Summary of Product Characteristics for Pharmaceutical Products

1. Name of the medicinal product:
Losacard® 50
Losartan Potassium S50 Mg Tablets

2. Qualitative and quantitative composition

Each film coated tablet contains:

Losartan Potassium USP 50 mg
Excipients q.S.
Colour: Titanium dioxide BP

(for the full list of excipients, see section 6.1)

3. Pharmaceutical form:
Film coated tablet.
A white colored, oval shaped, biconvex, film coated, plain on both sides.

4. Clinical particulars

4.1 Therapeutic indications

Treatment of essential hypertension in adults and in children and adolescents
6-18 years of age.

* Treatment of renal disease in adult patients with hypertension and type 2
diabetes mellitus with proteinuria 20.5 g/day as part of an antihypertensive
treatment.

* 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.

* Reduction in the risk of stroke in adult hypertensive patients with left
ventricular hypertrophy documented by ECG

4.2 Posology and method of administration

Posology

Hypertension

The usual starting and maintenance dose is 50 mg once daily for most
patients. The maximal antihypertensive effect is attained 3-6 weeks after
initiation of therapy. Some patients may receive an additional benefit by
increasing the dose to 100 mg once daily (in the morning).

Losartan Potassium Tablets may be administered with other antihypertensive
agents, especially with diuretics, e.g. hydrochlorothiazide

Hypertensive type II diabetic patients with proteinuria > 0.5 g/day

The usual starting dose is 50 mg once daily. The dose may be increased to
100 mg once daily based on blood pressure response from one month onwards
after initiation of therap. Losartan Potassium Tablets may be administered
with other antihypertensive agents as well as with insulin and other
commonly used hypoglycemic agents.

Heart Failure




The usual initial dose of losartan in patients with heart failure is 12.5 mg once
daily. The dose should generally be titrated at weekly intervals (i.e. 12.5 mg
daily, 25 mg daily, 50 mg daily, 100 mg daily, up to a maximum dose of 150
mg once daily) as tolerated by the patient.

Reduction in the risk of stroke in hypertensive patients with left ventricular
hypertrophy documented by ECG

The usual starting dose is 50 mg of Losartan Potassium Tablet once daily. A
low dose of hydrochlorothiazide should be added and/ or the dose of Losartan
Potassium Tablet should be increased to 100 mg once daily based on blood
pressure response.

Special populations

Use in patients with intravascular volume depletion:

For patient with intravascular volume depletion (e.g. those treated with high-
dose diuretics), a starting dose of 25 mg once daily should be considered.
Paediatric population

6 months — less than 6 years

The safety and efficacy of children aged 6 months to less than 6 years has not
been established.

6 years to 18 years

For patients who can swallow tablets, the recommended dose is 25 mg once
daily in patients >20 to <50 kg. In exceptional cases the dose can be increased
to a maximum of 50 mg once daily. Dosage should be adjusted according to
blood pressure response.

In patients >50 kg, the usual dose is 50 mg once daily. In exceptional cases
the dose can be adjusted to a maximum of 100 mg once daily. Doses above
1.4 mg/ kg (or in excess of 100 mg) daily have not been studied in pediatric
patients.

Losartan is not recommended for use in children under 6 years old, as limited
data are available in these patient groups.

It is not recommended in children with glomerular filtration rate < 30 ml/ min
/ 1.73 m2, as no data are available.

Losartan is also not recommended in children with hepatic impairment.

Method of administration
For oral use.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.

2nd and 3rd trimester of pregnancy.

Severe hepatic impairment

The concomitant use of Losartan Potassium tablets with aliskiren-containing
products is contraindicated in patients with diabetes mellitus or renal
impairment (GRF < 60 ml/min/1.73m?2).

4.4 Special warnings and precautions for use
Hypersensitivity

Hypotension and Electrolyte/Fluid Imbalance
Electrolyte imbalances

Hepatic impairment



Renal impairment

Renal transplantation

Primary hyperaldosteronism

Coronary heart disease and cerebrovascular disease
Heart failure

4.5 Interaction with other medicinal products and other forms of
interaction.

Concomitant use with other substances which may induce hypotension as an
adverse reaction (like tricyclic antidepressants, antipsychotics, baclofen and
amifostine) may increase the risk of hypotension.

Losartan is predominantly metabolised by cytochrome P450 (CYP) 2C9 to the
active carboxy—acid metabolite. In a clinical trial it was found that fluconazole
(inhibitor of CYP2C9) decreases the exposure to the active metabolite by
approximately 50%. It was found that concomitant treatment of losartan with
rifampicin (inducer of metabolism enzymes) gave a 40% reduction in plasma
concentration of the active metabolite. The clinical relevance of this effect is
unknown.

As with other medicinal products that block angiotensin II or its effects,
concomitant use of other medicinal products which retain potassium (e.g.
potassium-sparing diuretics: amiloride, triamterene, spironolactone) or may
increase potassium levels (e.g. heparin, trimethoprim-containing products),
potassium supplements or salt substitutes containing potassium may lead to
increases in serum potassium. Co-medication is not advisable.

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 II receptor
antagonists. Coadministration of lithium and losartan should be undertaken
with caution. If this combination proves essential, serum lithium Ilevel
monitoring is recommended during concomitant use.

When angiotensin II antagonists are administered simultaneously with
NSAIDs (i.e. selective COX-2 inhibitors, acetylsalicylic acid at anti-
inflammatory doses and non-selective NSAIDs), attenuation of the
antihypertensive effect may occur. Concomitant use of angiotensin II
antagonists or diuretics and NSAIDs may lead to an increased risk of
worsening of renal function, including possible acute renal failure, and an
increase in serum potassium, especially in patients 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 given to monitoring renal function after initiation of
concomitant therapy, and periodically thereafter.

Clinical trial data have shown that dual blockade of the renin-angiotensin-
aldosterone-system (RAAS) through the combined use of ACE-inhibitors,
angiotensin II receptor blockers or aliskiren is associated with a higher
frequency of adverse events such as hypotension, hyperkalaemia and
decreased renal function (including acute renal failure) compared to the use
of a single RAAS-acting agent.

Grapefruit juice contains components that inhibit CYP450 enzymes and may
lower the concentration of the active metabolite of losartan which may reduce



the therapeutic effect. Consumption of grapefruit juice should be avoided
while taking losartan tablets.

4.5 Fertility, pregnancy and lactation

Pregnancy

The use of Losartan is not recommended during the first trimester of
pregnancy.The use of Losartan is contraindicated during the 2nd and 3rd
trimester of pregnancy.

Infants whose mothers have taken losartan should be closely observed for
hypotension.

Breastfeeding

Because no information is available regarding the use of losartan during
breastfeeding, losartan is not recommended and alternative treatments with
better established safety profiles during breastfeeding are preferable,
especially while nursing a newborn or preterm infant.

4.6 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been
performed. However, 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 is increased.

4.8 Undesirable effects

Dizziness

Headache

Abdominal pain, Diarrhoea, Nausea
Arthritis, Back pain

Sleep problems (insomnia)
Hyperkalemia

Vertigo

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal
product is important. It allows continued monitoring of the benefit/risk
balance of the medicinal product. Healthcare professionals are asked to report
any suspected adverse reactions via pharmacy and poisons board,
Pharmacovigilance Electronic Reporting System (PVERS)
https:/ /pv.pharmacyboardkenva.org.

4.9 Overdose

Symptoms of intoxication

Limited data are available with regard to overdose in humans. The most likely
manifestation of overdose would be hypotension and tachycardia.
Bradycardia could occur from parasympathetic (vagal) stimulation.
Treatment of intoxication

If symptomatic hypotension should occur, supportive treatment should be
instituted.


https://pv.pharmacyboardkenya.org/

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 monitoring of the vital
parameters should be performed. Vital parameters should be corrected if
necessary.

Neither losartan nor the active metabolite can be removed by haemodialysis.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Angiotensin II antagonists, plain

ATC Code: CO9CAO01

Losartan is a synthetic oral, angiotensin-II receptor (type AT:) antagonist.
Angiotensin II, a potent vasoconstrictor, is the primary active hormone of the
renin/angiotensin system and an important determinant of the
pathophysiology of hypertension. Angiotensin II binds to the AT1 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 aldosterone. Angiotensin II also stimulates
smooth muscle cell proliferation.

Losartan selectively blocks the AT1 receptor. In vitro and in vivo, losartan and
its pharmacologically active carboxylic acid metabolite (E-3174) block all
physiologically relevant actions of angiotensin II, regardless of the source or
route of synthesis.

During administration of losartan, removal of the angiotensin-II negative
feedback on renin secretion leads to increased plasma renin activity (PRA).
Increase in (PRA) leads to an increase in angiotensin II in plasma. Despite
these increases, antihypertensive activity and suppression of plasma
aldosterone concentration are maintained, indicating effective angiotensin-II
receptor blockade.

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 bioavailability of losartan tablets is
approximately 33%. Mean peak concentrations of losartan and its active
metabolite are reached in 1 hour and in 3-4 hours, respectively.
Distribution

Both losartan and its active metabolite are > 99% bound to plasma proteins,
primarily albumin. The volume of distribution of losartan is 34 litres
Biotransformation

About 14% of an intravenously or orally-administered dose of losartan is
converted to its active metabolite. Following oral and intravenous
administration of !4C-labelled losartan potassium, circulating plasma
radioactivity primarily is attributed to losartan and its active metabolite.
Minimal conversion of losartan to its active metabolite was seen in about one
percent of individuals studied.

In addition to the active metabolite, inactive metabolites are formed



Elimination

Plasma clearance of losartan and its active metabolite is about 600 ml/min
and 50 ml/min, respectively. Renal clearance of losartan and its active
metabolite is about 74 ml/min and 26 ml/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.
The pharmacokinetics of losartan and its active metabolite are linear with oral
losartan potassium doses up to 200 mg

5.3 Preclinical safety data
Preclinical data reveal no special hazard for humans based on conventional
studies of general pharmacology, genotoxicity and carcinogenic potential.

6. Pharmaceutical particulars
6.1 List of Excipients:
Lactose

Maize starch

Microcrystalline cellulose
Croscarmellose sodium
Povidone K-30

Isopropyl alcohol

Magnesium stearate

Talcum

Colloidal silicon dioxide

Kyron T-314

Ready mix of white (film coating)
Methylene chloride

6.2 Incompatibilities
Not applicable

6.3 Shelf life
36 months.

6.4 Special precautions for storage
Store below 30° C.

6.5 Nature and contents of container
LOSACARD®SO0 is available in pack of 3 x 10 tablets.

6.6 Special precautions for disposal and other handling
Any unused medicine product or waste material should be disposed of in
accordance with the local requirements.

7. Marketing authorization holder and manufacturing site addresses
Manufactured in India by:

Relax Biotech Pvt. Ltd.

862/1, GIDC, Makarpura,

Vadodara - 390010, Gujarat, India.



Manufactured for & Marketed by:
KRISHNA CHEMISTS LTD.

P.O. BOX 3328-00506

NAIROBI, KENYA.

8. Marketing Authorization Number
H2021/CTD6419/1831ER

9. Date of first authorization/renewal of the authorization
Date of first authorization: 16/06/2020

10. Date of revision of the text
11/11/2025



