O TALLETA DAY * ® Each tablet contains:
enor IC TFENORMIN® 1en0io) 50mg or 100mg
and chiorthalidone 25 mg

Pisase consult complete product information before prescribing.

TENORETIC® (atenolol and chlorthalidone) ' o )
INDICATIONS AND USAGE: TENORETIC® (atenolol and chlorthalidone) is indicated in the treatment of
hypertension. This fixed 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
Mare convenient than the separate components. o o '
CONTRAINDICATIONS: TENORETIC is contraindicated in patients with: sinus bradycardia; heart block
greater than first degree; cardiogenic shock; overt cardiac failure (see WARNINGS); anuria;
Nypersensitivity to this product or to sulfonamide-derived drugs. o )
WRRNINGS: ardiac 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 patients who have congestive heart
Laqlure controlled by digitalis and/or d;uretics. TENORETIC shouid be administered cautiously. Both
igitalis and atenolol slow AV conduction. _ '
gIN PATIENTS WITHOUT A HISTORY OF CARDIAC FAILURE, continued depression of the myocardium
with beta-blocking agents over a period of time 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 additional diuretic therapy. Observe the q_atlent closety. If cardiac failure continues despite
adequate digitalization and diuretic therapy, TENORETIC therapy should be withdrawn. )

Renal and Hepatic Disease and Electrolyte Disturbances: Since atenolol is excreted via the kidneys,
TENORETIC should be used with caution in patients with impaired renal function.

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

In patients with impaired hepatic function or progressive liver disease, minor alterations in fluid and
electrolyte balance may precipitate hepatic coma. TENORETIC should be used with caution in these

atients. . . . . .
i’ Ischemic Heart Dissase: 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 discontinu-
ation of TENORETIC is planned, the patient shouid be carefuily observed and should be advised to limit
physical activity to a minimum. TENORETIC should be reinstated if withdrawal symptoms occur.

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL,
NOT RECEIVE BETA BLOCKERS. Because of its relative beta -selectivity, however, TENORETIC may
be used with caution in patients with bronchospastic disease who do not respond to or cannot
tolerate, other antihypsrtensive treatment. Since beta -sslectivity Is not absoluts, the lowest

0ssible dose of TE'aBRETIc should be used and a beta,-stimulating agent llronchodllm? should

® made availabls. If dosage must ba Increased, dividing the dose shouid be considered in order to

a ovels. )

ﬂkun.::ﬂ!::;r::; m'l:?ds:lm : 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 ether, cyclopropane, and trichlorethylene. Vagal dominance, if it occurs, may be
corrected with atropine (1-2 mg (V). . .

Befa blovéEerg a?g corr(lpetitivg inhibitors of beta-receptor agonists and their effects on the heart can
be reversed by administration of such agents; eg, dobutamine or isoproterencl with caution (see section
on Overdosage). ] L .

Eftects: TENORETIC may be used with caution in diabetic patients.
Be::%ll.oz?(gfs.r:l‘gysgda:f(r:::hycardia occurring with hypoglycemia, but other manifestations such as
dizziness and sweating may not be significantly affected. At recommended doses atenolo! does not
Potentiate insulin-induced a/po?lycemia and, unlike nonselective beta blockers, does not delay recovery
of levels. A

mgggng:ggﬂiirtr?e:?sr%abiabetic patients may be increased, decreased or unchanged; latent diabetes
mellitus may become manifest during chlorthalidone administration. -

Beta-adrenergic blockade may mask certain clinical signs (eg, tachycardia) of hyperthyroidism.
Abrupt withdrawal of beta blockade might precipitate a thyroid storm, therefare, patients suspected of
developing thyrotoxicosis from whom ?ENORE IC therapy is to be withdrawn should be monitored
closely. - ) .

8 jum excretion is decreased by thiazides, TENORETIC should be discontinued before
carr;?nag;j f)?jtc ?éi'tlér?or parathyroid function. Pathologic changes in the parathyroid giands, with
hypercalcemia and hypophosphatemia, have been observed in a few patients on prolonged thiazide
therapy; however, the common compﬁcatigns of hyperparathyroidism such as renal lithiasis, bone
I{ i i ation have not been seen. . . . . L

esr?;zggunr'icaenvgigerﬁg; gg:ﬁr, or acute gout may be precipitated in certain patients receiving thiazide

erapy.
P - i
“525;':;:3‘!8.“ Fluid Balance Status: Periodic determination of serum electrolytes to detect possible
electrolyte imbalance should be performed at appropriate intervals. o b remi

Patients should be observed for clinical signs of fuid or electrolyte imbalance; ie, hyponatremia, I
hypochloremic alkalosis, and hypokalemia. Serum and urine electrolyte determinations are particularly
important when the patient is vomiting excessively or receiving parenteral fluids. Warning signs or
symptoms of Huid and electrolyte imbaiance include dryness of the mouth, thirst, weakness, lethargy,
drowsiness, restlessness, muscle pains or cramps, rguscu!?.r fatigue, hypotension, oliguria, tachycardia,
a intestinal disturbances such as nausea and vomiting. ) o

n:ﬂgggggm::?g?'p%éssium Jevels is appropriate especially in elderly patients, those receiving digitatis
preparations for cardiac failure, patients whose dietary intake of potassium is abnormally low, or those
sufferi ointestinal complaints. } L .

uH;rx;gEaflgormao;sa‘; develop especiglly with brisk diuresis, when severe cirrhosis is present, or during
concomitant use of corticosteraids or ACTH. . ) ) .

Ir?t%deraenr}ce with adequate oral electrolyte intake will also contribute to hypokalemia. Hypokalemia
can sensitize or exaggerate the response of the heart to the toxic effects of digitalis (eg, increased
ventricular irritability). Hypokalemia may be avoided or treated by use of potassium supplements or
foods with a high potassium content. . . -

° Adnsy chlo?idegde?igit during thiazide therapy is generally mild and usually does not require specific
treatment except under extraordinary circumstances Sas in liver disease or renal disease). Dilutional
hyponatremia may occur in edematous patients in hot weather; appropriate therapy is water restncuor
rather than administration of sait except in rare in:tatn'::es whe'n trl:g. g:ponatremla is life-threatening. In
a { ropriate replacement is the therapy of choice. !

mgrallx: algtggf(l:?mns':aggr?gRETlc r%a otentiate the action of other antihypertensive agents used
concomitantly. Patients treated with EﬁoRETIC plus a catecholamine depletor (g, reserpine) shouid

be closely observed for evidence of hypotension and/or marked bradycardia which may produce vertigo,

syncope or postural hypotension. . . i o .
iazi rterial responsiveness to norepinephrine. This diminution is not sufficient
to ;'r]::zlﬁi?t:‘: ¥hg$:;zaustfcacf‘e"" 4 of norepinephrine. Thiazides may increase the responsiveness
© tL?t%?ﬁ:‘nmqrgr‘)%rally 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 before use of such preparations
with TENORETIC. ) » N
it be decided to discontinue therapy in patients receiving TENORETIC and clonidine concur-
rerﬁROl;L%'!rlE)NORE'TIC should be discontinued several days before the gradual withdrawal of clonidine.
Other Precautions: in patients receiving thiazides, sensitivity reactions may occur with or without a
history of allergy or bronchial asthma. The possible exacerbation or activation of systemic lupus
erythematosus has been reported. The antihypertensive effects of thiazides may be enhanced in the
atient. .
Dogt.sr);rlr:&au:::tﬁmy utagenesis, impairment 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 oral dose levels as high as 300 mg/kg/day or 150 times the maximum rec(')m-2
mended human antihypertensive dose,* did not indicate a carcinogenic potential in rodents. A third (24
month) rat study, empfoyinq doses of 500 and 1,500 mg/kg/day (250 and 750 times the maxllrnum rec-
ommended human antihypertensive dose*) resufted in increased incidences of benign adrenal
meduliary tumors in males and females, mammary fibroadenomas in females, and anterior pituitary .
0 and thyroid Ilicular cell carcinomas in males. No evidence of a mutagenic potential o
atenolol was uncovered in the dominant lethal test (mouse), in vivo cytogenetics test Chinese hamster)
or Ames test (S typhimurium).

Fertility of male or female rats evaluated at dose levels as high as 200 mg/kg/day or 100 times the
maximum recommended human dose* was unaffected by atenolol administration.

Animai Toxicology: Six month oral studies were conducted in rats and dogs using TENORETIC
(atenolol and chlorthalidone) doses up to 12.5 mg/kg/day (atenoloi/chiorthatidone 10/2.5 mg/kg/day —
approximately five times the maximum recommended human antihypertensive dose*). There were no
functiona or morphological abnurmalities resuiting from dosing either compound alone or together
other than minor changes in heart rate, blood pressure and urine chemistry which were attributed to
the known pharmacologic properties of atenolol and/or chlorthalidone.

Chronic studies of atenolof performed in animals have revealed the occurrence of vacuolation of
epithetial ceils of Brunner’s glands in the duodenum of both maie and female dogs at all tested dose
levets (starting at 15 mg/kg/day or 7.5 times the maximum recommended human antihypertensive
dose*) and increased incidence of atrial degeneration of hearts of male rats at 300 but not 150 mg
atenolol/kr:;y (150 and 75 times the maximum recommended human antihypertensive dose”,

nancg: Pr:’mncy ory C. TENORETIC was studied for teratogenic potential in
the rat and rabbit. Doses of atenolol/chlorthalidone of 8/2, 80/20, and 240/60 mg/kg/day were admin-
istered orally to pregnant rats with no teratologic effects observed. Two studies were conducted. In
the first study, pregnant rabbits were dosed with 8/2, 80/20, and 160/40 mg/kg/day of atenolol/
chlorthalidone. No teratologic 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, doses of atenolol/chiorthalidone were 4/1, 8/2, and 20/5 mwuay. No
teratogenic or embryotoxic effects were demonstrated. it is concluded that the no- level for
embryonic resorptions is 20/5 mg/kg/day of atenolol/chiorthalidone (approximately ten times the
maximum recommended human dose*). TENORETIC should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

-Atenolol has been shown to produce a dose-related increase in embryo/tetal resorptions in
rats at doses equal to or greater than 50 mg/kg or 25 or more times the maximum recommended
human antihypertensive dose.* Aithough similar effects were not seen in rabbits, the compound was
not evaluated in rabbits at doses above 25 mg/kg or 12.5 times the maximum recommended human
antihypertensive dose.” There are no adequate and well-controlied studies in pregnant women.

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

Chiorthalidone~-~Thiazides cross the placental barrier and appear in cord biood. The use of
chiorthalidone and related drugs in pregnant women requires that the anticipated benefits of the drug
be weighed against possible hazards to the fetus. These hazards include fetal or neonatal jaundice,
thrombocytopenia and possibly other adverse reactions which have occurred in the aduit.

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

TENO

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
miid and transient. The adverse effects observed for TENORETIC are sssentially the same as those seen
with the individua! components.

Atenolol: The frequency estimates in the following table were derived from controlied studies in
which adverse reactions were either volunteered by the patient 'glcs studies) or eficited, eg, by checklist
(foreign studies). The reported frequency of elicited adverse effects was higher for both atenolol and
placebo-treated patients than when these ions were voll . Where frequency of adverse
effects for atenoiol and placebe is similar, causal relationship to atenolol is uncertain,

Totai-Volunteered and
Volunteered Elicited
(US Studies) (Foreign + US Studies)
Atenolol %  Placebo % Atenolo! % Placebo %
(n=164) (n = 206) (n = 399) (n=407)

CARDIOVASCULAR
Bradycardia
Cold Extremities
Postural Hypotension

LqrpﬁPaln
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR
Dizziness
Vertigo
Light-Headedness
Tiredness
Fatigue
Lethargy
Drowsiness
Depression
Dreamin*
GASTROINTESTINAL
Diarrhea
Nausea
RESPIRATORY (see Warnings)
Wheeziness 0
Dyspnea 086

MISCELLANEQUS: There have been reports of skin rashes and/or dry eyes associated with the use of
beta-adrenergic blocking drugs. The reported incidence is small, and, in most cases, the symptoms
have cleared when treatment was withdrawn. Discontinuance of the drug should be cons'n!erod if any
‘s#:h reaction is not otherwise explicable. Patients should be closely monitored following cessation of

rapy.

) cnfzm!qudom: Cardiovascular: orthostatic hypotension; Gastrointestinal: anorexia, gastric irrita-
tion, vomiting, cramping, constipation, jaundice (intrahepatic cholestatic jaundice), pancreatitis; CNS:
vertigo, parasthesias, xanthopsia; Hematologic: leukopenia, agranulocytosis, thrombocy pen

aplastic anemia; Hypersensitivity: purpura, photosensitivity, rash, urticaria, necrotizing angiitis
(vasculitis) (cutaneous vasculitis), Lyell's syndrome (toxic epidermal necrolysis); Miscellaneous:
hmerg!gcemla, glycosuria, hyﬂsruncemla, muscle spasm, weakness, restlessness. Clinical trials of
TENORETIC conducted in the United States (89 patients treated with TENORETIC) revealed no new or
unexpected adverse effects.

_POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects not observed in clinical
triats with atenolol but reported with other beta-adrenergic blocking agents should be considered
potentiai adverse effects of atenolol. Nervous System: %eversible mental depression progressing to
catatonia; haltucinations; an acute reversible syndrome characterized by disorientation for time and
place, short-term memory ioss, emotional lability, slightly clouded sensorium, and decreassd
geﬁormance on neuropsychometrics; Cardiovascular: Intensification of AV block (see CONTRAINDICA-

1ONS); Gastrointestinal: Mesenteric arterial thrombosis, ischemic colitis; Hematologic: Agranulocyto-
sis, nthromboc#openlc purpura, thrombocytopenic purpura; Aflergic: Erythematous rash, fever
combined with aching and sore throat, laryngospasm and respiratory distress; Miscellaneous:
Reversible alopecia, Peyronie’s disease.

There have been reports of a syndrome comprising psoriasiform skin rash, conjunctivitis sicca, otitis,
and sclerosing serositis attributed to the beta-adrenergic receptor blocking agent, practolol. This
syndrome has not been reported with TENORETIC or TENORMIN® (atenolol).

Clinical Laboratory Test Findings: Clinically important changes in standard laboratory parameters
were rarely associated with the administration of TENORETIC. The changes in laboratory parameters
were not progressive and usually were not associated with clinical manifestations. The most common
changes were increases in uric acid and in serum p ium.

DOSAGE AND ADMINISTRATION

Initial dose should be one TENORETIC 50 tablet once a day. if optimal response is not achieved, the
dosage should be increased to one TENORETIC 100 tablet once a day. Package insert shouid be
consuited for dosage adjustments in cases of severe impairment of renal function.

0
0. 12
1 4

)
05 3

oNOow
—“ o

o

o

~n
~NN

(= X~
W [ 4] WRNINWOHIDWNI W
N
—ooouwoon
i~

sN ODOmwO—=NA
o
-

=0 ~“O COOO—OOO—

sWw AN

RevE 10/89

@

A buSIRsE Ut OF ICI Amaricas lnc
Wilmingion Delaware 19887 USA

©1990 ICI AMERICAS INC.
IC1-2725



