proceedings from a symposium sponsored by the Baylor College of Medicine: January 1991. 2. Miller K, Goldberg S.
Atkin B: Nocturnal enuresis: Experience with long-term use of intranasally administered desmopressin. / Pediatr
1989;114(Par1 2):723-726. 3. Harris AS: Clinical experience with desmopressin: Efficacy and safety in central diabetes
insipidus and other conditions.  Pediatr 1989;114 (Part 2):711-718. 4. Rittig S, Knudsen UB, Sorenson S, et al:
Long-term double-blind cross-over study of desmopressin intranasal spray in the management of nocturnal enuresis.
In: Meadow SR, ed. Desmopressin in Nocturnal Enuresis: Proceedings of an International Symposium. England:
Horus Medical Publications: 1988:43-55. 5. Aladjem M, Woh! R, Boichis H, et al: Desmopressin in nocturnal enuresis.
Arch Dis Child 1982;57:137-140. 6. Baker BL: Symptom treatment and symptom substitution in enuresis. / Abnorm
Psych 1969.74:42-49. 7. Moffat MEK: Nocturnal enuresis: Psychologic implications of treatment and nontreatment.

J Pediatr 1989:114(Part 2):697-704
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physicians
depend on AMA
Book Source!

Do you?
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Inhaler

(triamcinolone acetonie)

Now you can depend on Book Source, too.
It's another exclusive benefit of your AMA membership.

As a benefit of AMA membership Book Source offers
i 1ir medical publications needs.
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While every precaution is taken to ensure accuracy, we cannot guarantee against
the possibility of an occasional change or omission in the preparation of this index.

(NAPROXEN) 500 mg tablets
Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
omer NSAIDs induce the syndrome of asthma, rhinitis, and nasal
Kps Because anaphylactic reactions usually occur in patients
with a history of such reactions, guestion patients for asthma,
nasal polyps, urticaria, and h‘potensmn associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at anz time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bieeding or perforation appear to
oceur in agproxnmately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symgmms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulceration and bleeding.
Except for a prior history of serious Gl events and other ris!
factors known to be associated with peptic ulcer dlsease, such as
alcoholism, smoking, etc., no risk facters (e. & have
been associated with increased risk. Eiderty or bl[stawd patients
seem to tolerate uiceration or bleeding less well than others and
most spontanecus reports of fatal Gl events are in this population.
In considering the use of relatively large doses éwnthm the recom-
mended dosage range), sufficient benefit should be amlclvatud to
offset the potential increased risk of Gl toxicit utlons: 0O
NOT GIVE MPROSYN‘ NAPROXEN) CON OMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE (N PLASMA
THE NAPROXEN ANION. Acute interstitial nephritis with hema-
turia, p and has been reported.
Patients with |mpalred renal function, heart failure, liver dysfnc-
tion, patients taking diuretics, and the elderiy are at greater risk of
overt renal decompensation. If this occurs, discontinue the dreg.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They ma{ progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlted clinical trials in less than 1% of patients.
Severe hepatic reactions, includiny g jaundice and fatal hepatitis,
have been reported rarely. If liver lsease develops orif systemlc
manifestations occur (.9.,
apy. If steroid dosage is reduced or ehmmated dunn therapy. do
s0 slowly and observe patients closely for adverse el , includ-
ing adrenal insufficiency and exacerbation of arthritis symptam
Determine hemoglobin values periodically for patients with initial
values of 10 grams of less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug's anupyretlc and anti- |nflammatnry activities may reduce
fever and their diagnostic value.
duct ophthalmic studies if any chanoe or disturbance in wsmn
occurs. For patients with restricted sodium intake, note that the
suspension comtains 8 mg/mL of sodium. information tor
Patlents: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, whil
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when are used for
less serious conditions where treatment without NSAIDS may be
an acceptable alternative. Patients should use caution for activi- -
ties requiring alertness if they experience drowsiness, dlumess
vertigo or depression during therapy. Laboratory Tests: Because
serious Gi tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically trealed tlents for signs and
symptoms of these and inform them of the importance of this
foltow-up. Drug lmmum Use cautmn when giving concomi-
tantly with ah ulfon-
amide or sultnnylurea furosemide; lithium; beta-blockers;
grobeneud or methotrexate. Ilmll.mmory Tost Interactions:
he drug may decrease nlata(m awrjer ion and pwlonssbiaequ
time or increase urinary values for 17-ketogenic steroi
rarily stop therapy for 72 hours befare doing adrenal function
tests. The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: 2-year rat study showed no evidence of carcine-
genicity. Pregnancy: Category B. Do not use during prﬁ;nancy
unless clearly needed. Avold use during late ow%nanlc,y ursing
Mothers: Avoid use in nursing mothers. Pediatric Single
doses of 25-5 kg, with total rlatl% dose not axceadmu 1%
mg/kg/day, are sa m children over 2 years of age. Adverse
Reac! : In a study, GI reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 malda{ In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, Gl and CNS reac-
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most frequent complaints related to the Gl tract: constipa-
tion? heartbura’ abdominal pain, nausea dyspepsia, diarrhea,
stomatitis. CNS: headache; dizziness drowsiness; lmhﬂnsaded-
ness, vemgo Dermatologic: itching (pruritus)’ skin eruptions;
ecchymoses; swealing, purpura. Special Senses: tinnitus; hear-
ing disturbances, visual disturbances. Cardiovascular: edema;’
dyr:s:ea glpltatums General: thirst. Incidence Less Than 1%
| Relationship: Gl: abnarmat liver function tests
colitis, G! bleeding and/or gerioratlon hematemesis, jaundice,
melena, peptic ulcemlon with bleeding and/or perforatmn vomit-
ing. Renal: glomerutar nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephmtac syndrome, renal disease, renal failure,
renal papillary ] g ytosis, eosinc-
philia, granul ia. CNS:
depfessuon dream abnormalities, mabﬂlty to concamrate insom-
nia, malaise, myalgia and muscle weakness. Dermatologic: alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
hsaﬂnu |mpa|tmanl Cardiovascular: congestive heart failure.
itic itis. General: anaphylactoid
reactions, menstmal | disorders, pyrexia fchllls and fever). Causal
Relationshi J)s Unknown: Hematologic: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato-
logic: epidermal nccrolysm erythema multiforme, photosen-
sitivity porphyria cut; tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urlicaria. Gl:
non-peptic Gl ulcoratlon ulcerative stomatitis. Cardiovascular:
vasculitis. General.

9 W, Typetgly

mmgus-
tion, nausea, vomiting. A pauems have had seizures, Empty
stomach and use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:

Federal law prohibits dispensing without prescription. See pack-
age insert for full Prescribing intormation.

* Incids of reported ion 3%-9%.
Where unmarked, inci less than 3%. SYNTEX
US. patent nos. 3904,682, 3,998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990




FOR CHRONIC ARTHRITIS

EXPECT A REDUCTION
IN JOINT PAIN
AND TENDERNESS

.

Color-enhanced 3-D CT image of OA hip with joint
space narrowing and marginal osteophytes.

Supplied by David W. Stoller, MD, of
California Advanced Imaging.

As with other NSAIDs, the most
frequent complaints are gastrointestinal.

Please see brief summary of prescribing information
on adjacent page.

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets ‘

Also available in 375 and 250 mg tablets and in suspension 125 mg/s
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