
  
                                                                           
 
 
   
 
   CARDZAAR

®
  50/12.5 

(LOSARTAN POTASSIUM AND 

HYDROCHLOROTHIAZIDE TABLETS)  

CARDZAAR
®
  100/25 

(LOSARTAN POTASSIUM AND  

HYDROCHLOROTHIAZIDE TABLETS) 

 
DESCRIPTION 

CARDZAAR
®
 50/12.5 (losartan potassium and hydrochlorothiazide) and 

CARDZAAR
® 

100/25 (losartan potassium and hydrochlorothiazide) combine an 
angiotensin II receptor (type AT1) antagonist and a diuretic, 
hydrochlorothiazide. 

Losartan potassium, a non-peptide molecule, is chemically described as 2-
butyl-4-chloro-1-[p-(o-1H-tetrazol-5-ylphenyl)benzyl]imidazole-5-methanol 
monopotassium salt. Its empirical formula is C22H22ClKN6O. 

                               
CARDZAAR

®
 is available for oral administration in two tablet combinations 

of losartan and hydrochlorothiazide.  CARDZAAR
®
 50/12.5  contains 50 mg  of 

losartan  potassium and  12.5 mg  of hydrochlorothiazide. CARDZAAR
®
 100/25 

contains 100 mg of losartan potassium and 25 mg of hydrochlorothiazide. 
Inactive ingredients are sodium starch glycolate type A, microcrystalline 
cellulose, lactose hydrous, pregelatinized starch, magnesium stearate, 
hydroxypropyl cellulose, hypromellose, and titanium dioxide.  

CARDZAAR
®
 50/12.5 contains 4.24 mg (0.108 mEq) of potassium and 

CARDZAAR
®
 100/25 contains 8.48 mg (0.216 mEq) of potassium. 

 
INDICATIONS AND USAGE 
Hypertension 

CARDZAAR
®
 is indicated for the treatment of hypertension. This fixed 

dose combination is not indicated for initial therapy of hypertension, except 
when the hypertension is severe enough that the value of achieving prompt 
blood pressure control exceeds the risk of initiating combination therapy in 
these patients  

 
Hypertensive Patients with Left Ventricular Hypertrophy 

CARDZAAR
®
 is indicated to reduce the risk of stroke in patients with 

hypertension and left ventricular hypertrophy, but there is evidence that this 
benefit does not apply to Black patients 
 
CONTRAINDICATIONS 
CARDZAAR

®
 is contraindicated in patients who are hypersensitive to any 

component of this product. 
Because of the hydrochlorothiazide component, this product is contraindicated 
in patients with anuria or hypersensitivity to other sulfonamide-derived drugs. 
 
WARNINGS 
Fetal/Neonatal Morbidity and Mortality 

Drugs that act directly on the renin-angiotensin system can cause fetal and 
neonatal morbidity and death when administered to pregnant women. Several 
dozen cases have been reported in the world literature in patients who were 
taking angiotensin converting enzyme inhibitors. When pregnancy is detected, 
CARDZAAR

® 
should be discontinued as soon as possible. 

If oligohydramnios is observed, CARDZAAR
®
 should be discontinued 

unless it is considered life-saving for the mother. Contraction stress testing 
(CST), a non-stress test (NST), or biophysical profiling (BPP) may be 
appropriate, depending upon the week of pregnancy. Patients and physicians 
should be aware, however, that oligohydramnios may not appear until after the 
fetus has sustained irreversible injury. 

Infants with histories of in utero exposure to an angiotensin II receptor 
antagonist should be closely observed for hypotension, oliguria, and 
hyperkalemia. If oliguria occurs, attention should be directed toward support of 
blood pressure and renal perfusion. Exchange transfusion or dialysis may be 
required as means of reversing hypotension and/or substituting for disordered 
renal function. 

Thiazides cross the placental barrier and appear in cord blood. There is a 
risk of fetal or neonatal jaundice, thrombocytopenia, and possibly other 
adverse reactions that have occurred in adults. 
Hypotension — Volume-Depleted Patients 

In patients who are intravascularly volume-depleted (e.g., those treated 
with diuretics), symptomatic hypotension may occur after initiation of therapy 
with CARDZAAR

®
. This condition should be corrected prior to administration of 

CARDZAAR
®
 (see DOSAGE AND ADMINISTRATION). Impaired Hepatic 

Function Losartan Potassium and Hydrochlorothiazide 
CARDZAAR

®
 is not recommended for patients with hepatic impairment 

who require titration with losartan. The lower starting dose of losartan 
recommended for use in patients with hepatic impairment cannot be given 
using CARDZAAR

®
. Hydrochlorothiazide 

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

 
 
 

 
Hypersensitivity Reaction 
Hypersensitivity reactions to hydrochlorothiazide may occur in patients 

with or without a history of allergy or bronchial asthma, but are more likely in 
patients with such a history. Systemic Lupus Erythematosus 

Thiazide diuretics have been reported to cause exacerbation or activation 
of systemic lupus erythematosus.  

 
Lithium Interaction 
Lithium generally should not be given with thiazides  
 

Acute Myopia and Secondary Angle-Closure Glaucoma 
Hydrochlorothiazide, a sulfonamide, can cause an idiosyncratic reaction, 

resulting in acute transient myopia and acute angle-closure glaucoma. 
Symptoms include acute onset of decreased visual acuity or ocular pain and 
typically occur within hours to weeks of drug initiation. Untreated acute angle-
closure glaucoma can lead to permanent vision loss. The primary treatment is 
to discontinue hydrochlorothiazide as rapidly as possible. Prompt medical or 
surgical treatments may need to be considered if the intraocular pressure 
remains uncontrolled. Risk factors for developing acute angle-closure 
glaucoma may include a history of sulfonamide or penicillin allergy. 

 
PRECAUTIONS 
General 
Hypersensitivity: Angioedema. See ADVERSE 
REACTIONS,  

In double-blind clinical trials of various doses of losartan potassium and 
hydrochlorothiazide, the incidence of hypertensive patients who developed 
hypokalemia (serum potassium <3.5 mEq/L) was 6.7% versus 3.5% for 
placebo; the incidence of hyperkalemia (serum potassium >5.7 mEq/L) was 
0.4%. No patient discontinued due to increases or decreases in serum 
potassium. The mean decrease in serum potassium in patients treated with 
various doses of losartan and hydrochlorothiazide was 0.123 mEq/L. In 
patients treated with various doses of losartan and hydrochlorothiazide, there 
was also a dose-related decrease in the hypokalemic response to 
hydrochlorothiazide as the dose of losartan was increased, as well as a dose-
related decrease in serum uric acid with increasing doses of losartan. 
Hydrochlorothiazide 

Periodic determination of serum electrolytes to detect possible electrolyte 
imbalance should be performed at appropriate intervals. 

All patients receiving thiazide therapy should be observed for clinical signs 
of fluid or electrolyte imbalance: 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, 
irrespective of cause, include dryness of mouth, thirst, weakness, lethargy, 
drowsiness, restlessness, confusion, seizures, muscle pains or cramps, 
muscular fatigue, hypotension, oliguria, tachycardia, and gastrointestinal 
disturbances such as nausea and vomiting. 

Hypokalemia may develop, especially with brisk diuresis, when severe 
cirrhosis is present, or after prolonged therapy. 

Interference with adequate oral electrolyte intake will also contribute to 
hypokalemia. Hypokalemia may cause cardiac arrhythmia and may also 
sensitize or exaggerate the response of the heart to the toxic effects of digitalis 
(e.g., increased ventricular irritability). 

Although any chloride deficit is generally mild and usually does not require 
specific treatment except under extraordinary circumstances (as in liver 
disease or renal disease), chloride replacement may be required in the 
treatment of metabolic alkalosis. 

Dilutional 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 of choice. 

Hyperuricemia may occur or frank gout may be precipitated in certain 
patients receiving thiazide therapy. Because losartan decreases uric acid, 
losartan in combination with hydrochlorothiazide attenuates the diuretic-
induced hyperuricemia. 

In diabetic patients, dosage adjustments of insulin or oral hypoglycemic 
agents may be required. Hyperglycemia may occur with thiazide diuretics. 
Thus latent diabetes mellitus may become manifest during thiazide therapy. 

The antihypertensive effects of the drug may be enhanced in the 
postsympathectomy patient. 

If progressive renal impairment becomes evident, consider withholding or 

discontinuing diuretic therapy. 

Impaired Renal Function 
In patients whose renal function may depend on the activity of the renin-

angiotensin-aldosterone system (e.g., patients with severe congestive heart 
failure), treatment with angiotensin converting enzyme inhibitors has been 
associated with oliguria and/or progressive azotemia and (rarely) with acute 
renal failure and/or death. Similar outcomes have been reported with losartan. 

Thiazides should be used with caution in severe renal disease. In patients 
with renal disease, thiazides may precipitate azotemia. Cumulative effects of 
the drug may develop in patients with impaired renal function. Information for 
Patients 

Pregnancy: Female patients of childbearing age should be told about the 
consequences of second-and third-trimester exposure to drugs that act on the 
renin-angiotensin system, and they should also be told that these 
consequences do not appear to have resulted from intrauterine drug exposure  
 

 



 
 
that has been limited to the first trimester. These patients should be asked to 
report pregnancies to their physicians as soon as possible. 

Symptomatic Hypotension: A patient receiving CARDZAAR should be 
cautioned that lightheadedness can occur, especially during the first days of 
therapy, and that it should be reported to the prescribing physician. The 
patients should be told that if syncope occurs, CARDZAAR should be 
discontinued until the physician has been consulted. 

All patients should be cautioned that inadequate fluid intake, excessive 
perspiration, diarrhea, or vomiting can lead to an excessive fall in blood 
pressure, with the same consequences of lightheadedness and possible 
syncope. 
Potassium Supplements: A patient receiving CARDZAAR should be told not to 

use potassium supplements or salt substitutes containing potassium without 

consulting the prescribing physician 

 

ADVERSE REACTIONS 

In double-blind controlled clinical trials, the adverse experiences reported with 

losartan and hydrochlorothiazide occurred in >1 percent of patients, and more 

often on drug than placebo, regardless of drug relationship: 

 

 Losartan Potassium and 
Hydrochlorothiazide 

(n=858) 

Placebo 
(n=173) 

Body as a Whole   
Abdominal pain 1.2 0.6 
Edema/swelling 1.3 1.2 

Cardiovascular   
Palpitation 1.4 0.0 

Musculoskeletal   
Back pain 2.1 0.6 

Nervous/Psychiatric   
Dizziness 5.7 2.9 

Respiratory   
Cough 2.6 2.3 

Sinusitis 1.2 0.6 
Upper respiratory 

infection 
6.1 4.6 

  
Skin   

Rash 1.4 0.0 
 

The following adverse events were also reported at a rate of 1% or greater, 
but were as, or more, common in the placebo group in studies of essential 
hypertension: asthenia/fatigue, diarrhea, nausea, headache, bronchitis, 
pharyngitis. 

A patient with known hypersensitivity to aspirin and penicillin, when treated 
with losartan potassium, was withdrawn from study due to swelling of the lips 
and eyelids and facial rash, reported as angioedema, which returned to normal 
5 days after therapy was discontinued. 

Superficial peeling of palms and hemolysis were reported in one subject 
treated with losartan potassium.  

Other adverse experiences that have been reported with losartan, without 
regard to causality, are listed below: 

Body as a Whole: chest pain, facial edema, fever, orthostatic effects, 
syncope; Cardiovascular: angina pectoris, arrhythmias including atrial 
fibrillation, sinus bradycardia, tachycardia, ventricular tachycardia and 
ventricular fibrillation, CVA, hypotension, myocardial infarction, second degree 
AV block; Digestive: anorexia, constipation, dental pain, dry mouth, dyspepsia, 
flatulence, gastritis, vomiting; General disorders and administration site 
conditions: malaise; Hematologic: anemia; Metabolic: gout; Musculoskeletal: 
arm pain, arthralgia, arthritis, fibromyalgia, hip pain, joint swelling, knee pain, 
leg pain, muscle cramps, muscle weakness, musculoskeletal pain, myalgia, 
shoulder pain, stiffness; Nervous System/Psychiatric: anxiety, anxiety disorder, 
ataxia, confusion, depression, dream abnormality, hypesthesia, insomnia, 
libido decreased, memory impairment, migraine, nervousness, panic disorder, 
paresthesia, peripheral neuropathy, sleep disorder, somnolence, tremor, 
vertigo; Respiratory: dyspnea, epistaxis, nasal congestion, pharyngeal 
discomfort, respiratory congestion, rhinitis, sinus disorder; Skin: alopecia, 
dermatitis, dry skin, ecchymosis, erythema, flushing, photosensitivity, pruritus, 
sweating, urticaria; Special Senses: blurred vision, burning/stinging in the eye, 
conjunctivitis, decrease in visual acuity, taste perversion, tinnitus; Urogenital: 
impotence, nocturia, urinary frequency, urinary tract infection. 
Hydrochlorothiazide 

Other adverse experiences that have been reported with 
hydrochlorothiazide, without regard to causality, are listed below: 

Body as a Whole: weakness; Digestive: pancreatitis, jaundice (intrahepatic 
cholestatic jaundice), sialadenitis, cramping, gastric irritation; Hematologic: 
aplastic anemia, agranulocytosis, leukopenia, hemolytic anemia, 
thrombocytopenia; Hypersensitivity: purpura, photosensitivity, urticaria, 
necrotizing angiitis (vasculitis and cutaneous vasculitis), fever, respiratory 
distress including pneumonitis and pulmonary edema; Metabolic: 
hyperglycemia, glycosuria, hyperuricemia; Musculoskeletal: muscle spasm; 
Nervous System/Psychiatric: restlessness; Renal: renal failure, renal 

dysfunction, interstitial nephritis; Skin: erythema multiforme including Stevens-

Johnson syndrome, exfoliative dermatitis including toxic epidermal necrolysis; 

Special Senses: transient blurred vision, xanthopsia. 

 

 

 
DOSAGE AND ADMINISTRATION 
 
Hypertension 

Dosing must be individualized. The usual starting dose of losartan is 50 mg 
once daily, with 25 mg recommended for patients with intravascular volume 
depletion (e.g., patients treated with diuretics) (see WARNINGS, Hypotension 
— Volume-Depleted Patients) and patients with a history of hepatic impairment 
(see WARNINGS, Impaired Hepatic Function). Losartan can be administered 
once or twice daily at total daily doses of 25 to 100 mg. If the antihypertensive 
effect measured at trough using once-a-day dosing is inadequate, a twice-a-
day regimen at the same total daily dose or an increase in dose may give a 
more satisfactory response. 
Hydrochlorothiazide is effective in doses of 12.5 to 50 mg once daily and can 
be given at doses of 12.5 to 25 mg as CARDZAAR. 
To minimize dose-independent side effects, it is usually appropriate to begin 
combination therapy only after a patient has failed to achieve the desired effect 
with monotherapy. 

The side effects (see WARNINGS) of losartan are generally rare and 
apparently independent of dose; those of hydrochlorothiazide are a mixture of 
dose-dependent (primarily hypokalemia) and dose-independent phenomena 
(e.g., pancreatitis), the former much more common than the latter. Therapy 
with any combination of losartan and hydrochlorothiazide will be associated 
with both sets of dose-independent side effects. 

A patient whose blood pressure is inadequately controlled by 25 mg once 
daily of hydrochlorothiazide, or is controlled but who experiences hypokalemia 
with this regimen, may be switched to CARDZAAR 50/12.5 (losartan 50 
mg/hydrochlorothiazide 12.5 mg) once daily, reducing the dose of 
hydrochlorothiazide without reducing the overall expected antihypertensive 
response. The clinical response to CARDZAAR 50/12.5 should be 
subsequently evaluated, and if blood pressure remains uncontrolled after 
about 3 weeks of therapy, the dose may be increased to two tablets of 
CARDZAAR 50/12.5 once daily or one tablet of CARDZAAR 100/25 (losartan 
100 mg/hydrochlorothiazide 25 mg) once daily. 

The usual dose of CARDZAAR is one tablet of CARDZAAR 50/12.5 once 
daily. More than two tablets of CARDZAAR 50/12.5 once daily or more than 
one tablet of CARDZAAR 100/25 once daily is not recommended. The 
maximal antihypertensive effect is attained about 3 weeks after initiation of 
therapy. 
CARDZAAR may be administered with other antihypertensive agents. 
CARDZAAR may be administered with or without food. 
 
Storage 

Store at or below 25°C (77°F) 
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