DisalcidsID
(salsalate) zams

A Radical Improvement Over Aspirin.
BRIEF SUMMARY

CONTRAINDICATIONS. DISALCID is contraindicated in patients
hypersensitive to salsalate.
WARNINGS. Reye Syndrome may develop in individuals who have
chicken pox, influenza, or flu symptoms. Some studies suggest a
possible association between the development of Reye Syndrome and
the use of medicines containing salicylate or aspirin. DISALCID contains
a salicylate and therefore is not recommended for use in patients with
chicken pox, influenza, or flu symptoms.
PRECAUTIONS. General Precautions. Patients on long-term treatment
with DISALCID should be warned not to take other salicylates so as to
avoid potentially toxic concentrations. Great care should be exercised
when DISALCID is prescribed in the presence of chronic renal insuffi-
ciency. Pratein binding of salicylic acid can be influenced by nutritional
status, competitive binding of other drugs, and fluctuations in serum
gmems caused by disease (rheumnatoid arthritis, etc.). Laboratory
ests. Plasma salicylic acid concentrations should be periodically
monitored during long-term treatment with DISALCID to aid mainenance
of therapeutically effective levels: 10 to 30 mg/100 ml. Toxic manifesta-
tions are not usual;y seen until plasma concentrations exceed 30 mg/100
mi {see OVERDOSAGE). Urinary pH should aiso be regularly monitored:
sudden acidification, as from pH 6.5 to 5.5, can double the plasma level,
resulting in toxicity. Drug Interactions. Salicylates antagonize the
uricosuric action of drugs used to treat gout. Aspirin and other salicylate
drugs will be additive to DISALCID and may increase plasma concentra-
tions of salicylic acid to toxic levels. Drugs and foods that raise urine pH
will increase renal clearance and urinary excretion of salicylic acid, thus
lowering plasma levels; acidifying dm%?—' foods will decrease urinary
excretion and increase plasma levels. Salicylates may competitive
displace anticoagulant drugs from plasma protein binding sites an
thereby predispose to systemic bleeding. Salicylates may enhance the
hypog ic effect of oral antidiabetic drugs of the sullonylurea class.
Salicylate competes with a number of drugs for protein binding sites,
notably penicillin, thiopental, thyroxine, triiodothyronine, _ghenyto_rn. sul-
finpyrazone, naproxen, warfarin, methotrexate, and possibly corticoste-
roids. Drug/Laboratory Test Interactions. Salicylate competes with
thyroid hormaone for binding to plasma proteins, which may be reflected
in a depressed plasma T, value in some patients; thyroid function and
basal metabolism are unaffected. {:arclnn;?nnuls, 0 long-term animal
studies have been performed with DISALCID to evaluate its carcinogenic
potential; hclwml, several such studies using aspirin and other
salicylates have failed to demonstrate any association of these agents
with cancerous cell changes. Use in Pregnancy. Pregnancy Gategory C:
Salsalate and salicylic acid have been shown to be teratogenic and
embryocidal in rats when given in doses 4 to 5 times the usual human
dose. These effects were not observed at doses twice as great as the
usual human dose, There are no adequate and well-controlled studies in
pregnant women. DISALCID should be used during pregnancy only if the
EotenﬂaJ benefit justifies the potential risk to the fetus. Labor and
elivery. There exist no adequate and well-controlled studies in pregnant
women. Aljnnu?h adverse effects on mother or infant have not been
reported with DISALCID use during labor, caution is advised when
anti-inflammatory dosage is involved. Howewer, other salicylates have
been associated with prolonged gestation and labor, maternal and
neonatal bleeding sequelae, potentiation of narcotic and barbiturate
effects (respiratory or cardiac arrest in the mother), delivery problems
and stillbirth. Nursing Mothers. It is not known whether salsalate per se
is excreted in human milk; salicylic acid, the primary metabolite of
DISALCID, has been shown to appear in human milk in concentrations
apgﬂuimating the maternal blood level. Thus, the infant of a mother on
DISALCID therapy might ingest in mother's milk 30 to 80% as much
body weight as the mother is taking. Accordingly,
caution should be exercised when DISALCID is administered to a nursing
woman. Pediatric Use. Safety and effectiveness in children have not
been established.
ADVERSE REACTIONS. Auditory system. Tinnitus and temporary
hearing loss can occur. Tinnitus probably represents blood salicylic acid
levels l‘eal:hm?l or exceeding the upper limit of the therapeutic range. It is
therefore a helpful guide to dose titration. Temporary hearing loss
disappears gradually upon discontinuation of the drug. Gastrointestinal
system. Nausea, dyspepsia and heartbumn occur occasionally.
DRUG ABUSE AND DEPENDENCE. Drug abuse and dependence have not
been reported with DISALCID.
OVERDOSAGE. No deaths after overdosage have been reported for
DISALCID. Death has followed ingestion of 10 to 30 g of other salicylates
in ;tldnlts. but much larger amounts have been ingested without fatal
outcome.

The oral LDso for DISALCID in rats is approximately 2000 mg/kg (sixty
times the recommended maximum single dose for adults).

Symptoms. The usual symptoms of salicylism—tinnitus, vertigo,
headache, confusion, drowsiness, sweating, hyperventilation, vomiting
and diarrhea — will occur. More severe intoxication will lead to disruption
of electrolyte balance and blood pH, and hyperthermia and dehydration.
Treatment. Further absorption of DISALCID from the G.1. tract should be
prevented by emesis (syrup of ipecac) and, if necessary, by gastric lavage
Fiuid and electrolyte imbalance should be comrected by the administration
of appropriate 1.V. therapy. Adequate renal function should be main-
tained. Hemodialysis or peritoneal dialysis may be required in extreme
cases.
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PROTFILES 0O F A DDED C ONTROL

In hypertension...

TegﬁmdA eftic

Each tablet

TGNORMM {atenolol) 50 mg or 100 mg and chiorthaldone 25 mg

Added control and convenience...
without added side effects in a majority of patlents...
regardless of age, race, sex, and prior therapy.'

TENORETIC is not indicated for the initial therapy o!nypen‘ens on.
See adjacent page for brief summary of prescnbing information.



Added control and convenience
...without added side effects

in a majority of patients...regardless
of age, race, sex, and prior therapy.’

Tenoreftic

Each tablet omlans

N’mm:sommmmg
and chiorthalidone 25

Please consult complete product information before prescribing.
A summary follows:

TENORETIC (atenolol and chiorthalidone) is for the treatment of hypertension. It combines the
antihypertensive activity of two agents: a beta,-seleclive (cardioselective) hydrophilic blocking agent
(atenolol, TENORMIN®} and a monosulfonamyl diuretic (chiorthalidone).

Inactive ingredients: magnesium stearate, microcrystalline cellulose, povidone, sodium starch
glycolate
INDICATIONS AND USAGE: TENORETIC is indicated for the treatment of hypertension. This lixed-
dose combination drug is not indicated for initial therapy of hypertension. If the fixed-dose
combination represents the dose appropriate to the individual patient’s needs, it may be more
convenient than the separate components.

CONTRAINDICATIONS: TENORETIC is contraindicated in patients with: sinus bradycardia, heart
block greater than first degree, cardiogenic shock, overt cardiac failure (see WARNINGS), anuria,
hypersensitivity to this product or to sulfonamide-derived drugs

WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supporting circulatory
function in congestive heart failure, and beta blockade carries the potential hazard of further
depressing myocardial contractility and precipitating more severe failure. In hypertensive patients who
have congestive heart failure controlled by digitalis and diuretics, TENORETIC should be
administered cautiously. Both digitalis and atenolol slow AV conduction.

In Patients Without a History of Cardiac Failure: Continued depression of the myocardium with
beta-blocking agents over a period of lime can, in some cases, lead to cardiac failure. At the first sign
or symptom of impending cardiac failure, patients receiving TENORETIC should be digitalized and/or
be given additicnal diuretic therapy. Observe the patient closely. If cardiac failure continues despite
adequate digitalization and diurelic therapy, TENORETIC therapy should be withdrawn

Renal and Hepatic Disease and Disturbances: Since atenclol is excreled via the
kidneys, TENORETIC should be used with caution in palients with impaired renal function

In patients with renal disease, thiazides may precipitate azotemia. Since cumulative effects may
develop in the presence of impaired renal function, if progressive renal impairment becomas evident,
TENORETIC should be discontinued.

In patients with impaired hepatic function or prog! ive liver d minor al i in fluid and
elactrolyte balance may precipitate hepatic coma. TENORETIC should be used with caution in these
patienis.

Ischemic Heart Disease: Althourjh not yet reported with atenclol following abrupt cessation of
therapy with certain beta-blocking agents in patients with coronary artery disease, exacerbations of
angina pectoris and, in some cases, myocardial infarction have been reported. Therefore, such
patients should be cautioned against interruption of therapy without the physician's advice. Even in
the absence of overt angina pectoris, when discontinuation of TENORETIC s planned, the patient
should be carefully observed and should be advised to limit physical activity to a minimum.
TENORETIC should be reinstated if withdrawal symploms occur.

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN
GENERAL, NOT RECEIVE BETA BLOCKERS. Because of its relative beh,-ulocﬂvlty. however,
TENORETIC may be used with ing with whao do not
respond to, otmnuttolonh,oﬂnr:nﬂhw-rhndu ‘Since beta y y Is not
absolute, the lowest possible dose of TENORETIC should be used and a beta,-stimulating
agent (bronchodilator) should be made available. If dosage must be increased, dividing the
dose should be considered in order to achieve lower peak blood levels.

Anesthesla and Major Surgery: As with all beta-receptor blocking drugs, it may be decided to
withdraw TENORETIC belore surgery. In this case, 4B hours should be allowed to elapse between the
last dose and anesthesia. If treatment is continued, care should be taken when using anesthetic
agents because of the risk of further depression of the myocardium.

Beta blockers are competitive inhibitors of beta-receplor agonists and their effects on the heart can
be reversed by administration of such agents; eg, dobutamine or isoproterenol with caution (see
section on OVERDOSAGE). Manifestations of excessive vagal tone (eg, profound bradycardia,
hypotension) may be cormected with atropine (1-2 mg IV).

Metabolic and Endocrine Effects: TENORETIC may be used with caution in diabetic patients
Beta blockers may mask tachycardia Dccurnng wilh hypoglycemia, bui other manifestations such as
dizziness and g may not be significantly affected. Atenclol does not potentiate insulin-induced
hypoglycemia and, unlike nonselective beta blockers, does not delay recovery of blood glucose o
normal levels.

Insulin requirements in diabetic patients may be increased, decreased, or unchanged; latent
diabetes mellitus may become manifest during chlorthalidone administration,

Beta-adrenergic blockade may mask certain clinical signs (eq, tachycardia) of hyperthyroidism,
Abrupt withdrawal of bata blockade might precipitate a thyroid storm; therefore, patients suspecled of
developing thyrotoxicosis and from wham TENORETIC therapy is to be withdrawn should be
monitored closely.

Because calcium excretion is decreased by thiazides, TENORETIC should be discontinued belore
carrying out tests for parathyroid function. Pathologic changes in the parathyroid glands, with
hypercalcemia and hypophosphatemia, have been observed in a few patients on prolonged thiazide
tharapy; however, the common complications of hyperparathyroidism such as renal lithiasis, bane
resarption, and peptic ulceration have not been seen.

s Hyperunicemia may occur of acute gout may be precipitated in certain patients receiving thiazide
thera
PRECAUTIONS, General—| and Fluid Balance Status: Penodic determination of serum
alactrolytes to detect possible electiolyte imbalance should be perormed at appropriale intervals.

Patients should be observed for clinical signs of fluid or elecirolyte imbalance; ie, hyponatremia,
hypochloremic alkalosis, and hypokalemia. Serum and urine elecirolyle determinations are
particularty important when the patient is vomiting excessively or receiving parenteral fluids. Warning
signs of symptoms of fluid and elecinolyte imbalance include dryness of the mouth, thirst, weakness,
letnargy, drowsiness, restlessness, muscle pains or cramps, muscular fatigue, hypotension, oligunia,
tachycardia, and gastrontestinal disturbances such as nausea and vomiting

Hypokalemia may develop, especially with brisk diuresis, when severe cirrhosis is present, or during
concomitant use of corticosteroids or ACTH.

Interfarence with adequate oral electrolyte intake will also contribute to hypokalemia. Hypokalemia
can sensitize or exaggerale the response of the hearl lo the toxic elfects of digitalis (eg. increased
ventricular iflability). Hypokalemia may be avoided or treated by use of polassium supplements or
foods with a high potassium content,

Any chiofide dehicit during thiazide therapy is genarally mild and usually does not require specilic
treatment except under extraordinary circumstances (as in liver disease or renal disease). Dilutional
hyponalremia may occur in edematous patients in hot weather; appropriate therapy is water restriction
rather than administration of salt except in rare when the hypor 15 life-threatening. In
actual sall depletion, appropriate replacement is the therapy of choice

nteractions: TEMORETIC may polentiate the action of other antihypertensive agents used
concomitantly. Patients treated with TENORETIC plus a catechalamine depletor (eg. reserpine) should
be closaly observad for evidence of hypotension and/or marked bradycardia which may produce
vertigo, syncope, or postural hypotension

Thiazides may decrease arterial responsiveness o norepinephrine. This diminution is not sufficient
to preclude the therapeutic effectiveness of norepinephrine. Thiazides may increase the
responsivenass 1o tubocurarine

Lithium generally should not be given with diuretics because they reduce its renal clearance and
add a high risk of lithium toxicity. Read circulars for lithium preparations betore use of such
preparations with TENORETIC.

Should it be decided to di inue therapy in receiving TENORETIC and clonidine
cgmg_lmnlly. the TENORETIC should be discontinued several days before the gradual withdrawal of
clonidine.

Other Precautions: In patients receiving thiazides, sensitivity reactions may accur with or without a
history of allergy or bronchial asthma. The possible exacerbation or activation of systemic lupus
erythematosus has been reported. The antihyperiensive effects of thiazides may be enhanced in the

postsympathectomy patient.

Carcil , Mutagenesis, Impairment of Fertility: Two long-term (maximum dosing duration
of 18 or 24 months) ral studies and cne long-term (maximum dosing duration of 18 months) mouse
study with atenolol, each employing dose levels as high as 300 mg/kg/day or 150 imes the maximum
recommended human dose, did not indicate a carcinogenic potential in rodents

Atenclol was negative in the mouse dominant lethal test, the Chinese hamster in vivo cytogenatic
test and the Salmoneila lyphimurium back mutation lest (Ames test), with or without metabalic
aclivation.

Fertility of male or female rals (evaluated al dose levels as high as 200 mg/kg/day or 100 times the
maximum recommended human dose) was unaffected by atenclol administration

Use in Pregnancy: Pregnancy Category C. TENORETIC (atenciol and chiorthalidone) was studied
for teratogenic potential in the rat and rabbit. Doses of 10, 100 and 300 mg/kg/day were administered
orally to pregnant rats, with no teratologic effects observed. Two studies were conducted in rabbits. In
the first study, pregnant rabbits were dosed with 10, 100 or 200 mg/kg/day. No teralologic changes
were noted; embryonic resorptions were observed at all dose levels: (ranging from approximately 5
times to 100 times the maximum recommended human dose). In a second rabbit study, dosages were
5,10 and 25 mg/kg/day. No teratogenic or embryotoxic effects were demonstrated. It is concluded
that the no-effect level for embryonic resorptions is 25 ma/kg/day (approximately 12.5 times the
maximum recommended human dose) or greater. TENORETIC should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.

Atenolol—Atenolol has been shown to produce a dose-related increase in embryo/fetal resorplions
in rats at doses equal to or greater than 50 mgfkg or 25 or more times the maximum recommended
human dose. Although similar effects were not seen in rabbits, the compound was not evaluated in
rabbits at doses above 25 mglkg or 12.5 limes the maximum recommended human dose. There are
no adequale and well-controlled studies in pregnant women,

li Thiazides cross the placental barrier and appear in cord blood. The use of
chigrthalidone and related drugs in pregnant women requires that the anticipated benefits of the drug
be weighed agains! possible hazards to the fetus. These hazards include fetal or neonatal jaundice,
thrombocytopenia, and possibly other adverse reactions which have occurred in the adult,

Nursing Mothers: It is not established to what extent this drug is excreted in human milk, Since
most drugs are excreted in human milk, nursing should not be undertaken by mothers receiving
TENORETIC.

Pediatric Use: Safety and effectiveness in children have not been established
ADVERSE REACTIONS: TENORETIC is usually well tolerated in properly selected patients. Most
adverse effects have been mild and transient. The adverse effects observed for TENORETIC are
essentially the same as those seen with the individual components.

Atenolol: The frequency estimates that foliow derive from controlled studies in which adverse
reactions were 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 atenciol and placebo-
Ireated patients than when these reaclions were volunteered. Where frequency of adverse effects for
atenclol and placebo is similar, causal relationship to atenclol is uncertain.

The data present these estimates in terms of percentages: first from the US studies (volunteered
side effects) and then from both US and foreign studies (volunieered and elicited side effects):

US STUDIES (% ATENOLOL-% PLACEBO):

CARDIOVASCULAR: bradycardia (3%-0%), cokd extremilies (0%-0.5%), postural hypolension
(2%-1%), leg pain (0%-0.5%)

CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (4%-1%), vertigo (2%-0.5%), light-
headedness (1%-0%), tiredness (0.6%-0.5%), fatigue (3%-1%), lethargy (1%-0%), drowsiness
(0.6%-0%), depression (0.6%-0.5%), dreaming (0%-0%)

GASTROINTESTINAL: diarthea (2%-0%), nausea (4%-1%)

RESPIRATORY (See WARNINGS): wheeziness (0%-0%), dysprea (0.6%-1%)

TOTALS US AND FOREIGN STUDIES:

CARDIOVASCULAR: bradycardia (3%-0%), cold extremnities (12%-5%), postural hypotension
(4%-5%), leg pain (3%-1%)

CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (13%-6%), vertigo (2%-0.2%), light-
headedness (3%-0.7%), tiredness (26%-13%), fatigue (6%-5%), lethargy (3%-0.7%), drowsiness
(2%-0.5%), depression (12%-9%), dreaming (3%-1%)

GASTROINTESTINAL: diarrhea (3%-2%), nausea (3%-1%)

RESPIRATORY (see WARNINGS): wheeziness (3%-3%), dyspnea (6%-4%)

MISCELLANEOUS: There have been raports of skin rashes and/or dry eyes associaled with the use
of beta-adrenergic blocking drugs. The reported incidence is small and, in most cases, the symptoms
have cleared when treaiment 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.

Chiorthalidone: Cardiovascular: orthostatic hypotension; Gastrointestinal: anorexia, gastric irritation,
vomiting, cramping, constipation. jaundice (intrahepatic cholestatic jaundice). pancrealitis; CNS:
verligo, paresthesias, xanthopsia, Hematologic: leukopenia. agranulocytosis. thrombocytopenia,
aplastic anemia: Hypersensilivity: purpura, photosensitivity, rash, urticaria, necrotizing angiitis
{vasculitis, cutaneous vasculitis), Lyell's syndrome (toxic epidermal necrolysis); Miscellaneous:
hyperglycemia, glycosuria, hyperuricemia, muscie spasm, weakness, restiessness, Clinical triaks of
TENORETIC conducted in the United States (89 patients treated with TENORETIC) revealed no new or
unexpected adverse effects.

Potentlal Adverse Effects: in addition, a vanety of advgrse effects not observed in clinical triaks
with atenolol but reported with other beta-adrenergic blocking agents, should be considered potential
adverse effects of atenolol. Nervous System: reversible mental depression progressing to catatonia;
hallucinations; an acute reversible syndrome characlerized by disorientation for time and place,
short-term memory loss, emotional lability, slighthy clouded sensorium, decreased performance on
neuropsychometrics; Cardiovascular: intensilication of AV block (see CONTRAINDICATIONS):
Gastrointestinal; mesenteric arterial thrombosis, ischemic colitis; Hemalologic: agranulocytosis,
nonthrombocytopenic purpura, thrombocytopenic purpura; Allergic: erythematous rash, lever
combined with aching and sore throat, laryngospasm and respiratory distress: Miscellaneous:
reversible alopecia, Peyronie'’s disease.

There have been reports of a syndrome comprising psoniasiform skin rash, conjunclivilis sicca,
otitis, and sclerosing serositis attributed to the bela-adrenergic receptor blocking agent, practolol
This syndrome has not been reperted with TENORETIC or TEMORMIN (atenciol).

Clinical Test Findings: Clinically important changes in standard laboratory
parameters were ranaly assocnatm:t with the administration of TENORETIC. The changes in laboratory
P ‘were not prog and usually wene not associated with clinical manifestations. The
maost commaon changes were increases in unc acid and decreases in serum polassium
DOSAGE AND ADMINISTRATION: Initial dose should be one TENORETIC 50 tabletonce a day. If
optimal response is not achieved. the dosage should be increased to one TENORETIC 100 tablat
once a day. Package insert should be consulted for dosage adjustments in cases of sevene
impairment of renal function.

HOW SUPPLIED: TENORETIC 50 Tablets (atenolol 50 mg and chiorthalidone 25 mg). NDC 0310-0115
(white, round, biconvex, uncoated tablets with ICl on one side and 115 on the other side, bisected) are
supplied in boltles of 100 tablets.

TENORETIC 100 Tablets (atenolol 100 mg and chlorthalidone 25 mg), NDC 0310-0117 (white, round,
biconvex, uncnated tablets with ICI on one side and 117 on the other side) are supplied in bottles of
100 tablels.

Protect from heat, light, and moisture. Dispense in well-closed, light-resistant container.

Al12/86
Reference: 1. TENORETIC Evaluation Program, an open 28-day study of 26,892 hypertensive
patients conducted by mora than 7.000 physicians (data on file. ICI Pharma, Wilmington, Delaware):
physicians wens requested to enter those patients needing more control than provided by
maonotherapy.
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