hovid-Irbesartan + Hydrochlorothiazide Tablet 300 mg / 25 mg

DESCRIPTION
Caplet-shaped, orangy red film-coated tablet, bevel-edged,
shallow convex faces and "HOVID” embossed on one side.

COMPOSITION

Each film-coated tablet contains 300 mg of irbesartan and
25 mg of hydrochlorothiazide.

Excipient with known effect: Each film-coated tablet
contains 93.7 mg of lactose (as lactose monohydrate).

PHARMACODYNAMICS

Hovid-Irbesartan and Hydrochlorothiazide film-coated
tablets is a combination of an angiotensin-Il receptor
antagonist, irbesartan, and a thiazide diuretic,
hydrochlorothiazide. The combination of these ingredients
has an additive antihypertensive effect, reducing blood
pressure to a greater degree than either component alone.

Irbesartan is a potent, orally active, selective angiotensin-II
receptor (AT1 subtype) antagonist. It is expected to block all
actions of angiotensin-ll mediated by the AT1 receptor,
regardless of the source or route of synthesis of
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Hepatic impairment: In patients with mild to
cirrhosis, the pharmacokinetic parameters of irbesartan are
not significantly altered. Studies have not been performed
in patients with severe hepatic impairment.

INDICATION

Treatment of essential hypertension.

This fixed dose combination is indicated in adult patients
whose blood pressure is not adequately controlled on
irbesartan or hydrochlorothiazide alone

CONTRAINDICATION

itivity to the active or to any of the
exclplents listed, or to other sulfonamide derived substances
(hydrochlorothiazide is a ide-derived )

co- y with Irbesartan and
Hydrochlorothiazide.

There is no evidence that irbesartan would reduce or
prevent diuretic-induced hyponatraemia. Chloride deficit is
generally mild and usually does not require treatment.

Thiazides may decrease urinary calcium excretion and
cause an intermittent and slight elevation of serum calcium
in the absence of known disorders of calcium metabolism.
Marked hypercalcaemia may be evidence of hidden
hyperparathyroidism. Thiazides should be discontinued
before carrying out tests for parathyroid function.

Thiazides have been shown to increase the urinary excretion

+ Second and third trimesters of pregnancy
* Severe renal impairment (creatinine clearance < 30 mli/min)
«+ Refractory hypokalaemia, hypercalcaemia
impairment, biliary cirrhosis and

are not slgnlﬂcan(ly affected by irbesartan alone at the
recommended doses in patients without risk of elemrolyte
imbalance. Irbesartan does not inhibit ACE (kininase-Il), al
enzyme which in-1l and also d d

lykinin into inactive Irbesartan does not
require metabolic activation for its activity.

Hydrochlorothiazide is a thiazide diuretic. The mechanism
of antihypertensive effect of thiazide diuretics is not fully
known. Thiazides affect the renal tubular mechanisms of
electrolyte reabsorption, directly increasing excretion of
sodium and chloride in approximately equivalent amounts.
The diuretic action of hydrochlorothiazide reduces plasma
volume, increases plasma renin activity, increases
aldosterone secretion, with consequent increases in
urinary ium and bi loss, and in

The concomitant use of Irbesartan and Hydrochlorothiazide
with aliskiren-containing products is contraindicated in
patients with diabetes mellitus or renal impairment
(glomerular filtration rate (GFR) <60 ml/min/1.73 m2)

WARNING AND PRECAUTIONS

Hypotension - Volume-depleted patients: Irbesartan and

Hydrochlorothlazlde has been rarely associated with
in patients wnhout

of i which may result in hypomagnaesemia.

Lithium: The combination of lithium and Irbesartan and
Hys iazide is not

Anti-doping test: Hydrochlorothiazide contained in this
medicinal product could produce a positive analytic result
in an anti-doping test.

General: In patients whose vascular tone and renal
function depend predominantly on the activity of the
reninangiotensin-aldosterone system (e.g. patients with
severe congestive heart failure or underlying renal
disease, including renal artery stenosis), treatment with
angiotensin converting enzyme inhibitors or angiotensin-Il
receptor antagonists that affect this system has been

other risk factors for h
hypotension may be expected to occur in patients who are
volume and/or sodium depleted by vigorous diuretic
therapy, dietary salt restriction, diarrhea or vomiting. Such
iti should be corrected before initiating therapy

serum potasslum Presumably through blockade of the

one system, ce of
irbesartan tends to reverse the potassium loss associated
with these diuretics. With hydrochlorothiazide, onset of
diuresis occurs in 2 hours, and peak effect occurs at about
4 hours, while the actron persists for approxlmately 6-12
hours. The of hydro and
irbesartan produces dose-related additive reductlons in
blood pressure across their therapeutic dose ranges.

The blood pressure lowering effect of irbesartan in

ination with hy iazide is apparent after the
first dose and substantially present within 1-2 weeks, with
the maximal effect occurring by 6-8 weeks. In long-term
follow-up  studies, the effect of irbesartan/
hydrochlorothiazide was maintained for over one year.
Although not specifically studied with the Irbesartan and
Hydrochlorothiazide, rebound hypertension has not been
seen with either irbesartan or hydrochlorothiazide.

The effect of the combination of irbesartan and
hydrochlorothiazide on morbidity and mortality has not
been studied. Epidemiological studies have shown that
long term treatment with hydrochlorothiazide reduces the
risk of cardiovascular mortality and morbidity.

There is no difference in response to irbesartan and
hydrochlorothiazide, regardless of age or gender. As is the
case with other medicinal products that affect the
renin-angiotensin system, black hypertensive patients
have notably Iess response to |rbesanan monotherapy.

hen i with a low
dose of hydrochlorothlaZ|de (e.g. 12.5 mg daily), the
antihypertensive response in black patients approaches
that of non-black patients.

PHARMACOKINETICS

Concomitant administration of hydrochlorothiazide and
irbesartan has no effect on the pharmacokinetics of either
medicinal product.

Absorption: Irbesartan and hydrochlorothiazide are orally
active agents and do not require biotransformation for their
activity. Following oral administration of irbesartan and
hydrochlorothaizide, the absolute oral bloavarlablllty is

with Irbesartan and Hydrochlorothiazide.

Renal artery st is -

There is an increased risk of severe hypo(enslon and renal
insufficiency when patients with bilateral renal artery
stenosis or stenosis of the artery to a single functioning
kidney are treated with angiotensin converting enzyme
inhibitors or angiotensin-Il receptor antagonists. While this
is not  documented with Irbesartan and
Hydrochlorothiazide, a similar effect should be anticipated.

Renal i and kidney When
Irbesartan and Hydrochlorothiazide is used in patients with
impaired renal function, a periodic monitoring of potassium,
creatinine and uric acid serum levels is recommended.
There is no experience regardmg the administration of

and Hydr in patients with a
recent kidney transplantation. Irbesartan  and
Hydrochlorothiazide should not be used in patients with

with acute azotemia, oliguria, or
rarely acute renal failure. As with any antihypertensive
agent, excesslve blood pressure decrease in patients with

ischemic or ischemic disease
could result in a myocardial infarction or stroke.
t reactions to hydr may occur

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

Exacerbation or activation of systemic lupus erythematosus
has been reported with the use of thiazide diuretics.

Cases of photosensitivity reactions have been reported
with thiazides diuretics. If photosensitivity reaction occurs
during itis to stop the

If a re-administration of the diuretic is deemed necessary,
it is recommended to protect exposed areas to the sun or
to artificial UVA.

Pregnancy: Angiotensin Il Receptor Antagonists (AlIRAs)
should not be ted during pregnancy. Unless continued
AlIRA therapy is considered essential, patients planning
pregnancy should be changed to alternative antihypertensive
which have an established safety profile for use

severe renal i (creatinine < 30
ml/min). Thiazide diuretic-associated azotemia may occur
in patients with impaired renal function. No dosage
adjustment is necessary in patients with renal impairment
whose creatinine clearance is = 30 ml/min. However, in
patients with mild to renal i i ini
clearance = 30 ml/min but < 60 ml/min) this fixed dose
combination should be administered with caution.

Dual of the i i

system (RAAS): There is evidence that the concomitant
use of ACE-inhibitors, angiotensin I receptor blockers or
aliskiren i the risk of

and decreased renal function (lncludlng acute renal
failure). Dual blockade of RAAS through the combined use
of ACE-inhibitors, angiotensin Il receptor blockers or
aliskiren is therefore not recommended. If dual blockade
therapy is considered absolutely necessary, this should
only occur under specialist supervision and subject to
frequent close monitoring of renal function, electrolytes and
blood pressure. ACE inhibitors and angiotensin Il receptor
blockers should not be used concomitantly in patients with
diabetic nephropathy.

Hepatic impairment: Thiazides should be used with
caution in patients with impaired hepatic function or
ive liver disease, since minor alterations of fluid

60-80% and 50-80% for i and hydr

respectively. Food does not affect the bioavailability ol
irbesartan and hydrochlorothiazide. Peak plasma
concentration occurs at 1.5-2 hours after oral administration
for irbesartan and 1-2.5 hours for hydrochlorothiazide.

Drstrrbutlon Plasma protein bmdlng of irbesartan is

pp! 6%, with binding to cellular
blood components. The volume of distribution for
irbesartan is 53-93 litres. Hydrochlorothiazide is 68%
protein-bound in the plasma, and its apparent volume of
distribution is 0.83-1.14 I/kg.

Linear/ non-linearity: Irbesartan exhibits linear and dose
proportional pharmacokinetics over the dose range of 10 to
600 mg. A less than proportional increase in oral
absorption at doses beyond 600 mg was observed; the
mechanism for this is unknown. The total body and renal
clearance are 157-176 and 3.0-3.5 ml/min, respectively.
The terminal elimination half-life of irbesartan is 11-15
hours. Steady-state plasma i are attained
within 3 days after initiation of a once-daily dosing regimen.

The mean plasma half-life of

and electrolyte balance may precipitate hepatic coma.
There is no clinical experience with Irbesartan and
Hydrochlorothiazide in patients with hepatic impairment.

in pregnancy. When pregnancy is diagnosed, treatment
with AlIRAs should be stopped immediately, and, if
appropriate, alternative therapy should be started.

Lactose: This medicinal product contains lactose. Patients
with rare hereditary problems of galactose intolerance, the
Lapp lactase deficiency or  glucose-galactose
malabsorption should not take this medicinal product.

Acute Myopia and Secondary Acute Angle-closure
ide drugs or

drugs can cause an idiosyncratic reaction, resulting in
transient myopla and acute angle—closure glaucoma. While
hys is a only isolated cases
of acute angle-closure glaucoma have been reported so
far with hydrochlorothiazide. 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 drug intake as rapidly as possible. Prompt
medical or surgical may need to be i

if the intraocular pressure remains uncontrolled. Risk
factors for developing acute angle-closure glaucoma may
include a history of sulfonamide or penicillin allergy.

Effects on ability to drive and use machines: No
studies on the effects on the ability to drive and use
machines have been performed. Based on its
pharmacodynamics properties, Irbesartan and
iazide is unlikely to affect this ability. When

Aortic and mitral valve
hypertrophic  cardiomyopathy: As with  other
vasodilators, special caution is indicated in patients
suffering from aortic or mitral stenosis, or obstructive
hypertrophic cardiomyopathy. Primary aldosteronism:
patients with primary aldosteronism generally will not
respond to antihypertensive medicinal products acting
through inhibition of the renin-angiotensin system.
Therefore, the use of Irbesartan and Hydrochlorothiazide is
not recommended.

Metabolic and endocrine effects: Thiazide therapy may
impair glucose tolerance. In diabetic patients dosage
adjustments of insulin or oral hypoglycemic agents may be
required. Latent diabetes mellitus may become manifest
during thiazide therapy. Increases in cholesterol and
triglyceride levels have been associated with thiazide
diuretic therapy; however at (he 12 5mg dose contained in

and Hydra minimal or no effects

reportedly ranges from 5-15 hours.

were reported. Hyperuricaemia may occur or frank gout may
be precipitated in certain patients receiving thiazide therapy.

Biotransformation: Following oral or |ntravenous

administration of 14C irbesartan, 80-85% of the y As for any patient receiving
plasma radioactivity is attributable to unchanged  diuretic therapy, periodic determination of serum
irbesartan. Irbesartan is metabolized by the liver via electrolytes should be performed at appropriate intervals.

glucuronide conjugation and oxidation. The major
circulating metabolite is irbesartan  glucuronide
(approximately 6%). In vitro studies indicate that irbesartan
is primarily oxidized by the cytochrome P450 enzyme
CYP2C9; isoenzyme CYP3A4 has negligible effect.

Elimination: Irbesartan and its metabolites are eliminated
by both biliary and renal pathways. After either oral or
intravenous administration of 14C irbesartan, about 20% of
the radioactivity is recovered in the urine, and the remainder
in the faeces. Less (han 2% of the dose is excreted in the
urine as is not

Thiazides, |nclud|ng hydrochloro(hla2|de can cause fluid or
ia, and
hypochloremic alkalosis). Warning signs of fluid or electrolyte
imbalance are dryness of mouth, thirst, weakness, lethargy,
drowsiness, restlessness, muscle pain or cramps, muscular
fatigue, hypotension, oliguria, tachycardia, and
gastrointestinal disturbances such as nausea or vomiting.

Although hypokalaemia may develop with the use of thiazide
dluretlcs concurrent therapy with irbesartan may reduce

metabolized but is eliminated rapldly by the kidneys. At
least 61% of the oral dose is elimil within

tic-induced h; The risk of is
grea(esl |n patients with cirrhosis of the liver, in patients

24 hours. Hydrochlorothiazide crosses the placental but
not the blood-brain barrier, and is excreted in breast milk.

brisk diuresis, in patients who are receiving
inadequate oral intake of electrolytes and in patients
receiving i therapy with i oids or ACTH.

drlvlng vehicles or operating machines, it should be taken
into account that occasionally dizziness or weariness may
occur during treatment of hypertension.

FERTILITY, PREGNANCY AND
LACTATION

Pregnancy

(AlIRAS):

The use of AIIRAs is not recommended during the first
trimester of pregnancy. The use of AlIRAs is contraindicated
during the second and third trimesters of pregnancy.

id garding the

following to ACE i
during the first trimester of pregnancy has not been
conclusive; however a small increase in risk cannot be
excluded. Whilst there is no controlled epidemiological
data on the risk with Angiotensin Il Receptor Antagonists
(AlIRAs), similar risks may exist for this class of drugs.
Unless continued AlIRA therapy is considered essential,
patients planning pregnancy should be changed to
alternative antihypertensive treatments which have an
established safety profile for use in pregnancy. When
pregnancy is diagnosed, treatment with AlIRAs should
be stopped immediately, and, if appropriate, alternative
therapy should be started.

risk  of

Exposure to AlIRA therapy during the second and third
trimesters is known to induce human fetotoxicity
(decreased renal function, oligohydramnios, skull
ossification retardation) and neonatal toxicity (renal
failure, hypotension, hyperkalaemia).

Should exposure to AlIRAs have occurred from the
second trimester of pregnancy, ultrasound check of renal
function and skull is recommended.

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