HYZAAR® 50/12.5

DRT- HYZ-T-0995
Tracer HYZ-NL-6344

(Losartan Potassium & Hydrochlorothiazide)

QUALITATIVE AND QUANTITATIVE COMPOSITION
HYZAAR contains 50 mg of losartan potassium and 12.5 mg of hydrochlorothiazide

PHARMACEUTICAL FORM
Tablets.

CLINICAL PARTICULARS

Therapeutic Indications

Treatment of patients with essential who have
ment with an Al receplor or a diurelic as monotherapy.

to treat-

Posology and Method of Administration
HYZAAR can be taken before, during and after meals.

The usual starling and maintenance dose is one tablet once daily. If necessary, the
dosage may be increased to a maximum of two tablets daily. If patients will be treated
with HYZAAR following monetherapy with a diuretic. the diuretic therapy should be
slopped 2-3 days before HYZAAR is started.

No initial dosage adjustment is necessary for elderly patients

Contraindications
HYZAAR is contraindicated in.

- palients who are hypersensilive to any compenent of this pdeu:L
- patients who are to ather sulfonar -denved drugs
- patients wilh anuria,

SPECIAL WARNINGS AND SPECIAL PRECAUTIONS FOR USE
Losanran

Symptomatic Hypotension

HYZAAR should not be iniliated in patients who are intravascularly volume-depleted
berause symplomatic hypotension may accur. Such situations are mest likcly in patients
who are being treated with high-dose diuretics, are on a low-sodium diet or are experienc-
ing vomiting or diarthea_In patients with concurrent heant insufficiancy there may be an
increased risk of symplomatic hypotension. This is true in paricular for severe forms of
heart insufficiency as may be manifest from the concomilant use of high-dose diuralics,
hyponatremia or renal impairment. In such patients, treatment should preferably ba initial-
«d in the hospital. In general, inlravascular volume depletion should be carmected prior fo
administration of losartan

Renal Function Impairment
Other drugs thal affect the renin-angiolensin system may increase blood urea and serum
creatining in patients with bilateral renal artery stenosis or stenosis of the arary to a soli-

Losartar

Other hypertensives
Concurrent use with olher ma X
No drug interactions of dlinical significance have baon ideniiiec, Compounds which have
been studied in clinical pt ineic trials include ide, digoxin, war-
farin, cimstiding and phenobarbital.

Lithium

Although no specific research has been performed, losartan may reduce lithium excretion.
That is why serum lithium levels should be carefully monitored when adminislering lithium
salts

Hydrochiorathiazids
When given concurrently with the following drugs, interactions may oceur.

Alcohol, Barbiturates, or Narcotics
Potsntiation of orthostatic hypotsnsion may accur

Antidiabetic Drugs (Oral Agents and Insulin)
Dosage adjusiment of the antidiabelic drug may be required.

Other Antihypertensive Drugs
Additive effect.

Cholestyramine and Colestipcl Resins

Absarption of hydiochlorothiazide is impaired in the presence of anionic exchange resins.
Single doses of either cholastyramine or eolestipol resins hind the hydrochlorothiazide
and reduce its absorption from the gastroinlestinal tract by up to 85 and 43 percenl,
respactively.

Corticosteroids, ACTH
Inlensified electrolyle depletion, pariicularly hypokalemia may ocour.

Pressor Amines (e.g. Epinephrine)
Possihle decreased response to pressor amines but not sulficient to preclude Iheir use.

Skeletal Muscle Relaxants, Nondepolarizing
Possihle increased responsiveness lo tubacuraring.

Lithium
Diuratic agents reduce the renal clearanca of lihium and add a high risk of lithium toxicity;

use is nat K d. Refer to the package inserts for lithium prepara-
tions before usa of such praparations.

tary kidney. While not confirmed, this polentially may occur with 1l receptor
antaganists.

Hemodialysis Patients
Phamacokinelic data indicate that the plasma concentralion of losartan is highly variable
in this patient group, and on average is significantly higher than in olher patients.

Hepatic Disease
Based on pharmacokinelic data significanlly increased plasma concentrations of losartan
in cirthotic patients are demonstrated.

Operation/narcosis

In patients undergaing major surgery, or during narcosis with agents causing hypotension,
losartan blocks the action of angiotensin || after compensatory renin secrelion. | hypoten-
sion occurs, which may be attributed to this mechanism, it may be corrected by volume
replanishment.

HYDROCHLOROTHIAZIOE

Hypotension and Electrolyte/Fluid Imbalance
As with all antihypertensive therapy, symptamatic hypotension may nccur in same
patients. This was rarely seen in uncomplicated hypertensiva patients but is more likely in
the presence of fluid or electrolyte imbalance. Periodie delermination of serum electrolytes
should be performed at appropriate intervals as in any palient receiving diurelics.

Renal Function Impairment

“Thiazides are not appropriale diurelics for use in palients with renal impaiment, and are
ineffaclive at creatinine clearance values of 30 miimin or below (ie moderate or severe
renal insufficiency)

Hepatic Disease

Thiazides should be used with caution in patients wilh impaired hepatic function ar pro-
gressive liver disease, since minor alterations of lluid and electrolyte balance may precipi-
tate hepatic coma,

Metaholic and Endocrine Effects

Thiazides therapy may impair glucosa tolerance. Dosage adjusiment of antidiabetic
agents, including insulin, may be required {sce 'Interaction with other medicaments and
ather forms of interaction’).

Thiazides may decrease urinary calcium excrelion and may cause intermitlent and slight
alavation of serum calcium. Marked hypercalcemia may be evidence of hidden hyper-
parathyroidism. Thiazides should be discontinued before carrying out tesls for parathyroid
function

Incraases in and trigly
therapy.

Thiazide therapy may pracipitate hyperumoemia and/or goul in certain patients. Because
losartan produces a slight decrease in uric acid. lesartan in combinalion with
hy the diuretic-induced hyperuricemia to some degree.

levels may be wth thiazde diuretic

Other Precautions.

In patients receiving thiazides, hypersensifivity reaclions may occur with or withoul a his-
tory of allergy or bronchial asthma. Exacerbation or activation of systemic lupus erythe-
matosus has been reported with the use of thiazides.

Hyzaar
Pediatric Use

HYZAAR has not been studied in children.

Interaction with other Medicaments and other Forms of Interaction

In some patients, the administrafion of a non-stercidal anti-inflammatory agant can reduce
the diuretic, natriuretic, and antihypertansive effects of diuratics.

Drug/Laboratory Test Interactions

Although no specific research has been performed, it is to be expected thal serum polas-
sium could increase with concomitant use of potassium supplements and salt substilules
containing potassium, particulady in patients with renal impairmenlt

Because of their effects an calcium metabolism, thiazides may interfere with tests for
parathyraid funcion (see 'Special warnings and special precautions for use’)

Pregnancy and Lactation

Use during Pregnancy

There are insufficient data on the use of HYZAAR during pregnancy in man to avaluate
potential harmfulness. In animal experiments losanan proved to be harmiul. When lasar-
1an was administered to rats during late gestation or during lactation, it produced renal
abnormalities, reduced body weight and increased montality in offspring.

On the basis of the pharmacologic action of losantan, harmfulness due 1o use in pregnan-
ey is possible. The mechanism of Ihis is believed 1o be phafmacalogically mediated
through the effects of the renin-angiotensin system.

Fatal and neanatal morbidity and mertality can be caused by ACE inhibitors when adminis-
terod fo pregnant women during tha sacond and third trimestars of pregnancy. Use of
drugs that direclly act on the renin-angiotensin system during this period have been associ
ated with fetal and neonatal disorders. including hypotension, renal insufficiency, hyper-
kalemia and/or skull hypoplasia. As a result of reduced renal funclion, oligohydramnios
may oceur in the fetus. This may lead to limb conlractures, cranio-facial deformations and
hypoplal lung development. While no data are available, this could also occur with
angiotensin |l receptor antagonists.

The rouline use of diuretics in otherwise healthy pregnant women is nel recommended
and exposes mother and fetus lo unnecessary hazard. Diuretics do not prevent develop-
ment of toxaemia of pregnancy and there is no satisfaclory evidence Ihal they are useful
in the Irealmenl of toxaemia

From clinical ebservations il has appeared that thiazides may be harmiul to the fetus.
Thiazides cross the placental barrier and appear in the cord blood. The possible hazards
to the fetus include felal or neonatal jaundice, thrambocylopenia and possibly other
adverse reactions which have occurred in the adull

If children are desired and in case of pregnancy, HYZAAR should be discontinued as
so0n as possible. Furthermare, patient should immediately contact the treating physician
in order 1o decide on an altemalive treatment. It would be wise 10 point this out to the
patient at the stan of treatment.

Use during Lactation

Thiazides appear in human milk. ILis not known whether losartan is excreted in human
milk. However, significant levels of losanan and the active melabolite were shown 1o be
present in rat milk. Because of the potential for adverse effects on the nursing infant, a
decision should be made whether to discontinue nursing or discontinue the drug, laking
inte account he importance of the drug to the molher.

Effects on Ability to Drive and Use Machines

There are no known data an the effect on the ability to drive. In view of the possible occur-
rence of the side effect diziness, one should lake a negalive effect on the ability to drive
2nd operate machines into account.

Undesirable Effects
The side effects reported in the combined use of losanan potassium and hydrochlorath-
lazide are generally mild and wransient and do not give rise to discontinuation of treatment.



The occurrence of dizziness, headache and asthenia/fatigue are the main side-effects in
the use of HYZAAR. Also the side-effects of the separate ingredients should be taken
into account; these include palpitation, nausea, rash and sweating. After marketing, rare
cases of a hypersensitivity reaction (angioedema) have been reported with losartan

Laboratory Test Findings

In contralied clinical trials, clinically imponiant changes in standard laboratory parameters
were rarely iated with istration of HYZAAR. t (serum i
=5.5 mmall) occurred in 0.7% of patients, but in these trials, discontinuation of HYZAAR
due 10 hyperkalemia was not necessary. Elevations of ALAT accured rarely and usually
resolved upon discontinuation of therapy.

QOverdose

No specific information is available on the treatment of overdosage with HYZAAR.

Trealment is symplomatic and supportive, Therapy with HYZAAR should ba discontinued
and the patient observed closely. Suggested measures include induction of emesis and/ar
gastric lavage if ingestion is recent, and correclion of dehydration, electrolyte imbalance
and hypotension by established procedures

Losartan
Limited data are available in regard to overdosage in humans. The most likely fest:

Hydrochlorothiazide

Hydrochiorothiazide is not metabolized but is eliminated rapidly by the kidney. The plasma
hall-life of hydrochlorothiazide is 5.6-14.8 hours when the plasma levels can be followed for
atloast 24 hours. At least 61% of tha oral dosa is eliminated unchanged within 24 hours.

Distribution

Losartan o

Baoth losartan and its activa metabalite are = 8% bound to plasma proteins, primarily
albumnin. The volume of distribution of losaran is 34 liters. Studies in rals indicate that
losartan crosses the blood-brain barrier poory, if at all.

Hydrochiorothiazide
Hydrochlorsthiazide crosses the placental but not the blood-brain barrier.
Hydrochlarothiazide is excreted in human milk.

Biotransformation

Losarian

Aboul 14% of an intravencusly - or crally - administered dose of losartan is converled to

its active metabolite. Following oral and intravenous administration of “C-labeled losartan

peltassium, circulating plasma radivactivity primarily is atiributed to losartan and its active
ite. Minirmal ion of losaran 1o its active metabolite was seen in about one

tion of cverdosage would be hypotension and tachycardia; bradycardia could occur from
parasympathetic (vagal) stimulation. Meither losartan aor the active metabolite can be
removed by hemedialysis.

Hydrochlorathiazide
The most commen signs and symploms observed are those caused by electrolyte deple-
tion {hypokalemia, hypochloremia, hyponatremia) and dehydration resulting from exces-
sive diuresis. If digitalis has also been administered, hypokalemia may accentuate cardiac
arrhythmias. The degree lo which hydrochlorothiazide is removed by hemodialysis has
naot been established.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties

Lasarian - potassivm

The companents of HYZAAR have been shown to have an additive effect on blood pres-
sure reduction, reducing blood pressure ta a greater degree than either component
alone. This effect is thought to be a result of the complimentary actons of both compo-
nents. As a result of ils diuretic effect, hydrochlorothiazide increases plasma renin acti

ty, aldosterone secretion, and Ihe levels of angiotensin Il and decreases serum potassi
um, while losartan blocks all physiologically relevant effects of angiotensin I, including
inhibiticn of aldosterone secretien; this could attenuate the polassium loss associated with
the use of hydrochlarcthiazide.

Generally losartan causes a slight decrease in serum wric acid which s persistent in
chronic Iherapy. Hydrachlorathiazide has been shown o cause medest ingreases in uric
acid. When the combination was used an clevation of unc acid was cbserved, although
somewhal less frequently than wilh hydrochlorolhiazide alone.

The antihyperlensive effect of HYZAAR is sustained for a 24-hour penicd. In clinical stud-
ies of at least one year's duration, the antinyperiensive effecl was maintained with contin-
ued therapy. Despite Ihe significant decrease in bleod pressure. administration of
HYZAAR had no clinically significant effect on heart rate.

A sludy in patients with severe hyperiension showed Ine utilly of HYZAAR administered
as initial therapy and in regimen with other antihyperiensive agents after 12 weeks of ther-
apy.

HYZAAR is efiective in reducing bloed pressure in males and females, blacks and non-
blacks and in younger (<65 years) and older (265 years) patients and is nol anly effective
in mild but also severe hypertension.

Losartan
Losartan belangs 1o a new class of anlihyperiensives and is an effeclive, synthetic, orally
active angiclensin Il receptor i in Il a potent L 5 the
active hormone of the renin-angiotensin syslem and a major determinant in the patho-
physiclogy of hyperiensicn. Angiotensin Il alse stimulates smooth muscle cell prolilera-
fion. Angictensin Il binds to the AT1 receptor lound in many lissues (e.g vascular smooth
muscles, adrenal gland, kidneys, and the heart)and elicils several important biological
actions, including vasocanstriction and the release of aldoslerone. AT2 receplors are not
blocked by losartan.

Bolh losartan and Ihe pharmacologically aclive metabolite bind selectively 1o the AT1
receptor. Losarian and its active metabolite have no agonis! effects. Losartan does not
bind le or block other harmane receptor or ien channels important in cardiovascular regu-
laticn. Losartan differs fram ACE inhibitars in thal it does not inhibit ACE (kininase 1), the
enzyme that degrades bradykinin.

In a sludy specilically designed to assess the incidence of cough in patients treated with
losarian as compared to patients treated wilth ACE inhibitors, the incidence of cough
reparted by patients receiving losartan o hydrochlorothiazide was similar and was signifi-
canlly less than in patients treated with the ACE inhibitor lisinopril. In

percent of individuals studied.

In addition to the active metabolite, inactive metabolites are formed including two major
metabolites formed by hydroxylation of the butyl side chain and a minor metabolite, an N-
2 tetrazole glucuronide.

Hydrochiorothiazide -
Hydrochlerothiazide is not metabolized,

Elimination

Losartan

Plasma clearance of losartan and its active metabalite is about 600 ml/min and 50 mlmin,
respechively. Renal clearance of losartan and its active metabalite is about 74 ml/min and
28 mi‘min, respectively.

When losartan is administered orally, abaut 4% of the dose is excreted unchanged in the
urine. and about 6% of the dose is excreted in the urine ds active metabolile . The phar-
macokinetics of losartan and its active metabalite are linear with oral losartan polassium
doses up to 200mg.

The terminal half-life of losartan and Ihe aclive metabolite is about 2 hours and 6-9 hours,
respeclively. Duning once-daily dosing , neither lesarlan nor its aclive metabolile aceurmu-
lales significantly in plasma.

Both biliary and unirary cxeretion canlribute te the climination of losartan and its metabo-
liles. Following an oral dose of “G-labeled losartan in man, about 35% of radioactivity is
recovered in the urine and 58% in the feces.

Hydrochigrothiazide

Hydrachlorothiazide is eliminated rapidly by the kidney. The plasma haltife has been
abserved to vary between 5.6 and 14.8 hours. At least 81 percenl of the oral dose is elimi-
naled unchanged within 24 hours.

Gharacteristics in patients

Losartan

The plasma concentrations of losartan and ils active melabolite in elderly hypertensives
are not statislically significanlly different from Ihose in young hypertensives. The plasma
concentrations of losartan in ¢ patients are slatisti ignif higher in
women in comparison with men. Concentrations of the active metabolite are similar in
men and women.

Following cral administration in patients with mild 1o moderate alcoholic cirthosis of the
liver, plasma concentrations of lesarlan and its aclive melabolite were, respectively, 5-fold
and 1.7-fald greater Ihan Ihose seen in young male volunleers.

Meither losartan nar the metabolite can be removed by hemodialysis.

Hydrochiorothiazide
The plasma concentrations of hydrochlarcthiazide in hypertensive patients with reduced
renal funclion are statistically significantly higher in comparison to patients with normal
renal function.

Preclinical Safety Data
In animal experiments, losartan had a negative effect on late-fetal development (see 'Use
during pregnancy and laclation’). Otherwise there are no specific data.

PHARMACEUTICAL PARTICULARS
Incompatibilities
Not applicable.

research, there was no evidence of the occurrence of cough in patients given losartan.
Losartan has no effect on autonamic reflexes and no sustained effect on plasma norepi-
nephrine.

Hydrochlorothiazide

Hydrochlorothiazide is a diuretic and an antihypertensive. The mechanism of Ihe antihy-
pertensive effect of thiazides is unknown. Thiazides do not usually affect normal biood
prassure. The diuretic aclion affects the distal renal lubular mechanism of electrolyte
reabsarption. Hydrochlarolhiazide increase excretion of sadium and chioride in approxi-
mately equivalent amounts. Nalriuresis may be accompanied by some loss of patassium
and bicarbonate. After oral use, diuresis begins wilh 2 hours, peaks in about 4 hours and
lasts about 6 to 12 hours.

Pharmacokinetic properties

Absarption

Losarian

Following oral administration, losartan is well absorbed and undergoes first-pass metabo-
lism, lorming an active carboxylic acid metabalite and other inactive The

Special for Storage
As indicated on the outer pack of the product.

Availability
HYZAAR tablets are available in packs of 28 tablets and in packs of 30 tablets

This is a medicament

Medicamenl is a product which affects your health, and its consumption contrary to
instructions is dangerous for you.

Follow slrictly the doctor's prescription, the method of use and the instructions of the phar-
macist wha sold the medicament.

The doctor and the pharmacisls are experts in medicine, ils banefits and risks.

Do not by yourselt interrupt the pericd of treatment prescribes

Do not repeal the same prescription without consulting your dostor.

KEEP MEDICAMENT OUT OF REACH OF CHILDREN

bicavailability of losartan tablels it approximalely 33%. Mean peak concentrations of losar-
tan and its active metaholite are reached in 1 hour and in 34 hours, respectively. There
was no clinically significant effect on the plasma cancentration prafile of losartan when tha
drug was administered with a standardized meal. The effact of lood an the plasma con-
centration profile of losartan in this formulation has not been established.
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