hovid-Hozar Tablet 100 mg

DESCRIPTION

An oval, white to off white film-coated
tablet, shallow convex, "H" and "D"
embossed on each side separated with a
score line on the same face.

COMPOSITION
Each tablet contains 100 mg of Losartan
Potassium.

PHARMACODYNAMICS

Losartan is a synthetic oral angiotensin-II
receplor (type ATq) antagonist, Angiotensin
Il, a potent vasoconstrictor, is the primary
active hormone of the reninfangiotensin
system and an important determinant of
the pathophysiology of hypertension.
Angiotensin Il binds to the ATy 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 Il also stimulates
smooth muscle cell praliferation.

Losartan selectively blocks the AT1
receplor. In vitro and in vive losartan and its
pharmacologically active carboxylic acid
metabolite E-3174 block all physiologically
relevant 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 ion channels important in cardiovascular
regulation, Furthermore losartan does not
inhibit ACE (kininase II), the enzyme that
degrades bradykinin, Consequently, there
is no potentiation of undesirable
bradykinin-mediated effects.

During administration of losartan, removal of
the angiotensin |l negative feedback on renin
secretion leads to increased plasma renin
activity (PRA). Increase in the PRA leads to
an increase in angiotensin Il in plasma.
Despite these increases, antihypertensive
activity and suppression of plasma
aldosterone concentration are maintained,
indicating effective angiotensin Il receptor
blockade. After discontinuation of losartan,
PRA and angiotensin I values fell within
three days to the baseline values. Baoth
losartan and its principal active metabolite
have a far greater affinity for the AT4-receptor
than for the ATz-receptor. The active
metabolite is 10- 1o 40- times more active
than fosartan on a weight for weight basis.

PHARMACOKINETICS

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
299% bound to plasma proteins, primarily
albumin. The volume of distribution of
losartan is 34 litres,

Biotransformation

About 14% of an orally-administered dose
of losartan is converted to its active
metabolite. Following oral administration of
14C-labelled  losartan  potassium,
circulating plasma radioactivity primarily is
aftributed to losartan and its active
metabolite. Minimal conversion of losartan
to its active metabolite was seen in about
1% 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
mi/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,

Following oral administration, plasma
concentrations of losartan and its active
metabolite decling polyexponentially, with
a terminal half-life of about 2 hours and &-
9 hours, respectively. During once-daily
dosing with 100 mg, neither losartan nor
its active metabolite accumulates
significantly in plasma.

Both biliary and urinary excretions
contribute to the elimination of losartan
and its metabolites. Following an oral dose
administration of 14C-labelled losartan in
man, about 35% of radioactivity is
recovered in the urine and 58% In the
faeces.

INDICATION

It is indicated for the treatment of
hypertension. it may be used alone or in
combination with other antihypertensive
agents.

CONTRAINDICATIONS
= Hypersensitivity to losartan,
» 2nd and 3rd trimester of pregnancy.
= Severe hepatic impairment.

WARNINGS AND
PRECAUTIONS

Hypersensitivity

Angiooedema.

Patients with a history of angio-oedema
{swelling of the face, lips, throat, and/or
tongue) should be closely monitored.
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Hypotension and Electrolyte / Fluid
Imbalance

Symptomalic hypotension, especially after
the first dose and after increasing of the
dose, may occur in patients who are
volume- andfor sodium-depleted by
vigorous diuretic therapy, dietary salt
restriction, diarrhea or vomiting. These
conditions should be corrected prior to
administration of losartan, or a lower
starting dose should be used.

Electrolyte imbalances

Electrolyte imbalances are common in
patients with renal impairment, with or
without diabetes, and should be
addressed. Therefore, the plasma
concentrations of potassium as well as
creatinine clearance values should be
closely monitored, especially patients with
heart failure and a creatinine clearance
between 30-50 mi/min should be closely
monitored. The concomitant use of
potassium-sparing diuretics, potassium
supplements and potassium-containing
salt substitutes with losartan is not
recommended.,

Hepatic impairment

Based on pharmacokinetic data which
demonstrate  significantly  increased
plasma concenlrations of losartan in
cirthotic patients, a lower dose should be
considered for patients with a history of
hepatic impairment, There is no
therapeutic experience with losartan in
patients with severe hepatic impairment.
Therefore losartan must not be
administered in patients with severe
hepatic impairment.

Renal impairment

Losartan should be used with caution in
patients with bilateral renal artery stenosis
or stenosis of the artery to a solitary
kidney.

Coronary heart disease and
cerebrovascular disease

As with any antihypertensive agents,
excessive blood pressure decrease in
patients with ischaemic cardiovascular and
cerebrovascular disease could result in a
myocardial infarction or stroke.

Heart failure

In patients with heart failure, with or
without renal impairment, there is a risk of
severe arlerial hypotension, and (often
acute) renal impairment. The combination
of losartan with a beta-blocker should be
used with caution,

Aortic and mitral valve stenosis,
obstructive hypertrophic
cardiomyopathy

As with other vasodilators, special caution
is indicaled in patients suffering from aortic
or mitral stenosis, or obslructive
hypertrophic cardiomyopathy.




USE IN PREGNANCY AND
LACTATION

Pregnancy

The use of losartan is not recommended
during the first trimester of pregnancy. The
use of losartan is contra-indicated during
the 2nd and 3t trimester of pregnancy.
When pregnancy is diagnosed, treatment
with losartan shouid be stopped
immediately and, if appropriate, alternative
therapy should be started.

Exposure to losartan during the second
and third Irimesters is known to induce
human fetotoxicity (decreased renal
function, oligochydramnios, skull
ossification retardation) and neonatal
toxicity (renal failure, hypotension,
hyperkalaemia), Should exposure to
losartan have occurred from the second
trimester of pregnancy, ultrasound check
of renal function and skull s
recommended. Infants whose mothers
have taken losarian should be ciosely
observed for hypotension,

Lactation

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 newbom or
preterm infant.

ADVERSE EFFECTS /
UNDESIRABLE EFFECTS
In general, treatment with losarlan was
well-tolerated.
The following side effects have been
reported in patients being treated with
losartan.
Common
+ feeling dizzy

vertigo

Uncommon

+ adrop in blood pressure on standing or
sitting up

- angina

« headaches

* oedema

+  palpitations

+ skin rash or rashes

« sleepiness

+ sleeping problems

- stomach pain

+ tiredness

weakness

Rare

- anaphylactic reactions

- angioedema of the face, lips, throat,
tongue or glottis which may lead to
breathing difficulties
hypersensitivity reactions

« liver problems

The frequency of these side-effects is

unknown:

+  back pain

= blood problems

+  cough

- depression

+ diarrhoea

erectile dysfunction

general feeling of being unwell

« impotence

joint pain

+  kidney problems or worsening of
kidney problems

*  migraine

+ muscle pain or tenderness

- pancreatitis

« photosensitivity

= rhabdomyolysis

= tinnitus

«  urinary tract infection

+  urlicaria

DRUG INTERACTIONS

Other antihypertensive agents may
increase the hypotensive action of
losartan, 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.

As with other medicinal products that block
angiotensin [l or ils 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), potassium
supplements or salt substitutes containing
potassium may lead to increases in serum
potassium, Go-medication is not advisable.

Co-administration of lithium and losartan
should be undertaken with caution. If this
combination proves essential, serum
lithium level monitoring is recommended
during concomitant use.

When angiotensin |l antagonists are
administered simultaneously with NSAIDs
including selective COX-2 inhibitors,
aftenuation of the antihypertensive effect
may occur. Concomitant use of
angiotensin 1l antagonists 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
moanitoring renal function after initiation of
concomitant therapy, and periodically
thereafter.
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Dual blockade of the Renal Angiotensin
System (RAS) with angiotensin receptor
blockers, ACE inhibitors, or aliskiren is
assoclated with increased risks of
hypotension, syncope, hyperkalemia, and
changes in renal function (including acute
renal failure} compared to monotherapy.
Closely monitor blood pressure, renal
function, and electrolytes in patients on
losartan and other agents that affect the RAS.
Do not co-administer aliskiren with losartan
in patients with diabetes or in patients with
renal impairment (GFR < 60 mU/min.).

OVERDOSE AND TREATMENT
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 parasympathelic (vagal)
stimulation.

it symptomatic hypotension should occur,
supportive treatment should be instituted.
Measures are depending on the time of
medicinal product intake and kind and
severily of symptoms. Stabilisation of the
cardiovascular system should be given
priority. Atter 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.

DOSAGE AND ADMINISTRATION
Dosage must be adjusted to meet the
individual requirements of each patient, on
the basis of clinical response.

Losartan may be administered with or
without food.

Oral Administration

Usual Adult Dose: The usual starting
dose of is 50 mg once daily. It can be
administered once or twice daily with a
total daily dose up to 100 mg.

Note: The information given here is limited.
For turther information consult your doctor
or pharmacist.

Storage:
Store below 36°C.
Protect from light and moisture.

Presentation / Packing:
Blisters of 1 x 10's, 3x 10's

Product Registration Holder: HOVID Bhd.
121, Jalan Tunku Abdul Rahman,
30010 Ipoh, Malaysia.
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