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Rx Prescription only medicine

For further information please ask Doctor’s advice

1. Compoesition

Active ingredient: Irbesartan 100mg

Excipients: Microcrystallin cellulose, aspartame, tartaric acid, sodium hydroxide, povidone K30,
menthol, sodium bicarbonate, croscarmelose sodium. magnesium  stearate, colloidal silicon
dioxide.

2. Pharmaceutical form

Oral dispersible tablets.

Round shaped, white tablet with 2 concave surfaces, intact edges and sides.

3. Therapeutic indications

Treatment of hypertension.

4. Posology and method of administration

Posology
The usual dose for adults is 50 mg to 100 mg once daily.

The dose may be increased or decreased depending on age and symptoms, the maximum is 200 PO
mg/day. NS
At a dose of 100 mg once daily generally provides a better 24 hour blood pressure control than

30 mg. However, initiation of therapy with 50 mg could be considered, particularly in
haemodialysed patients and in the elderly over 75 years.

In patients insufficiently controlled with 100 mg once daily, the dose of irbesartan can be
increased to 200 mg, or other antihypertensive agents can be added (see sections 5,6and 9). In
particular, the addition of a diuretic such as hydrochlorothiazide has been shown to have an
additive effect with irbesartan (see section 9).

In hypertensive type 2 diabetic patients, therapy should be initiated at 100 mg irbesartan once
daily and titrated up to 200 mg once daily as the preferred maintenance dose for treatment of
renal disease.

The demonstration of renal benefit of irbesartan in hypertensive type 2 diabetic patients is based
on studies where irbesartan was used in addition to other antihypertensive agents, as needed, to
reach target blood pressure (see sections 5, 6 and 9).

Special Populations
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Renal impairment

No dosage adjustment is necessary in patients with impaired renal function. A lower starting
dose (50 mg) should be considered for patients undergoing haemodialysis (see section 6).

Hepatic impairment

No dosage adjustment is necessary in patients with mild to moderate hepatic impairment. There
is no clinical experience in patients with severe hepatic impairment.

Older people

Although consideration should be given to initiating therapy with 50 mg in patients over 75 years
of age, dosage adjustment is not usually necessary for older people.

Paediatric population
The safety and efficacy of irbesartan in children aged 0 to 18 has not been established.

Method of Administration

It can be taken without water because it disintegrates when placed on the tongue and moistened
with saliva. It can also be taken with water. Do not allow patients to take it without water while
lying down.

5. Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section Excipients.

Second and third trimesters of pregnancy (see sections 6 and 7).

The concomitant use of irbesartan with aliskiren-containing products is contraindicated in
patients with diabetes mellitus or renal impairment (glomerular filtration rate (GFR) <60
ml/min/1.73m?) (see section 9).

6. Special warnings and precautions for use

Intravascular volume depletion: symptomatic hypotension, especially after the first dose, may
occur in patients who are volume and/or sodium depleted by vigorous diuretic therapy, dietary
salt restriction, diarrhoea or vomiting. Such conditions should be corrected before the
administration of irbesartan.

Renovascular _hypertension: there is an increased risk of severe hypotension and renal
insufficiency when patients with bilateral renal artery stenosis or stenosis of the artery to a single
functioning kidney are treated with medicinal products that affect the renin-angiotensin-
aldosterone system. While this is not documented with irbesartan, a similar effect should be
anticipated with angiotensin-II receptor antagonists.

Renal impairment and kidney transplantation: when irbesartan is used in patients with impaired
renal function, a periodic monitoring of potassium and creatinine serum levels is recommended.
There is no experience regarding the administration of irbesartan in patients with a recent kidney
transplantation.

Hypertensive patients with type 2 diabetes and renal disease: the effects of irbesartan both on
renal and cardiovascular events were not uniform across all subgroups, in an analysis carried out
in the study with patients with advanced renal disease. In particular, they appeared less
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favourable in women and non-white subjects.

Dual blockade of the renin-angiotensin-aldosterone system (RAAS): there is evidence that the
concomitant use of ACE-inhibitors, angiotensin II receptor blockers or aliskiren increases the
risk of hypotension, hyperkalaemia and decreased renal function (including acute renal failure).
Dual blockade of RAAS through the combined use of ACE-inhibitors. angiotensin Il receptor
blockers or aliskiren is therefore not recommended (see section 9). If dual blockade therapy is
considered absolutely necessary, this should only occur under specialist supervision and subject
to frequent close monitoring of renal function, clectrolytes and blood pressure. ACE-inhibitors
and angiotensin II receptor blockers should not be used concomitantly in patients with diabetic
nephropathy.

Hyperkalaemia: as with other medicinal products that affect the renin-angiotensin-aldosterone
system, hyperkalaemia may occur during the treatment with irbesartan, especially in the presence
of renal impairment, overt proteinuria due to diabetic renal disease, and/or heart failure. Close
monitoring of serum potassium in patients at risk is recommended (see section 9),

Lithium: the combination of lithium and irbesartan is not recommended (see section 9).

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.

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 is not recommended.

General: in patients whose vascular tone and renal function depend predominantly on the activity
of the renin-angiotensin-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
associated with acute hypotension, azotaemia, oliguria, or rarely acute renal failure. As with any
antihypertensive agent, excessive blood pressure decrease in patients with ischaemic cardiopathy
or ischaemic cardiovascular disease could result in a myocardial infarction or stroke.

As observed for angiotensin converting enzyme inhibitors, irbesartan and the other angiotensin
antagonists arc apparently less effective in lowering blood pressure in black people than in non-
blacks, possibly because of higher prevalence of low-renin states in the black hypertensive
population.

Pregnancy: angiotensin Il Receptor Antagonists (AIIRAs) should not be initiated during
pregnancy. Unless continued AIIRA 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 AIIRAs should be
stopped immediately, and, if appropriate, alternative therapy should be started (see sections 5 and
Th

Paediatric population: irbesartan has been studied in paediatric populations aged 6 to 16 years
old but the current data are insufficient to support an extension of the use in children until further
data become available (see section 10).

7. Fertility, pregnancy and breast-feeding
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Pregnancy

'The use of AIIRAs is not recommended during the first trimester of pregnancy (see section 6).
The use of AIIRAs is contraindicated during the second and third trimesters of pregnancy (see|
sections 6). ’

Epidemiological evidence regarding the risk of teratogenicity following exposure to ACE
inhibitors 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 II Receptor Antagonists (AIIRAs), similar risks may exist for this class of
drugs. Unless continued AIIRA 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 AIIRAs should be
stopped immediately, and, if appropriate, alternative therapy should be started.

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

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

Infants whose mothers have taken AIIRAs should be closely observed for hypotension (see
sections 5 and 6).

Breast-feeding

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

: . . , ; : =
It is unknown whether irbesartan or its metabolites are excreted in human milk. 3
Available pharmacodynamic/toxicological data in rats have shown excretion of irbesartan or its :
metabolites in milk. AN

0l
Fertility l‘::,l’

\
Irbesartan had no effect upon fertility of treated rats and their offspring up to the dose levels ]
inducing the first signs of parental toxicity. E},

8. Effects on ability to drive or use machines

Based on its pharmacodynamic properties, irbesartan is unlikely to affect the ability to drive and
use machines. When driving vehicles or operating machines, it should be taken into account that
dizziness or weariness may occur during treatment.

9. Drug interactions and incompatibilities

Diuretics and other antihypertensive agents: other antihypertensive agents may increase the
hypotensive effects of irbesartan; however irbesartan has been safely administered with other
antihypertensive agents, such as beta-blockers, long-acting calcium channel blockers, and
thiazide diuretics. Prior treatment with high dose diuretics may result in volume depletion and a
risk of hypotension when initiating therapy with irbesartan (see section 6).
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Aliskiren-containing products and ACE-inhibitors: clinical trial data has shown that dual
blockade of the renin-angiotensin-aldosterone system (RAAS) through the combined use of
ACE-inhibitors, angiotensin Il 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 (see sections 5
and 6).

Potassium supplements and potassium-sparing diuretics: based on experience with the use of
other medicinal products that affect the renin-angiotensin system, concomitant use of potassium-
sparing diuretics, potassium supplements, salt substitutes containing potassium or other
medicinal products that may increase serum potassium levels (e.g. heparin) may lead to increases
in serum potassium and is, therefore, not recommended (see section 0).

Lithium: reversible increases in serum lithium concentrations and toxicity have been reported
during concomitant administration of lithium with angiotensin converting enzyme inhibitors.
Similar effects have been very rarely reported with irbesartan so far. Therefore, this combination
is not recommended (see section 6). If the combination proves necessary, careful monitoring of
serum lithium levels is recommended.

Non-steroidal anti-inflammatory drugs: when angiotensin II antagonists are administered
simultaneously with non-steroidal anti-inflammatory drugs (i.e. selective COX-2 inhibitors,
acetylsalicylic acid (> 3 g/day) and non-selective NSAIDs), attenuation of the antihypertensive
effect may occur.

As with ACE inhibitors, concomitant use of angiotensin IT 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 monitoring renal function after
initiation of concomitant therapy, and periodically thereafter.

Additional information on irbesartan interactions: in clinical studies, the pharmacokinetic of
irbesartan is not affected by hydrochlorothiazide. Irbesartan is mainly metabolised by CYP2C9
and to a lesser extent by glucuronidation. No significant pharmacokinetic or pharmacodynamic
interactions were observed when irbesartan was coadministered with warfarin, a medicinal
product metabolised by CYP2C9. The effects of CYP2C9 inducers such as rifampicin on the
pharmacokinetic of irbesartan have not been evaluated. The pharmacokinetic of digoxin was not
altered by coadministration of irbesartan.

10. Undesirable effects

In placebo-controlled trials in patients with hypertension, the overall incidence of adverse events
did not differ between the irbesartan (56.2%) and the placebo groups (56.5%). Discontinuation
due to any clinical or laboratory adverse event was less frequent for irbesartan-treated patients
(3.3%) than for placebo-treated patients (4.5%). The incidence of adverse events was not related
to dose (in the recommended dose range), gender, age, race, or duration of treatment.

In diabetic hypertensive patients with microalbuminuria and normal renal function, orthostatic
dizziness and orthostatic hypotension were reported in 0.5% of the patients (i.e., uncommon) but
in excess of placebo.

The following table presents the adverse drug reactions that were reported in placebo-controlled
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trials in which 1,965 hypertensive patients received irbesartan. Terms marked with a star (*)
refer to the adverse reactions that were additionally reported in > 2% of diabetic hypertensive
patients with chronic renal insufficiency and overt proteinuria and in excess of placebo.

The frequency of adverse reactions listed below is defined using the following convention:

very common (= 1/10); common (= /100 to < 1/10); uncommon (> /1,000 to < 1/100); rare (=
1/10000 to < 1/1000): very rare (< 1/10000). Within each frequency grouping, undesirable
cffects are presented in order of decreasing seriousness.

Adverse reactions additionally reported from post marketing experience are also listed. These
adverse reactions are derived from spontaneous reports.

Blood and lymphatic system disorders

Notknown:  thrombocytopenia

Immune system disorders

Not known:  hypersensitivity reactions such as angioedema, rash, urticaria, anaphylactic
reaction, anaphylactic shock

Metabolism and nutrition disorders

Not known:  hyperkalaemia

Nervous system disorders

Common: dizziness, orthostatic dizziness*
Not known: vertigo, headache

Ear and labvyrinth disorder

Not known; tinnitus

Cardiac disorders

Uncommon: tachycardia

Vascular disorders

A\,
Z

Common: orthostatic hypotension*

e T
»

Uncommon:  flushing

Respiratory, thoracic and mediastinal disorders

Uncommon:  cough

Gastrointestinal disorders

Common: nausea/vomiting
Uncommon:  diarrhoea, dyspepsia/heartburn
Not known:  dysgeusia

Hepatobiliary disorders

Uncommon:  jaundice

Not known:  hepatitis, abnormal liver function
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Skin and subcutaneous tissue disorders

Not known: leukocytoclastic vasculitis

Musculoskeletal and connective tissue disorders

Common: musculoskeletal pain*

Not known: arthralgia, myalgia (in some cases associated with increased plasma creatine
kinase levels), muscle cramps

Renal and urinary disorders

Not known: impaired renal function including cases of renal failure in patients at risk (see
section 6)

Reproductive system and breast disorders

Uncommon:  sexual dysfunction

General disorders and administration site conditions

Common: fatigue

Uncommon:  chest pain

Investigations

Very common: Hyperkalaemia* occurred more often in diabetic patients treated with irbesartan
than with placebo. In diabetic hypertensive patients with microalbuminuria and
normal renal function, hyperkalaemia (> 5.5 mEg/L.) occurred in 29.4% of the
patients in the irbesartan 300 mg group and 22% of the patients in the placebo
group. In diabetic hypertensive patients with chronic renal insufficiency and
overt proteinuria, hyperkalaemia (> 5.5 mEq/L) occurred in 46.3% of the
patients in the irbesartan group and 26.3% of the patients in the placebo group.

Common: significant increases in plasma creatine kinase were commonly observed (1.7%)
in irbesartan treated subjects. None of these increases were associated with
identifiable clinical musculoskelctal events.

In 1.7% of hypertensive patients with advanced diabetic renal disease treated \
with irbesartan, a decrease in haemoglobin*, which was not clinically |
significant, has been observed. }

!

Paediatric population

In a randomised trial of 318 hypertensive children and adolescents aged 6 to 16 years, th ‘{_/7-332 9};\

following adverse reactions occurred in the 3-week double-blind phase: headache (7.9%)5/ cone TY N4
hypotension (2.2%), dizziness (1.9%), cough (0.9%). In the 26-week open-label period of b 1rt{1::mm \
trial the most frequent laboratory abnormalities observed were creatinine increases (6.5%) 'iapg Jﬁ i;f’kmiim

elevated CK values in 2% of child recipients. \ U VIET NAM
. y . 5 \% VIET IV 3
Side effects may occur during administration should be reported to Doctor. “'5;\'\‘?\5“';& __400

11. Overdose

Experience in adults exposed to doses of up to 900 mg/day for 8 weeks revealed no toxicity. The
most likely manifestations of overdose are expected to be hypotension and tachycardia;
bradycardia might also occur from overdose. No specific information is available on the
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treatment of overdose with irbesartan. The patient should be closely monitored, and the treatment
should be symptomatic and supportive. Suggested measures include induction of emesis and/or
gastric lavage. Activated charcoal may be useful in the treatment of overdose. Irbesartan is not
removed by haemodialysis.

12. Pharmacodynamic properties

Pharmacotherapeutic group: Angiotensin-II antagonists, plain.
ATC code: C09C A04.

Mechanism of action: Irbesartan is a potent, orally active, selective angiotensin-II receptor (type
ATI) antagonist. It is expected to block all actions of angiotensin-1I mediated by the AT]
receptor, regardless of the source or route of synthesis of angiotensin-Il. The selective
antagonism of the angiotensin-1I (AT1) receptors results in increases in plasma renin levels and
angiotensin-II levels, and a decrease in plasma aldosterone concentration. Serum potassium
levels are not significantly affected by irbesartan alone at the recommended doses. Irbesartan
does not inhibit ACE (kininase-II), an enzyme which generates angiotensin-II and also degrades
bradykinin into inactive metabolites. Irbesartan does not require metabolic activation for its
activity.

13. Pharmacokinetic properties

After oral administration, irbesartan is well absorbed: studies of absolute bioavailability gave
values of approximately 60-80%. Plasma protein binding is approximately 96%, with negligible
binding to cellular blood components. The volume of distribution is 53 - 93 litres. Irbesartan is
metabolised by the liver via glucuronide conjugation and oxidation.

Peak plasma concentrations are attained at 1.5-2 hours after dosing. The terminal elimination
half-life of irbesartan is 11-15 hours. Steady state of plasma drug concentrations are attained
within 3 days after initiation of a once-daily dosing regimen. No dosage adjustment is necessary
in elderly patients.

Renal impairment: in patients with renal impairment or those undergoing haemodialysis, the
pharmacokinetic parameters of irbesartan are not significantly altered. Irbesartan is not removed
by haemodialysis.

Hepatic impairment: in patients with mild to moderate cirrhosis, the pharmacokinetic parameters
of irbesartan are not significantly altered. Studies have not been performed in patients with
severe hepatic impairment.

14. Package: Box of 60 tablets in HDPE bottle with a packed silica-gel Desiccant.
15. Storage condition: Do not store above 30°C.

16. Shelf-life: 24 months from the manufacturing date.

17. Specification: In-house.

Manufactured by:

Vellpharm Company Limited Vietnam

Address: No. 8, Road TS3, Tien Son Industrial Zone, Hoan Son Commune, Tien Du District,
Bac Ninh Province. Vietnam.
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Néu can thém théng tin, xin hoi y kién bac si

1. Thanh phan
Thanh phin dwge chit: Irbesartan 100mg

Thanh phin td duec: Microcrystallin cellulose. aspartame, tartaric acid, sodium hydroxide,
povidone K30, menthol, sodium bicarbonate, croscarmelose sodium, magnesium stearate,
colloidal silicon dioxide.

2. Dang bao ché

Vién nén phan tan trong miéng.
Vién nén tron, mau tring, hai mat 1om, canh va thanh vién lanh lin
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3. Chi dinh

Diéu tri ting huyét ap.

4. Liéu ding va cich dung

Liéu ding

Liéu théng thuomg cho ngudi 16 1a tir 50mg dén 100mg ding méi ngay mot lan.

Liéu c6 thé tang hodc giam tuy theo d¢ tudi va triéu chirng bénh, nhung t6i da la 200mg/
ngay.

Véi liéu 100 mg hang ngay thuong mang lai kha nang kiém sodt huyét ap trong 24 gio tot
hon so vai liéu 50 mg. Tuy nhién, li¢u khoi dau 50 mg CE'J thé dugc can nhac, dac biétla o
nhimg bénh nhan tham tach méu va ngudi gia trén 75 tudi.

O nhing bénh nhan khong kiém sodt dugc véi lieu 100 mg x 1 lan/ngay, c6 thé tang liéu
irbesartan lén 200 mg, hodc ¢6 thé thém cac thude ha huyet ap khac (xem phdn 5, 6 va 9).
Dac biét, viéc bo sung thuoe loi tiéu nhu hydrochlorothiazide da cho thdy cé tac dyng hi¢p
dong voi irbesartan (xem phan 9).

G bénh nhén dai théo dwdmg tuyp 2 tiing huyét p, nén khoi diu didu trj voi lidu 100 mg
irbesartan mot lan moi ngay, sau d6 diéu chinh dén 200 mg mdt 1an médi ngay nhu licu duy tri
trong diéu tri bénh than.

Viéc phat hi¢n loi ich trén thén cia irbesartan & bénh nhan déi thio duodng tuyp 2 c6 tang
huyét &p 1a dua trén cac nghién clru trong doé irbesartan duge su dung ket hop vai cac thuoe
ha huyét ap khéac, néu can, dé dat dugc huyét 4p muc tiéu (xem phan 5, 6 va 9).

Di tuong dic bidt

Suy thdn

Khéng can chinh lidu déi véi nhimg bénh nhén suy chirc ning than. Liét{ khoi déu thdp hon
(50 mg) nén dugc can nhic cho bénh nhan dang thdm tach mau (xem phan 6).
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Suy gan

Khéng can diéu chinh liéu ¢ bénh nhén suy gan muc dg vira va nhe. Khong ¢6 kinh nghiém
1am sang d6i voi nhimg bénh nhan suy gan niang.

Nguoi cao tuoi

Mic du nén can nhéc khi bat du didu tri voi 50 mg ¢ b¢nh nhén trén 75 tudi, thuong khong
can diéu chinh liéu lwong ddi véi ngudi 16m tudi.

Bénh nhi

Tinh an toan va hiéu qua cua irbesartan & tré em tir 0 dén 18 tudi chua duoce thiét lap.

Céch dung

Co thé udng thude ma khéng cén dung nude boi vi thude c6 thé ra khi dit trén ludi va lam am

bang nude bot. Thude cling ¢6 thé duoc uong voi nude. Khong duge dé bénh nhan udng
thudc ma khong dung nuoe trong tur thé nam.

5. Chéng chi dinh o
Qua mén voi hoat chat hodc véi bit et thanh phin ta duge nao cua thude. /f
Str dung thudc & 3 théng gitta va 3 thang cudi cia thai ky (xem phén 6 va 7). %
Chéng chi dinh ding ddng thei irbesartan voi cac thude ¢6 chira aliskiren cho bénh nhan dai ,)PEJ;
thdo duong hogc suy than (mc loc cau thin (GFR) <60 ml/phut/1,73m?) (xem phén 9). Y

&

6. Cénh bdo va thin trong khi diing thude

Giam thé tich ndi mach: ha huyet ap co triéu chimg, dac biét sau liéu dau tién, c6 thé xay ra o
nhimg bénh nhan cé giam thé tich va/hoic natri do dung liéu phap loi tiéu manh, kiéng mudi
nghiém ngat, tiéu chay hodc non. Nhiing tinh trang nay nén diéu chinh truée khi sur dung
irbesartan.

Ting huyét ap do dong mach than: ting nguy co ha huyét dp ndng va suy than khi bénh nhan
hep dong mach than hai bén hodc hep dong mach dén mot than chire ning duge diéu tri voi
cac thudc tac dong trén hé renin-angiotensin-aldosterone. Trong khi khong ¢6 tai liéu cta
irbesartan, tac dung twong tu nén duogc luomg trude voi cace thude ddi khang thu thé
angiotensin-II.

Suy thén va ghép than: khi sir dung irbesartan trén bénh nhan suy chirc ning than, theo doi
dinh ky néng do kali va creatinin huyét thanh duoc khuyén cdo. Chua c6 kinh nghiém vé& viée
str dung irbesartan trén nhirng bénh nhan mai ghép than.

Bénh nhén tang huyét ap c6 dai thio dudmg tuyp 2 va bénh than: tic dung cua irbesartan trén
ca 2 bién c6 than va tim mach khong nhur nhau ¢ céc phan nhém trong mét phén tich duge
thyre hién khi nghién ctru v&i cac bénh nhén bénh than tién tnen Noi riéng, it tac dung thudn
loi trén phu nir va nhitng d6i tugng khong phai ngudi da tring.

Uc ché kép hé renin-angiotensin-aldosterone (RAAS): co bang chimg cho thdy sir dung déng
thoi thude tre ché men chuyén, thude chen thu thé angiotensin II hodgc aliskiren lam tang nguy
co ha huyet ap, tang kali mau va suy giam chirc nang than (bao gbm ca suy than cip). Do do,
tre ché kép hé RAAS théng qua str dung két hop thudc tre ché men chuyen thude chen thu
thé angiotensin Il hogc aliskiren khéng duogc khuyén cao (xem phan 9). Néu lidu phép trc ché
kép 1a thuc sur can thiét, didu nay chi nén thuce hién duéi sy giam sat ciia bac si chuyén khoa
va phai thuong xuyén theo déi chit ché chirc nang than, dién giai va huyét ap. Khong nén sir
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dung dong thoi thude tre ché men chuyén va thude chen thy thé angiotensin II ¢ cac bénh
nhéan bénh than do dai thao duong.

Tang kali mau: ciing nhu céc thude tae ddng lén h¢ renin-angiotensin-aldosterone khac, tang
kali mau c6 thé xay ra trong qua trinh diéu tri v&i irbesartan. dac bi¢t khi c6 suy than, protein
ni¢u ro do bénh thén ¢ bénh nhén dai thao dudng, vavhodc suy tim. Khuyén cdo can theo doi
chit ché kali huyét thanh & nhitng bénh nhan ¢ nguy co (xem phan 9).

Lithium: viéc két hop giira lithium va irbesartan la khong dugc khuyén céo (xem phan 9).

Hep dong mach chu va hep van 2 14, bénh co tim phi dai tic nghén: nhur cac thudc gian mach
khdc, dac biét than trong khi chi dinh cho cdc bénh nhan bi hep dong mach chu, hoic hep van
2 1a hoac bénh co tim phi dai tic nghn.

Cuong aldosterone nguyén phat: nhiing b¢nh nhan cuong aldosterone nguyén phat néi chung,
khong dép tmg véi cac thude ha huyet ap thong qua Grc ché hé renin- angiotensin. Do dd, viéc
sir dung irbesartan khong duge khuyén céo.

Tong quét: & nhimg bénh nhén ¢6 truong lie mach va chitc nang than phu thude chu yéu vao
hoat dong cua hé renin-angiotensin-aldosterone (nhu bénh nhan suy tim sung huyet nang

hodc bénh than tiém 4n, ké ca hep dong mach than), diéu trj bang thude (rc ché men Lhuyen =
angiotensin hoac cac thuoc ddi khang thu thé angiotensin -II lam anh huong dén hé thonz, nay A8
da gay ra ha huyct ap cap tinh, tang ure huyet thiéu niéu, hoic hiém khi suy than cap. Nhu N
voi bat ky thude ha huyét ap khéc, giam huyét 4p qua mirc & bénh nhan c6 bénh tim thiéu ;‘:}
mau cyc by hodc bénh tim mach thiéu mau cuc bd ¢6 thé din dén nhdi mau co tim hoac dot 1l
CILl} |F.1

Theo quan sit cac chat irc ché men chuyén angiotensin, irbesartan va cac thube dbi khang
angiotensin khac duong nhu it hiéu qua trong viéc ha huyét 4 ap o nhiing nguoi da den hon so
voi nguoi khong phai da den, ¢ thé vi ty 1€ tinh trang renin thap cao hon trong dan sd tang
huyét ap da den.

by

Thoi ky mang thai: khong sir - dung céc thudc trc ché thy thé angiotensin II (AIIRAs) trong
thoi ky mang thai. Trir khi tlep tuc diéu trj vai AIIRAs duge xem la thiét yéu, bénh nhan dy
dinh mang thai nén dugc déi sang liéu phép ha huyét ap khac ma do an toan dé st dung trong
thai ky da dugc xdc lap. Khi duoc chan doan ¢6 thai. nén ngung diéu tri vi AIIRAs ngay lap
tire, va néu thich hop, nén bit dau liéu phap thay thé (xem phan 5 va 7).

Bénh nhi: irbesartan di dugc nghién ctru trén céc bénh nhi tir 6 tudi dén 16 tudi nhung dir liéu
hi¢n tai 12 khong du dé ung hé viée ma rong diéu tri cho tré em cho dén khi c6 thém nhidu dit
liéu c6 gia tri (xem phan 10).

7. Sir dung thudc cho phu nir ¢6 thai va cho con b

Phu nir ¢o thai

[Viée su dung AIIRAs khéng dugc khuyén cdo trong ba thang dau cia thai ky (xem phan 6).
Viée s dung AlIRAs la chong chi dinh trong 3 thang giita va 3 thang cubi cua thai ky (xem |
phan 6). ‘

Béng chimg dich t& hoc vé& nguy co gay quai thai sau khi tiép xuc voi cac thude e ché men
chuyén trong ba thang dau cua thai ky chura duge két luan, tuy nhién mot su gla tang nho
trong nguy co cd thé khong dugc loai trir. Trong khi khong co dir liéu dich té dbi chimg ve
nguy co véi cac thude tre ché thu thé Angiotensin II (AIIRAs), nguy co tuong ty ¢d thé ton
tai cho céc thudc nay. Trir khi didu tri tiép tuc vai AIIRAs duge xem 1a thiét yéu, bénh nhan
dy dinh mang thai nén dugc doi sang liéu phap ha huyét ap khéc ma do an toan dé st dung
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trong thai ky da duoc xac lap. Khi dugc chin doan mang thai, diu tri voi AIIRAs nén duoc
ngung ngay 14p tirc, va néu thich hop, nén bat diu li¢u phap thay thé.

Diéu tri voi AIIRAs trong 3 thang gifra va 3 thang cu01 clia thai ky duge biét gay ra nhiém
ddc bao thai ( giam chuc nang thén, thiéu 6i, cham cdt hoa xuong so) va nhiém djc so sinh
(suy than, tut huyét ap. tang kali mau).

Néu tiép xuc véi AlIRAs trong 3 thang giira cua thai ky, siéu am kiém tra chirc nang than va
xuong so dugce khuyén cao.

Tre so sinh c6 me su dung AIIRAs nén dugc theo ddi chit ché tinh trang ha huyét ap (xem
phin 5 va 6).

Phu ntt cho con bt

Vi khong c¢6 thong tin vé viéc sir dung irbesartan trong thoi gian cho con bu, irbesartan khong
dwoc khuyén cao va uu tién nhiing lya chon diéu trj an toan hon cho viéc sir dung trong thoi
ky cho con bu di duge xac 1ap, dac bi¢t trong khi cham séc tre so sinh hoic tré sinh thiéu
thang.

Khong rd irbesartan hodc céac chét chuyén hoa cua né ¢6 duge bai tiét vao sita me hay khéng.
Dit liéu duoe Iue hoc/dde tinh hién ¢6 & chudt cho thiy su bai tiét cua irbesartan hodc cac
chit chuyén héa cua no trong sira.

Kha ning sinh san

Irbesartan khong anh hudng dén kha nang sinh san khi diéu tri trén chudt va con cua ching
cho dén mirc liéu gy ra nhimg dau hiu déu tién cua ddc tinh trén bé me.
8. Anh huéng ciia thude 1én kha ning lai xe, van hanh may moc

Dua trén cac déc tinh dugc luc hoc, irbesartan khong ¢6 kha ning anh huong den kha nang
1ai xe va van hanh may méc. Khi diéu khién tau xe hodc van hanh may moc, can luu y rang
¢6 thé xay ra chong mat hodc mét moi trong qua trinh diéu tri.

9. Tuong tac, twong ky thudc

Thubc loi tiéu va cdc thude ha huyét dp khéc: cac thude ha huyét ap khéc co thé lam ting téc
dung ha huyét 3 ap cua irbesartan: tuy nhién irbesartan da dugc sir dung mot cach an toan véi
cac thude ha huyet ap khac, nhu cac thuée chen beta, cic thube chen kénh calci tac dung kéo
dai va cac thude loi tiéu thiazide. Diéu tri trude vai cac thude loi tiéu liéu cao c6 thé din dén
giam thé tich va ¢6 nguy co ha huyét ap khi bat ddu diéu tri v&i irbesartan (xem phan 6).

Thude chira aliskiren va thude e ché men chuyén: dir liéu thir nghiém lam sang cho thay sur
{rc ché kép hé renin- angiotensin-aldosterone (RAAS) théng qua viéc str dung két hop thuoc
tic ché men chuyén, thube chen thy thé angiotensin I1 hogc aliskiren c6 lién quan toi tan sudt
gap cac tac dung khong mong mudn nhu ha huyét ap, tang kali mau va glam chtre nang than
(bao gbém ca suy than cdp) cao hon so véi viéc sir dung don doc mét thude tac dong trén hé
RAAS (xem phén 5 va 6).

Céc thude bd sung kali va thude loi tidu gii kali: dya trén kinh nghiém st dung cac thude co
tac dong dén hé renin- -angiotensin, sir dung dong thoi cac thube loi tiéu gitr kali, cac thuoc bo
sung kali, cac chdt thay thé muéi c6 chua kali hodc cac thude khac ¢6 thé lam tang nong do
kali huyét thanh (vi dy nhu heparin) c6 thé dan dén tang kali huyét thanh va, do do, khong
duge khuyén céo (xem phén 6).
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Lithium: tang c6 thé hoi phuc ndng do lithium huyel thanh va doc tinh da dugc bao cao trong
viée dung dong thoi lithium véi cée thude e ché men chuyen angiotensin. Cac anh hwong
trong tu voi irbesartan cho dén nay di duoc bao cdo rat hiém khi xay ra. Do do. su két hop
nay khong dugc khuyén cao (xem phan 6). Néu viée két hop la can thiét, nén theo ddi cén
than nong d¢ lithium huyét thanh.

Céc thude chdng viém non-steroids: khi cac thuée déi khang angiotensin II dugc s dung
dong thoi véi thude chéng viém khong steroid (tirc 1a céc thude trc ché chon loc COX-2, axit
acetylsalicylic (> 3 g/ngay) va NSAIDs khong chon loc), ¢6 thé lam giam hiéu qua ha huyét
ap.

Ciing nhu cac thude tre ché men chuyén, str dung ddng thoi céce thude ddi khang angiotensin
I va NSAIDs ¢6 thé dan dén tang nguy co tram trong hon chire nang than, cé thé bao gom ca
suy thdn cap, va tang kali huyét thanh. dic biét & nhimg bénh nhan ¢6 chic nang than kém tir
trude. Su két hop nay can duge su dung mét cach than trong, dac biét 1a & nguoi cao tudi.
Bénh nhén nén duge cung cap nude dy du va can theo doi chire néng than sau khi bat dau
diéu trj phoi hop, va dinh ky sau do.

Thoéng tin bo sung vé cic tuong tac cua irbesartan: trong cac nghién ciru lam sang, duge dong
hoc cua irbesartan khong bi anh hudng bai hydrochlorothiazide. Irbesartan durge chuyén héa
chii yéu boi CYP2C9 va mot mire d¢ thap hon béi lién hop véi acid glucuronic. Khong co
tuong tac duge dong hoc hodc dugce lye hoc ¢6 y nghia da dugc quan sét khi sir dung dong
thoi irbesartan véi warfarin, mét thude duge chuyén héa boi CYP2C9. Nhitng anh huong cua
cac chit cam img CYP2C9 nhu rifampicin trén duge dong hoc cua irbesartan chua dugce danh
gid. Duge dong hoc cua digoxin khong bj thay doi khi sir dung ddng thei véi irbesartan.

10. Tac dung khéng mong mudn

Trong cac nghién ctru ¢6 dbi chimg véi gia duge & nhiing bénh nhan ting huyét ap, tv 1& gip
cac tac dung khong mong mudn néi chung khéng co su khac biét gitra nhom dung irbesartan
(56,2%) va nhom dung gia dugc (56,5%). Viée ngumg thude do bét ky tac dung khong mong
muon nao vé 1am sang hay xét nghiém & nhom diéu trj voi irbesartan (3,3%) la thip hon so
voi nhom didu tri gia dugce (4,5%). Ty 1€ gap céc tac dung khong mong muon khong lién
quan dén lidu dung (trong khoang liéu khuyén cdo), giai tinh, tudi tac, ching tdc hodc thoi
gian diéu tri.

O nhing bénh nhén tang huyét ap dai théo dudng c6 albumin ni¢u vi lugng va chirc ning
thén binh thuong, chong mat thé dimg va ha huyét ap thé dung da dugce bdo cdo trong 0,5%
(tire 1a it gap) nhung cao hon gia duoc.

Bang sau day trinh bay cdc tac dung khéng mong muédn cua thude da duge bdo cdo trong cic
thir nghiém c6 dbi chimg véi gia duge, trong 1.965 bénh nhan ting huyét ap dung irbesartan.
Cac thuét nglr duge ddnh dau sao (*) lién quan den cac tac dung khong mong muon da dugc
bao cao bd sung trong > 2% bénh nhan tang huyét ap, dai thao dudng ¢6 suy than man tinh va
protein niéu r6 va cao hon gia dugc.

Tan sudt cic tac dung khong mong muén dugc liét ké duoi day duoe xéc dinh sir dung céc
quy uoc sau:
rat thuong gép (= 1/10); thuong gip (= 1/100 dén <1/10); it gap (= 1/1.000 dén <1 /100);

hiém gip (= 1/10.000 dén < 1/1.000); rat hiém gdp (< 1/10.000). Trong mdi nhom tan suat,
cac tic dung khong mong muén duge trinh bay theo thir tu mire do nghiém trong giam dan.

Cac tac dung khong mong mudn duoc bdo céo bo sung tir thoi ky hdu mii cling duoc liét ké.
Nhimng tac dung khéng mong muén nay c6 ngudn goc tir cic bao cdo tur phat.
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R&i loan mau va hé bach huyét

Chua biét: giam tiéu cau

R&i loan hé mién dich

Chura biét: phan mg qua man nhu phi mach, phét ban, may day, phan ting phan vé,

sOc¢ phan vé

R loan chuyén héa va dinh dudng

Chura biét: tang kali mau

R6i loan hé thin kinh

Thuong gip: chong mat, chéng mat tu thé ding*
Chua biét: chong mat, nhic dau

RA4i loan tai va mé dao

Chua biét: u tai

Roi loan tim

it gap: nhip tim nhanh

R&i loan mach

Thuong gap: tut huyét ap tur thé dimg*
it gap: do bing

Réi loan hé ho hép. 16ng nguc va trung thét
it gap: ho

Roi loan tiéu hoa

Thuong gap: budn nén/ndn

it gip: tiéu chay, kho tiéu/o chua
Chua biét: roi loan chire nang

Roi loan hé gan mat

it gap: vang da
Chua biét: viém gan, bét thuong chire nang gan

Roi loan da va mo dudi da

Chura biét: viém mach qua man

R&i loan hé co xwong va mé lién két

Thuong gép: dau co xuong khép*

Chua biét: dau khdp. dau co (trong mot vai truomg hop lién quan dén tang nong do
creatine kinase trong huyét tuvong), chudt rat

Roi loan than va duong tiét niéu

Chua biét: suy than ¢ bénh nhan ¢6 nguy co (xem phén 6)

R6i loan hé sinh san va tuyén v
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it gap: r6i loan chire nang tinh duc

R6i loan chung va tai noi ding thude

Thuong gap: mét moi
it gap: dau nguc

Céac nghién ctru

Rét thuong gap:  Tang kali mau* xay ra thuomg xuyén hon & bénh nhan dai thao dudng
duoc didu tri bang irbesartan so voi gia dugc. O bénh nhan tang huyét ap
do dai thao dudng c6 albumin niéu vi lugng va chitc nang thin binh
thuong, tang kali mau (> 5.5 mEq/L) xay ra ¢ 29,4% bénh nhan trong
nhom irbesartan 300 mg va 22% bénh nhan trong nhém gia duoc. O bénh
nhan tang huyét ap dai thao dudmg va6i suy than man tinh va protein niéu
ro, tang kali mau (> 5.5 mEq/L) xay ra & 46,3% bénh nhan trong nhom
irbesartan va 26,3% bénh nhan trong nhém gia duge.

Thuong gap: ting creatine kinase huyét tuong dang ké da duoc quan sat mot cach
thuong gip (1. 7%) trong cac doi tugng duge diéu tri voi irbesartan. Khoéng
tang cac bién co vé co xuong trén 1am sang.

Trong 1,7% s6 bénh nhan tang huyét p véi bénh than do dai théo duong
tién trién duoc diéu tri bang irbesartan, giam hemoglobin*, khéng co y
nghia ldm sang, da dugc quan sat.

Bénh nhi

Trong mét thir nghi¢m ngau nhién trén 3 18 tre em va thanh thiéu nién bj tang huyét ap tir 6
den 16 tudi, cac tac dung khong mong mubn lién quan sau day xay ra trong pha mu doi 3
tudn: nhtc dau (7,9%), ha huyét ap (2,2%), chong mait (1,9%), ho (0,9%). Trong giai doan
m& nhin 26 tuan cua thir nghiém, cac bat thuong xét nghiém thudng gip nhit duoc quan sat
l4 tang creatinin (6,5%) va tang tri s6 CK & 2% bénh nhi.

Théng bdo ngay cho bdc sy hodc dugc sy nhitng phin iing cé hai gap phii khi si dung
thuoc.

11. Qua liéu

Kinh nghiém ¢ nguoi 16n s dung voi licu dén 900 mg/ngay trong 8 tuan cho thiy khéng c6
doc tinh. Nhitng biéu hién qua liéu c6 kha niing xay ra nhat 1 ha huyét 4 ap va nhlp tim nhanh;
nhip tim cham ciing ¢6 the xay ra. Chua c6 bién phép dac hiéu trong didu tri qua lidu
irbesartan. Bénh nhan cin duge theo ddi chit ché, nén diéu tri triéu chimg va diéu tri hd tro.

Céac bién phap duoc dén 1ghi bao gdm gy nén vavhodc rira da day. Than hoat ¢ thé hitu ich
trong vige diéu tri qua lidu. Irbesartan khong dugc loai bo boi thim tich méu.

12. Dic tinh dugc luc hoc

Nhém duge 1y: Thude dbi khang angiotensin-II.
Ma ATC: CO9CA04.

Co ché téc dung: Irbesartan 1a mét chat dbi khang manh, tac dong qua dudng udng, va chon
loc véi thu thé angiotensin-II (tuyp ATI). N6 chan toan b tac dong cua angiotensin-1I qua
trung gian thu thé AT1, bét ké ngudn goc hodc con dudng tong hop cua angiotensin-[I. Daoi
khéng chon loc thu thé angiotensin-II (AT1) lam tang nong d¢ renin huyét tuong va nong do
angiotensin-II, va giam nong d¢ aldosterone huyét tuong. Nong d6 kali huyét thanh khéng bi
anh huong déng ké boi irbesartan don tri liéu & cac lidu khuyén cdo. Irbesartan khong trc ché
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men chuyén (kininase- IT). mot loai enzyme tao ra angiotensin-II va ciling ¢6 thé phan huy
bradykinin thanh cac chit chuyén hoa khong hoat dong.
Hoat ddng cua irbesartan khéng can cac hoat dong chuyén hoa.

13. Pic tinh dwge dong hoc

Sau khi udng. irbesartan dugc hap thu tét: cac nghién ciru vé sinh kha dung tuyét d6i cho cac
gia tri khoang 60-80%. Gan két véi protein huyet tuong khoang 96%, gan két khong dang ké
vdi cac thanh phan té bao mau. Thé tich phan bé 1a 53-93 lit. Irbesartan duoc chuyén hoa boi
gan thong qua qua trinh oxy hda va lién hgp glucuronide va oxy héa.

Nong do dinh trong huyét tuong dat duge ¢ 1.5-2 gi0 sau khi uong, thude. Thoi gian ban thai
cuoi cung cua irbesartan la 11-15 gi0. Trang thdi 6 6n dinh cua nong do thude trong huyet
tuong dat duge sau 3 ngay sau khi bat dau dung thude theo phac do udng mot lan mdi ngay.
Khong can diéu chinh liéu ¢ bénh nhan cao tudi.

Irbesartan va cic chat chuyén hoa cua no dugc thai trir qua ca dudmg mat va than. C6 duoi
2% liéu ding irbesartan duoc bai tiét qua nuée tiéu & dang khong doi.

Suy thén: ¢ nhitng bénh nhan suy than hoic nhimg bénh nhéan dang tham tich mau, cac thong
sO duoce dong hoc cua irbesartan khong bi thay doi dang ké. Irbesartan khong bj loai di bai
thim tach mau.

Suy gan: ¢ nhimg bénh nhan xo gan nhe dén vira, cdc thong sb duge dong hoc cua irbesartan
khéng bi thay doi dang ké.

Cac nghién ciru chua duge thyc hién & nhitng bénh nhan suy gan nang.

14. Quy cach déng gbi: Hop 1 1o nhua HDPE chita 60 vién va 1 goi hit 4m silica gel.
15. Diéu kién bio quan: Bao quan ¢ nhiét do khong qué 30 °C.

16. Han dung: 24 thang ké tir ngdy san xut.

17. Tiéu chuan chét lwgng: Tiéu chuan co s.

Sdn xuit tai:

Cong ty TNHH Duoc Pham Vellpharm Viét Nam
Dia chi: S6 8, BPuong TS3, Khu cong nghiép Tién Son, Xa Hoan Son, Huyén Tién Du, Tinh
Béc Ninh, Viét Nam.



