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aldosteron:

ks the AT, receptor. In vi and
active carboxylic acid metabolite E-3174 block all physiologically relevan actions of angiotensin
I, regardless of the source or route of its synthesis.

Losartan does not have an agonist effect nor does it block other hormone receptors or fon
channels important in cardiovascular regulation. Fur!hevmore losartan does not inhibit ACE

toagreater the age
ren with adolescents these differences became

e h
groups. When comparing preschool

5.3 Precinical safety data
preclinical data vevea\ no special hazard for humans based on conventional studies of general

(kininase 1), the enzyme that degrades bradykinin. there is no of
undesirable bradykinin-mediated effects.

During administration of losartan, removal of the angiotensin Il negative feedback on renin
secretion leads to increased plasma renin activty (PRA).Increase in the PRA leads to an increase

otoxicity and otential. In repeated dose toxicity studies, the
administration of losartan mduced a decrease i the red blood cell parameters (erythrocytes,
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@ decrease in heart weight (without a histological correlate) and gastrointestinal changes

inangiotensin Il in plasma. Despite

, ulcers, erosion: Like other directly

1. NAMEOF EUTICAL PRODUCT
1.1Trade Name : LOZISART 50 Losartan Potassium Tablets USP 50mg)
1.25trength : 50mg
1 "

affect h toind: the

plasma aldosterone concentration are mamtamed indicating effective angiotensin I receptor
blockade. losartan, PR
the baseline values.

Both losartan and its principal active metabolite have a far greater affinity for the AT.-receptor
than for the AT,-receptor. The active metabolite is 10- to 40- times more active than losartan on a
weight for weight basis.

5.2 Pharmacokinetic properties

Absorption: Following oral administration, losartan is well absorbed and undergoes first-pass
metabolism, forming an active carboxylic acid metabolite and other inactive metabolites. The
systemic i of losartan tablets is 33%. Mean peak of

6 PHARMACEUTICAL PARTICULARS
of excipients

Colloidal AnhydrousSiica

Maize Starc}

Lactose Monohydrate
Microcrystalline Cellulose

Povidone

losartan and s active metabolite are reached in 1 hour andin 3-4 hours, respectively.
Distribution: Both losartan and its active metabolite are 299% bound to plasma proteins,
primarilyaloumin. The volume of distribution of osartanis 34 itres.

Purified Talc
Croscarmellose Sodium
Tartrazine Lake

I active op:

metabolite. Following oral 14c- potassium,

radioactivity primarily s attributed to losartan and its active metabolite. Minimal conversion of 6.2Incompatibilities
one percent of Inaddition NotApplicable

Elimination: Plasma clearance of losartan and its active metabolite is about 600 ml/min and 50
i/ ivel . 4 mi/rmin and

6.3shelflife

26 mi/min, respectively. When losartan is administered orally, about 4% of the dose is excreted
unchanged in the urine, and about 6% of the dose is excreted in the urine as active metabolite.
osart

doses upto 200 mg.
Following oral administration, plasma concentrations of losartan and its active metabolite
decline polyexponentially, with  terminal half-life of about 2 hours and 6-9 hours, respectively.

6.4.Special precautions for storage
Storeat. protect
Keep outof the reach of children.

6.5 Nature and contents of container
10x

During once-daily dosing with 100 mg, neither losartan nor its active metabolite
significantlyin plasma

Both biliary and urinary excretions contribute to the elimination of losartan and its metabolit
Following an oral dose administration of 14C-labelled losartan in man, about 35% / 43% of

Characteristics in patients: In elder atients the plas

6.6 Speci: i i handling
Nospecial requirements.

7.MANUFACTURED BY :
2mL

rly pi of
losartan and s active metabolite do not differ essentially from “hose found in young

patients the plasma levels of up totwice as high as in male
hypertensive patients, while the plasma levels of the active metabolite did not differ between
menand women.

Inpatients with mild to moderate alcohol-induced hepatic crrhosis, the plasma levels of losartan
andits a after oral D 5and 1.7 times higher than
inyoung male patients.

10
mi/minute. Compared to patients with normal renal function, the AUC for losartan is about 2-
times higher inhaemodialysis patients.

The plasma concentrations of the active metabolite are not altered in patients with renal
impairmentor in haemodialysispatients

Neither losartan nor

Pharmacokinetics in paediatric patients: The pharmacokinetics of losartan have been
VP 1 month to < 16 years of age following once

54t00.77 mg/ kgof
The results showed that the active metabolite is formed from losartan in all age groups. The
results showed roughly similar pharmacokinetic parameters of losartan following oral
administration in infants and toddlers, preschool children, school age children and adolescents.
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Each film coated tablet contains:
Losartan Potassium  USP 50mg
*Forfull List of excipients, see section 6.1

3. PNARMACEUT!O\LFORM
Film-coatedtal

Yellow, circular, x!rgh!/y biconve, film coated tablets, engraved with ‘Zim’ on one side and
breakline on othersides.”

4. CLINICAL PARTICULARS
4.1 Therapeuticindications
Losartan Potasshumis indicated forthe:
Treatment of essential hypertension in adults and in children and adolescents 6 - 18 years of

Treatment of renal disease in adult patients with hypertension and type 2 diabetes mellitus

Treatment of chronic heart failure in adult patients when treatment with Angiotensin-
converting enzyme (ACE) inhibitors is not considered suitable due to incompatibility,
especially cough, or contraindication. Patients with heart failure who have been stabilized
with an ACE inhibitor should not be switched to losartan. The patients should have a left
ventricular ejection fraction < 40% and should be clinically stable and on an established
treatment regimen for chronic heart failure.

Reductionin the risk of i wpertrophy
documented by ECG.

4.2Posology and method of administration
Posology

The
maximal antihypertensive effect is attained 3-6 weeks after initiation of therapy. Some patients
fonal benefit by i i

other ts, especially with diuretics (c

hydrochlorothiazide).
Hypertensive type Il diabetic patients with proteinuria > 0.5 a/day: The usual starting dose is 50

to
from one month onwards after initiation of therapy. Losartan may be administered with other
antihypertensive agents (e.g. diuretics, calcium channel blockers, alpha- or beta-blockers, and
centrally acting agents) as well as with insulin and other commonly used hypoglycemic agents
(

Heart Failure: The usual failure s 12.
‘The dose should generally be titrated at weekly intervals (i.e. 12.5 mg daily, 25 mg daily, 50 mg
daily, 100 mg dail

Redetion in the risk of stroke in hypertensive patients with left venticulor hypertrophy
documented by ECG: The usual starting dose is 50 mg of losartan once daily. A low dose of
hydrochlorothiazide should be added and/or the dose of losartan should be increased to 100 mg
once daly based on blood pressure response.

Special populations
Use in patients with intravasculor volume depletion: For patients with intravascular volume-
depletion (e.g. those g! 25mg

beconsidered.

Use in patients with hepatic impairment: A lower dose should be considered for patients with a

history of Thereisno in severe hepatic
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impairment. Therefor
Paediatric population

children aged

has not been established

6years to 18 years: Forpatients who can swallow tablets, the recommended dose is 25 mg once
v e maximum of 50

In patients >50 kg, the usual dose is S0 mg once daily. In ex:enuona\ cases the dose can be

Primary Patients with primary Iy will not respond to
antihypertensive medicinal products acting through inhibition of the renin-angiotensin system.
Therefore, the use of losartanis not recommended

Coronary heart disease and cerebrovascular disease: As with any antihypertensive agents,

given to monitoring renal function after initiation of concomitant therapy, and periodically
thereafter.

through use of
ACE inhibitors, angfotensin l receptor blockersor alskiren s associated with a hgher frequency

Heart failure: In patients with heart failure, with or without renal impairment, there is - as with
other medicinal products acting on the renin-angiotensin system - a risk of severe arterial
hypot i

100 mg once dail Lame/kg (orin excessof
have not been studied in pacdiatric patients. There is no sufficient therapeutic experience with losartan in patients with heart failure and
Losart: foruse Id ' in patients wi lass IV) aswell
these patient groups. Therefore,

Itis not recommended in children with glomerular filtration rate < 30 ml/min/1.73 m’, as no data
areavailable.

in Elde -
over i he elderly.
Method of administration

Oral Administration

Losartan tablets should be swallowed whole with a glass of water. Losartan tablets may be
administered with or without food.

4.3 Contraindication

« Hypersensitivity to the active substance or to any of the excipients of Losartan Potassium

Tablet.

« 2"and3"trimester of pregnancy.

« Severe hepaticimpairment.

. The use of losartan with products is in
p i 1.73m’)

. 5 .

Hyperfermtmty
0edema: Patients with a history of angioedema (swelling of the face, lips, throat, and/or
tungue]shuu\d be closely monitored.

dose and after increasing of the dose, may occur in patients who are volume- and/or sodium-
depleted by vigorous diuretic therapy, dietary salt estiction, diarrhoea or vomiting. These

suchas hypo(ens\on, d renal function (including

) pregnancy and lactation

Pregnancy: The use of losartan is not recommended during the first trimester of pregnancy. The
use of losartanis contraindicated during the 2" and 3" trimester of pregnancy.

When pregnancy is diagnosed, treatment with losartan should be stopped immediately and, if
appropriate, alternative therapy should be started. You must tell your doctor if you think you are

in

beta-blocker should be used with caution.
Aortic and mitral valve stenosis, obstructive hypertrophic cardiomyopathy: As with other
vasodilators, special caution is indicated in patients suffering from aortic or mitral stenosis, or
obstructive hypertrophic cardiomyopathy.
Excipients: This medicinal product contains lactose. Patients with rare hereditary problems of

(or

the use of losartan during
losartan is not recommended and alternative treatments with better established safety profiles
during

4.7 Effects on ability to drive and use machines.
H

,thel I not

take this medicine.

Pregnancy:1 pregnancy. therap,

is considered essential, patients planning pregnancy should be changed to alternative anti-

hypertensive treatments which have an established safety profile for use in pregnancy. When

pregnancy is diagnosed, treatment with losartan should be stopped immediately, and, if
e

Other warnings and precautions: As observed for angiotensin converting enzyme inhibitors,
losartan and the other angiotensin antagonists are apparently less effective in lowering blood
pressure in black people than in non-blacks, possibly because of higher prevalence of low-renin
statesin the black hypertensive population.

Dual blockade of the renin-angiotensin-aldosterone system (RAAS): There is evidence that the
concomitant use of ACE-inhibitors, angiotensin Il receptor blockers o aliskiren increases the risk
o function
blockade of ACE-inhibitor
aliskiren s therefore not recommended.

1f Gual blockade therapy is cnnsldered sbsolutly necessary, this should only occur under

val function, elect
blood pressure. ACE-inhibitors and angiotensin Il receptor blockers should not be used

be corrected prior sartan, or alower
beused. Thisalso applies to children 6 to lByezrsclzge.
Electrolyte imbalances: Electrolyte imbalances are common in patients with renal impairment,
or without diabetes, and should be addressed. The plasma concentrations of potassium as
well as creatinine clearance values should be closely monitored, especially patients with heart

The concomitant use of potassium-sparing diuretics, potassium supplements and potassium-

Hepatic impairment: There is no therapeutic experience with losartan in patients with severe

impairment.

inhibiting jotensin syste
in

is dependent on the renin- angiotensin-aldosterone system such as those with severe cardiac

insufficiency or pre-existing renal dysfunction). As with other medicinal products that affect the

renin-angiotensin-aldosterone system, increases in blood urea and serum creatinine have also
stenosis of the

Kidney: these changes in renal function may be reversible upon discontinuation of therapy:

Losartan should be used with caution in patients with bilateral renal artery stenosis or stenosis of

theartery toasolitary kidney.

Use in poediatric patients with renal impairment: Losartan is not recommended i children with

glomerular 30ml/min/1.73m’

Renal function should be regularly monitored during treatment with losartan as it may

deteriorate. This applies particularly when losartan is given in the presence of other conditions

(fever, dehydration) likely to impair renal function.

Concomitant use of losartan and ACE-inhibitors has shown to impair renal function. Therefore,

concomitantuse s notrecommended.

when driving vehicles or operating machines it must be borne in mind that dizziness or
drowsiness may occasionally occur when taking antihypertensive therapy, in particular during
initiation of treatment or when the dose s increased.

4.8Undesirable effects.

very :ommon(a 1/10); common (a 1/100 !n( 1/10); uncommon (2 1/1,000, to < 1/100); rare (2
1/10,000t0
data).
Comman: Dizziness, vertigo, hyperkalemia, asthenia, fatigue, anaemia, renal impairment, renal
fal

headache, palpitations, angina pectoris, (orthostatic)

hypotension (including dose- related orthostatic effects)’, abdominal pain, obstipation, rash,

oedema, headache, dyspnoea, cough, diarrhoea, nausea, vomiting, urticaria, pruritus.

Rare: Increased alanine aminotransferase (ALT)" paraesthesia, syncope, atrial fibrillation,
accident, reactions, reactions, and

vasculitis**, hepatitis

Frequency not known: Anemia, thrombocytopenia, depression, migraine, dysgeusia, tinnitus,

pancreatitis, liver function abnormalities, photosensitivity, myalgia, arthralgia, rhabdomyolysis,

mal
"Especially in patients with intravascular depletion, e.g. patients with severe heart failure or

ther antihyp losartan. Cc u:
with other substances which may induce hypotension as an adverse reaction (like tricyclic

*Usually resolved upon discontinuation.

Losartanis
metabolite t was found that fluconazole (inhibtor of CYP2CS) decreases the exposure to the
active metabolite by approximately 0% It was found that concomitant treatment of losartan

with rifampicin (inducer of metabolism enzymes) gave a 40% reduction in
of the active metabolite. The clinical relevance of this effect Is unknown. No difference in
fCYP2CI)
Aswithother medicial otensin l or ts effects, i of other
medicinal products which retain potassium (e.g. potassium-sparing diuretics: amiloride,
triamterene, spironolactone) or may Increase potassium levels (e.g. heparin), potassium
salt potassium may lead potassium.
Co-medication s notadvisable.
Reversible increases in serum lithium concentrations and toxicity have been reported during
concomitant administration of lithium with ACE inhibitors. Very rare cases have also been
reported with angiotensin Il receptor antagonists. Co-administration of lithium and losartan
should be undertaken with caution. If this combination proves essential, serum lithium level

lective COX-

P
(CYP) 2C9 to the b d
4.9 Overdose
Symptoms of intoxication: Limited data are available with regard to overdose in humans. The
most likely man of i tachycardia.

occur from parasympathetic (vagal) stimulation.

Treatment of intoxication: If symptomatic hypotension should occur, supportive treatment

should be nstituted.

Measures are depending on the time of medicinal product intake and kind and severity of

symptoms. Stabilisation of the cardiovascular system should be given priority. After oral intake,

the administration of a sufficient dose of activated charcoal is indicated. Afterwards, close
i ters should hould i

necessary.

5.PHARMACOLOGICAL PROPERTIES
5.1Pharmacodynamic properties
lai

2 inhibitors, icylic acid at doses and ive NSAIDs),
attenuation of the antihypertensive effect may occur. Concomitant use of angiotensin I

ATC code: COSCAOL
Losartan is a synthetic oral angiotensin-l receptor (type AT,) antagonist. Angiotensinll, a potent

antagonists or diuretics and NSAIDs may lead to an increased ris|
including possible acute renl falre, and a increase i serum potassium,cspecialy n ationts
with poor pre-existing renal function. The combination should be administered with caution,
especially in the elderly. Patients should be adequately hydrated and consideration should be

animportant

of the of Angiotensin Il binds to the AT, receptor
found in many tissues (e.g. vascular smooth muscle, adrenal gland, kidneys and the heart) and
elicits several important biological actions, including vasoconstriction and the release of
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