
I N HYPERTENSION 
When patients are difficult to manage ... 

It's time for TENORETIC. 
Some hyperten ive patient fmd it difficult to 

make dietary and life- ryl change you recommend. 
Other imply don t re pond to monoth rap . 
So continue to encourage a healthier life- ryle, and 
pre cribe a imple, effective antihyperten i e regimen for 
the e patient. Initiate one-tablet-a-day TENORETIC 
therapy, th imple t regimen available. It work round 
th clock to lower blo d pre ure without added tablet 
or ide ef-f ct that can 0 ea ily di courage compliance. 

Tenoretic~ 
Each tablet contains 

T€NOP.MIN· (atenolol) 50 mg or 100 mg 
and chlorthahdone 25 mg 

For your difficult·to-manage hypertensive. 

TE ORETIC IS I/ol lfldica/ed for Ihl' il/ilia/lherapy of hyperll'l/swl/ 1'1' adjacl'nt pagl' for bnef ufIlmary of prescnblllg illformalion. 
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Keynote speakers wi II focus on 
the 1992 status of world health, 
the consequences in ten yean. if 
current trends continue, 
strategies that could change our 
behaviour in appropriate ways, 
and how we might contribute to 
the political wi ll needed to meet 
the anticipated challenges. 

Complementing the daily 
sessions will be a large 
commerical and scientific 
exhibit area open daily for 
delegates. 

Family physicians, academies, 
colleges, university departments 
and research units are invited to 

submit specific proposals for 
presentations. Free-standing 
papers, poster sessions, symposia 
and workshops are all channels 
through which you or your 
organization can participate. 

YOUR I lOST CITY-
VAN OUVER 
Vancouver, Canada's third 
largest city, is the jewel of North 
America's Pacific CO<ISt. Sct in 
(he magnificent narural harbour 
surrounded by snow-capped 
mountains, lush forests anti 
picturesque bays and coves, 
Vancouver is nor only one of the 
most beautiful cities in the 
worltl, but also clean, orderly anti 
safe. Vancouver is rich in the 
colour and life of ethnic variety 
ami offers visitors, n almost 
limitless choice of activities. 

Blocks of betlrooms have been 
reserved for conference tlelegates 
in a wide variety of downtown 
hotels. 

CLIMATE 
May is early summer with temp
eratures ranging from 15 degrees 
C to 20 degrees C (60 degrees F 
(Q 70 degrees F). Evening 
temperatures are rarely below 10 
degrees C (SO degrees F). 

LANGUAGE 
The o(ficiallanguages of the 
World Conference are English 
and French. 

THE VANCOUVER TRADE 
AND ONVENTION 
CENTRE 
A spectacular venue for the 
conference. The Centre is 
located in the heart of the ci ty, 
on the ocean. overk'Klking the 
coastal mounrains. The stare-of
the-art facility has spacious well
equipped meeting rooms and is 
convenient to hotels. shops and 
restaurants. 

SOCIAL PROGRAMS 
Spectacu lar Opening 
CcrclTIon ies 
City Tours and Excursions 
International Banquet 
Day trip to historic Victoria 
Special Programs for children 
,1I1J young people 

PRE AND POST 
CONFERENCE TOURS 
Banff, Jasper, Lake Louise 
Victoria, Whistler, 
Brilish Columbia Interior. 
Salmon Fishing Excursion, 
Ranch Resort Vacations, 
Eastern Canada, Hawaii, 
Alaska Cruises 

TRANSPORTATION 
Vancouver is a major 
international destination served 
by 18 major airlines. 

o Please send me further 
information 

o I am interesteJ in 
presenting a paper 

(PI."", prlt,,) 

Namc _________ _ 

Address ________ _ 

Clty __________ _ 

Provlnce/Smre ______ _ 

P,,,t31/ Zip odc-------

_nllntry ________ _ 

Tclcrhonc ________ _ 

For further 
information contact: 
The College of 
Family PhYSicians 
ofCanadn 
4000 Leslie Street, 
WillowJale, Ontario 

anada M2K 2R9 
Telephone: 416.493.7513 
Facsimile: 416.493.3224 



Tenoretic~ (atenolol and chlorthalidone) 
(For full prescribing information, see package insert) 

INDICATlDNS AND USAGE: TEtiORETIC 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, rt 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 WARtiINGS); anuria; 
hypersensitivity to this product or to sulfonamide-denved 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 patients who have congestive heart 
failure controlled by digitalis andlor 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 bela-blocking. agents. over a period of time can, in some cases, lead 10 cardiac failure. 
AI the first sign or symptom of Impending cardiac failure, pallenls receIVing TENORETIC should be 
digitalized and/or be given additional diuretic therapy. Obsel'le the patient closely. If cardiac failure 
conlinues 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 wrth renal disease, thiazides may preCipitate azotemia. Since cumulative effects may 
develop in the presence of impaired renal function, if progressive renal impairment becomes evident, 
TENORETIC should be discontinued. 

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 
patients. 

IschemiC Heart Disease: 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 is planned, the patient should be carefully obsel'led and should be 
advised to limit physical activity to a minimum. TENORETIC should be reinstated if withdrawal 
symptoms occur. 

Bronchospastlc Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, 
NOT RECEIVE BETA BLOCKERS. Because of Its relative beta,-selectlvlty, however, TENORETIC may 
be used with caution In patients with bronchospastic disease who do not respond to or cannot 
tolerete, other antihypertensive treatment. Since betll-selectlvlty Is not Ibsolute, the lowest 
possible dose of TENORETIC should be used and a bell,-stimulatlng 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. 

Anesthesia and Major Surgery: 1\ is nol advisable to withdraw beta-adrenoreceptol hlocking drugs 
prior to surgery in the majority of patients. However, care should he taken when uSing anesthetic 
agents such as ether, cyclopropane, and trichloroethylene. Vagal dominance, if it occurs, may be 
corrected with atropine (1-2 mg IV). 

Beta blockers are competitive inhihitors of beta-receptor 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). 

MetaboliC and Endocrine Effects: TENORETIC may be used with caution in diabetiC patients. Beta 
blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as 
dizziness and sweating may not be significantly affected. At recommended doses atenolol does not 
potentiate insulin-induced hypoglycemia and, unlike nonselective beta blockers. does not delay 
recovery of blood glucose to normal levels. 

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

Beta-adrenergiC blockade may mask certain clinical signs (eg, tachycardia) of hyperthyroidism. 
Abrupt w'lthdrawal ot beta blockaoe might precipitate a thyroid storm; theretore, patients suspected of 
developing thyrotoxICOSIS from whom TENORETIC therapy IS to be wrthdrawn should be monrtored closely. 

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

Hyperuricemia may occur, or acute gout may be preCipitated in certain patients receiving thiazide 
therapy. 
PRECAUTtONS: Electrolyte and Fluid Balance Statui: Periodic determination of serum electrolytes to 
detect possible electrolyte imbalance. should be performed at appropriate intel'lals. . 

Patients should be obsel'led for clinical signs of flUid or electrolyte Imbalance; Ie, hyponatremia, 
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 fluid and electrolyte imbalance include dryness of the mouth, thirst, weakness. lethargy •. 
drowsiness, restlessness, muscle pains or cramps, muscular fatigue, hypotension, oliguria, 
tachycardia, and gastrointestinal disturbances such as nausea and vomiting. 

Measurement of potassium levels is appropriate espeCially in elderly fatients, those receiving 
digitalis preparations for cardiac failure, patients whose dietary intake 0 potassium is abnormally low, 
or those suffering from gastrointestinal complaints. . 

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

Interference 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. 

Any chloride deficit during thiazide therapy is generally mild and usually does not require specific 
treatment except under extraordinary circumstances (as in liver disease or renal disease). DllullOnal 
hyponatremia may occur in edematous patients in hot weather; appropriate therapy is water restriction 
rather than administration of salt except in rare instances when the hyponatremia is life-threatening. In 
actual salt depletion, appropriate replacement is the therapy at choice. 

Drug Interactions: TENORETIC may potentiate the action of other antihypertenSive agents used 
concomitantly. Patients treated with TENORETIC plus a catecholamine depletor (eg. reserpine) shOuld 
be closely obselVed for evidence of hypotension andior marKed bradycardia which may produce 
vertigo, syncope or postural hypotension. . 

Thiazides may decrease arterial responsiveness to norepinephrine. This diminulion is nol sufficlenllo 
preclude the therapeutic effectiveness of norepinephrine. Thiazides may increase the responsiveness to 
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 before use of such preparations 
with TENORETIC. 

Should rt be decided to discontinue therapy in patients receiving TENORETIC and clonidine 
concurrently, the TENORETIC 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 thiazldes may be enhanced In the 
postsympathectomy patient. 

Carcinogenesis, Mutagenesis, 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 dose 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 
adenomas and thyroid parafollicular cell carcinomas in males. No eVidence ofa mutagenic potential 01 
atenolol was uncovered In the dominant lethal test (mouse). in vivo cytogenetics test (Chinese hamster) 
or Ames test (5 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. 

TENORETIC~ (alenolol and chlorthalidone) 
Animal Toxicology: Six month oral studies were conducted in rats and dogs uSing TENORETIC 

doses up to 12.5 mg/kg/day (atenolol/chlorthalidone 10;2.5 mglkg/day - approximately five tlmBS the 
maximum recommended human antihypertensive dose ). There were no funcllOnal or morphOlogical 
abnormalities resulting from dosing either compound alone or together other than minor changes in 
heart rate, blood pressure and uline chemistry which were atlnbuted to the known pharmacologic 
properties of atenolol and/or chlorthalidone. 

Chronic studies of atenolol performed in animals have revealed the occurrence of vacuolation 01 
epithelial cells of Brunner's glands in the duodenum of both male and female dogs at all tested dose 
levels (starting at 15 mg/kg/day or 7.5 times the maximum recommended human antihypertenSIVe 
dose") and increased incidence of atrial degeneratIOn of hearts 01 male rats at 300 but not 150 mg 
atenolol/kg/day (150 and 75 times the maximum recommended human antihypertensive dose', 
respectively). 

Use In Pregnancy: Pregnancy Category C. TENORETIC was studied for teratogenic potential in the 
rat and rabbit. Doses of atenolol/chlorthalldone of 8/2, 80/20, and 240/60 mg/kg/day were administered 
orally to pregnant rats with no teratologic effects obselVed. Two studies were conducted. In the 1>rst 
study, pregnant rabbits were dosed with 8/2,80/20, and 160/40 mg/kg/day of atenoloVchlorthalidone. 
No teratologic changes were noted, embryOniC resorpllOns were obsel'led at all dose levels (ranging 
from approximately 5 times to 100 times the maximum recommended human dose"). In a second 
rabbit stUdy, doses of atenolollchlorthalldone were 411. 8/2, and 20/5 mg/kg/day. No teratogenic or 
embryotoxlc ellects were demonstrated. 1\ is concluded that the no-effect level for embryonic 
resorpllOns is 20/5 mg/kg/day of atenolollchlorthalidone (approximately ten times the maximum 
recommended human dose"). TENORETIC should be used during pregnancy only ij the potential 
benefit lustifies the potential risk to the fetus. 
~-Atenolol has been shown to produce a dose-related increase in embryolfetal resorptions in 

rats at doses equal to or greater than 50 mg/kg or 25 or more times the maximum recommended 
human antihypertensive dose.' Although 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-controlled studies in pregnant women. 

"Based on the maximum dose of 100 mg/day in a 50 kg patient weight. 
Chlorthalidone--Thiazides cross the placental barner and appear in cord blood. The use 01 

chlorthalidone and related drugs in pregnant women reqUires that the antiCipated benefits of the drUO 
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 aduij. 

Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared 
to the concentrallOn in plasma. Caution should be exercised when atenolol is admmistered to a nursmg 
woman. 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. 

Pediatric Use: Safety and effectiveness in children have not been established. 
ADVERSE REACTIONS: TENDRETIC is usually well tolerated in properly selected patients. Most 

adverse effects have been mild and transient. The adverse affects obsel'led lor TENORETIC are 
essentially the same as those seen with the individual components. 

Atenolol: The frequency estimates in the following table were derived from controlled studies in 
which adverse reactions were either volunteered by the patient (US studies) or ellcrted, ago by checklist 
(foreign studies). The reported frequency of eliCited adverse effects was higher for both atenolol and 
placebo-treated patients than when these reactions were volunteered. Where frequency of adverse 
effects for atenolol and placebo is similar, causal relationship to atenolol,s uncertain. . 

The following adverse-reaction data present frequency estimates In terms of percentages: first from 
the US studies (volunteered side effects) and then from both US and foreign studies (volunteered and 
elicited side effects): 

US STUDIES IATENOLOL, ... ,64); PLACEBO, n_206) ("Ie ATENOLOl-"Ie PLACEBO): 
CARDIOVASCULAR: bradycardia (3%-0%), cold extremities (0%-0.5%), postural hypotension 

(2%-1 %), leg pain (0%-0.5%) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (4%-1%), vertigo (2%-0.S%).lioht

headedness (1%-0%). tiredness (0.6%-0.5%), fatigue (3%-1%). lethargy (1%-0%). drOWSiness 
(0.6%-0%), depression (0:6'1o-0.5%),dreamlng (0%-0%) 

GASTROINTESTINAL: diarrhea (2%-0%), nausea (4%-1%) 
RESPIRATORY (see WARNINGSI: wheeziness (00/0-0%), dyspnea (0.6%-1%) 
TOTALS US AND FOREIGN STUDtES (ATENOLOL, na399; PLACEBO, n-407): 
CARDIOVASCULAR: bradycardia (3%-0%), cold extremities (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 WARtiINGS): wheeziness (3%-3%), dyspnea (6%-4%) 

MtSCELLANEOUS: There have been reports of skin rashes and/or dry ayes associated with the use 01 
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 conSidered ij any 
such reaction is not otherwise explicable. Patients should be closely monitored followmg cassallon of 
therapy. 

DUring postmarketing experience. the following have been reported in temporal relationship to the 
use of the drug: reVllrsible alopecia, impotence. elevated liver enzymes andior bilirubm. and 
thrombocytopenia. ...... . . 

Chlorthalldone: Cardiovascular: orthOStatiC hypotension; GastrOintestinal: anoreXia, gastrIC Irritation. 
vomiting, crampmg, constipation, jaundice (intrahepatic cholestatic jaundice). pancreatills: CNS: 
vertigo, paresthesias. xanthopSia; HematologiC: leukopenia, agranulocytosis. thrombocytopenia, 
aplastic anemia; Hypersensitivity: purpura, photosensitIVIty, rash, urticaria. necrotizing angIItis 
(vasculitis) (cutaneous vasculitiS), Lyell's syndrome (tOXIC epidermal necrolysls); Miscellaneous: 
hyperglycemia, glycosuria, hyperuricemia, muscle spasm, weakness. restlessness. Clinical tnals 01 
TENORETIC conducted in the United States (89 patients treated With TENORETlC) revealed no new or 
unexpected adverse effects. 

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects not obser'led in clinical trials 
with atenolol but reported with other beta-adrenergic blocking agents should be considered potential 
adverse effects of atenolol. NelVous System: Reversible mental depression progressing to catatonia; 
hallUCinations; an acute reversible syndrome characterized by disonentallOn lor time and place. short
term memory loss, emotional lability, Slightly clouded sensorium, and decreased performance on 
neuropsychometncs; Cardiovascular: IntenslficallOn of AV block (see CONTRAINDICATIONS); 
GastrOintestinal: Mesenteric arterial thrombosis, ischemic colitiS; Hematologic: AgranulocytosIS, 
purpura; Allergic: Erythematous rash, fever combined With aching and sore throat, laryngospasm and 
respiratory distress; Miscellaneous: Peyronie's disease. 

There have been reports of a syndrome compriSing pSOriasiform skin rash, conjunctivrtis 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 decreases In serum potaSSium. 
DOSAGE AND ADMINISTRATION 

DOSAGE MUST BE INDIVIDUALIZED (SEE INDICATIONS) 
Chlorthalidone is usually given at a dose of 25 mg daily; the usual inrtial dose 01 atenolal is 50 mg 

dally. Therefore, the. initial dose should be one TENORETIC 50 tablet given once a day. If an optimal 
response is not achieved, the dosage should be increased to one TENORETIC 100 tablet gIVen once a day. 

When necessary, another antihypertensive agent may be added Qraduallv beginning With 50 percent 
of the usual recommended starting dose to aVOid an excessive fall In blood pressure. 

Since atenolol is excreted via the kidneys, dosage should be adlusted In cases of severe impairment 
of renal function. No significant accumulation of atenolol occurs until creatinine clearance falls beiow 
35 mUminll.73m' (normal range is 100-150 mUminll.73m'); therefore. the follOWing maximum 
dosages are recommended for patients With renal impairment. 

Creatinine Clearance 
\mUminil 73m'1 
5-35 

<15 

RevF 3/90 
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Atenolol Elimination 
Half-life (hrs) 
16-27 
>27 

MllcmJmOr&l!e 
50 mg daily 
50 mg every oIher day 

ICIPharma 
"~"'oIlCI __ 1N:. 
WiInwlgOon, ~ 1_1 USA 


