https://trungtamthuoc.com/ - =
‘ BOY TE

~

CUC QUAN LY DUQC

MAU NHAN THUOC e
DA PHE DUYET
1. Nhéin tryc ti€p trén don vi déng géi nhd nhét: Vi o
e o Lan ddus Y. wd...d LGLL—
Mit trudc A
) yi A
> 4 a
5
T
C
=
%
©
<
el
Mait sau
ﬂl&i‘ Vién nén bao phim SPLOZARSN ﬂlﬁ' Vién nén bao phim
+ Hydroclorothiazid 12.5mg Losartan Kali 50mg + Hydroclorothiazid 12.5mg
P SHINPOONG DAEWOO & GTY TNHH DP SHINPOONG DAEWOO -y
» phim SPLOZARSIN % Vién nén bao phim SPLOZARSIN H
1.5mg Losartan Kali 50mg + Hydroclorothiazid 12.5mg Losartan Kali 50mg + Hydrc o}j -
00 & GTY TNHH DP SHINPOONG DAEWDO &5 GTY TNHH DP SHI b,
AN
AN
2. Nhén trung gian: Pinh kem 5
3. Hudng din sit dung thuée: Pinh kém
C S\HINPOONG DAEWOO

ﬁ“ h 'PUUI

\ \Ar W ﬂ(‘/ s, -
# ‘—-” 0‘
K;h NG SUNG / Tdng gidm doc




https://trungtamthuoc.com/

v

L1, i

i
= ek
24

KT l’ﬂ] ”,,",“ %

H Hpow

Rx Thust bén theo don

SPLOZARSIN Plss

3 Vix 10 Vién nén bao phim

Losartan Kali
Hydroclorothiazid

50mg
12,5mg

Wuo X,
) ﬁa‘ﬂ—‘gﬁv/f‘
I

d NISHVZ01dS

THANH PHAN : M3i vién nén bao phim chila

Losartan Kali 50mg & Hydroclorothiazid 12,5mg
CHI BINH - CACH DUNG - CHONG CHI BINH:

Xem 1 hudng din sif dung.

BAD QUAN: Trong bao bi kin, & nai khd nhigt 4 duti 30°C.

TIEY CHUAN: USP 33

THUBC BAN THED BON

DE XA TAM TAY TRE EM

BOC K¥ HUGNG DAN SU DUNG TRUGC KHI DUNG
Sén it b3i: GTY TNHH DP SHINPIONG DAEWDD

58 13 - Budng 9A KCN Bign Hoa 2 - Bdng Nai - Vit Nam

Nhuong quyén cla: SHIN POONG PHARM. GIL. LTI
434-4, Moknae-dong, Danwon-gu, Ansan-si, Gyeonggi-do, Korea

Rx Soid only by

prescription 3Blis.x10Film coated tablets

SPLOZARSIN Plus

SP LOZARSIN Plus

Ses insert.

Losartan Potassium 50mg
Hydrochlorothiazide 12.5mg
A I A i

COMPOSITION: Each fim coated tablet READ CAREFULLY THE LEAFLET BEFORE USE SDK  Reg Mo

containg Losartan Potassium 50mg & SOLD ONLY BY PRESCRIPTION

Hydrochlorothiazide 12.5mg KEEP OUT OF THE REACH OF CHILDREN S 10 SX Lot No.

INDICATIONS - USAGE - CONTRAINDICATIONS: 1 janutactured by: SHNPONG DAEWDO PHARMA GL TR

STORAGE: In 2 mﬂt container at dry place m"lba Imﬂ mmm“‘znn, mmr‘: mm NSX m

tnpetitun thing 30 4344, Molnae-dong, Danwor-gu, Ansan-si, GYeonggi-d0, . g0 pae

SPECIFICATION: USP 33

Korea.




https://trungtamthuoc.com/

MAU NHAN THUOC

1. Nhiin tryc ti€p trén don vi déng géi nho nhit: Vi

Miit trude = = I

$6 16 SX - Han dung

Miit sau

2. Nhin trung gian: DPinh kém

3. Huéng dfn sif dung thuéc: Pinh kém

SHINPOONG DAEWOO



https://trungtamthuoc.com/

v

/

“" | THANH PHAN : MBI vien nén bao phim chia THUGC BAN THED BON
Losartan Kali 50mg & Hydroclorothiazi¢ 12,5mg BE XA TAM TAY TRE EM
cHl BINH - CACH DUNG - CHONG CHI BINH: BOC KY HUGNG DAN SU DUNG TRUGC KHI

Xem 13 budng ddn s dung. San st b3 GTY TNHH DP SHINPOONG DAEWDD :0 .
BAD QUAN: Trong bao bi kin, & nal kht 56 13 - Dudng 94 KCN Bién Hoa 2 - Bng Nai - Vit N 3
nhiet 66 duti 30°% Nhwong quyén cla: SHIN POUNG PHARM. G0_LTD.
434-4, Moknae-dong, Danwon-gu, Ansan-si, Gyeonggi-do,
S TIEU CHURN: USP 33 Korea —

Rx Thutt ban theo don 3 Vi x 10 Vién nén bao phim

SPLOZARSIN P

Losartan Kali 50mg
Hydroclorothiazid 12,5mg

SPLOZARSIN Ps

COMPOSITION: Each fiim coated tablet Manufactured by, SHINPDONG DAEWAD PHARMA GB_LTI
contains Losarian Potassium 50mg & Bien Hoa Industrial Zone No. 2 - Dong Nai, Vietnam KJ =
mmﬂ-sm O it Under license: SHIN POONG PHARM. GO L TIL k
- USAGE - CONTR: J d -4, Moknae-dong, Danwo Ansarr-si, Gyeonggi-do,
STORAGE: In & light container af dry place ga s * :
temparature below 30°C
SPECIFICATION: U5 20 SOK  Reg.Mo ]
1 AEAD CAREFULLY THE LEAFLET BEFORE USE SEI6SK lotNo
SOLD ONLY BY PRESCRIPTION NSX M
KEEP OUT OF THE REACH OF CHILDREN HD Exp. Dale ¥

/
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Rx Sold only by prescription 3 Blis.x10 Film coated tablets

SPLOZARSIN Pls

Losartan Potassium 50mg
Hydrochlorothiazide 12.5mg
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Losartan kali
Hydroclorothiazid 12,5¥

THANH PHAN: M3i vién nén bao phim chira:
- Hydroclorothiazid. .. g s Ty IR
Td duge: Silicon dioxid, ludipress, tinh bt bién tinh, cellulose vi tinh thé, natri
lauryl sulfat, calei stearat, hypromellose 2910, hydropropyl cellulose, titan dioxid,
talc, quinolin yellow lake.
DANG BAO CHE: Vién nén bao phim
QUY CACH DPONG GOI: 3 vi nhém - nhdm x 10 vién/ Hop
3 vi nhém - PVC x 10 vién/ Hép

iergrmeasaraies SOMMY:

CHI DINH

Diéu m'l:ng huyét 4p cho bénh nhén cin phdi hop thude, gidm nguy co tai bién tim

mach cho bénh nhén ting huyét ap co phi dai that trai.

LIEU LUQGNG VA CACH DUNG

~ Liéu khéi ddu va lidu duy tri: | vién/ ngay.

~ Vi nguén khéng ddp img, lidu c6 thé tang lén: 2 vién = 1 lan/ngay. Lidu ti da
méi ngay 14 losartan 100 mg/hydroclorothiazid 25 mg hodc 2 vién/ngay.

~ Ngubi cao tudi: lidu khéi dau la 1 vién/ ngay, khong nén ding lidu 2 vién/ ngay
13 lidu khoi diu.

» [!E! !'.

— Tic dung chéng ting huyét dp s& dat dwgc trong vong 3 tudn diu diéu tri.

— C6 thé phi hgp céc thude diéu tri ting huyét ap Khéc.

~ Cé thé udng chung hodc khéng chung voi thire an.

CHONG DINH:

— Qua min vdi losartan, lgi tieu thiazid va cdc din chit sulfonamid hodc bét ky
thanh phan ndo cia thudc.

— Bénh gut, tang acid uric huyét, chimg vo niéu, bénh Addison, chimg ting calci
huyét, suy gan va thin nang.

SU DUNG THAN TRONG

— Can phai giam sit ddc bigt vi/hodc gidm liéu & ngudi bénh méit nude, didu tri
béng thude loi tiéu va nguiri bénh c6 nhimg yéu 6 khic dé din dén ha huyét 4p,
ngudi bénh hep ddng mach thin hodc chi con mét thin,

~ Theo d3i dinh ky dign giai trong huyét thanh va nudc tiéu, nhét la ngudi bénh
{d&ng corticosteroid, ACTH hodc digitalis, quinidin (nguy co xodn dinh giy rung

).

— Suy thin nang: Tang uré huyét va c6 thé lam giam thém chirc nang thin.

— Suy gan: D& bj hén mé gan.

- Gut: Bénh ning lén.

~ Dii tho dutmg: Chit y diéu chinh thube (insulin, thude ha glucose huyét).

- Téc dung ha huyét p ciia hydroclorothiazid ting 1én & ngudi bénh sau cit bd
thén kinh giao cam.

— Tang cholesterol va triglycerid trong mau. Chi y khi diing thudc & ngudi c6 tudi
vi dé mét cén bing dién giai.

PHU NU'CO THAI VA CHO CON BU

— Diing losartan trong ba thing gitra va ba thang cudi ciia thai ky c6 thé giy it nude
6i, ha huyét dp, vo nigu, thicu nigu, bién dang so mat va tir vong & tré so sinh,
Mic dil, viéc chi ding thude & ba thang ddu ciia thai ky chua thay c6 lién quan
dén nguy co cho thai nhi, nhimg di sao khi phat hién ¢6 thai, phai ngirmg losartan
cang som cang tét. Céc thude lgi tidu thiazid déu qua nhau thai vao thai nhi gay
ra roi loan dién gidi, gidm tidu ciu va vang da & tré so sinh. Vi viy khong ding
nhém thudc ndy trong 3 thang cudi cua thai ky.

~ Khing biét losartan cé tiét vio sita me hay khong, nhung ¢6 nhimg lurong déng
ké losartan va chét chuyén hoa c6 hoat tinh cia thude trong sifa ciia chudt cng;
Hydroclorothiazid di vio trong sira me viri lwgmg c6 thé gay hai cho dira tré v irc
ché syr tiét sira. Vi viy phai cdn nhic giira vige khong ding thude hode ngimg cho
con b tily theo mirc 46 cén thiét ciia thude ddi véi ngudri me.

T%% DONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY

M

Chra ¢d tai ligu bdo cdo. Tuy nhién, cén thin trong khi I4i xe va vin hanh may méc
vi thude c6 thé gay hoa mét, chéng mét, dac bigt khi méi bat ddu dung thude, hogc
khi tang liéu.

TUONG TAC THUOC

*Losartan:

~ Khéng anh hudmg dén dugc dong hoc cia digoxin,

— Cimetidin lam ting dign tich duéi dudmg cong (AUC) ciia losartan khoang 18%,
nhung khéng anh huémg dén duge ding hoc cia chét chuyén hoa co hoat tinh ciia
losartan.

— Phenobarbital lam gidm khoang 20% AUC ciia losartan va cia chét chuyén hoa
6 hoat tinh.

* Hydroclorothiazid co thé twong tdc véi: Ruqu, barbiturat hodic thube ngu giy
nghign; Thubc chéng dai thao dwémg, Cac thube ha huyét ap khac;
Corticosteroid, ACTH, Amin tang huyét ap (thi dy norepinephrin); Thube gidin co
(thi dy tubocurarin); Lithi; Thuoc chéng viém khéng steroid; Quinidin; thude
chong déng méu, thudc chira bénh gat; thude gay mé, glycosid, vitamin D; Nhya
cholestyramin hofc colestipol.

PHAN UNG PHU

- Trong nhimg thir nghi¢m lim sing v&i losartan kali - hydroclorothiazid khéng
nhin théy ¢6 nhimg phan img c6 hai dac hiéu cho kiéu phéi hop nay. Phin img
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- Phén I6n nhimg phan img c6 hai 1a nhe va thoang qua va khdng cin ngimg thudc.
Nhimg tdc dung ngoai y lién quan dén thubc hay gip nhit la hoa mét, suy
nhuge/mét moi va chong mat.

- Qué mén cim; Céc phan img phan vé, phi mach, ké ca phi thanh quan va thanh
mén, gy tic khi dao v&/ hoiic phi mat, méi, hong v/ hodc ludi, nhumg hiém gap
& ngudi bénh dung losartan; mét s& trong nhimg ngudi bénh nay da timg bi phu
mach do ding cdc thubc khdc, ké ci thubc (rc ché enzym chuyén dang
angiotensin (irc ché ACE). Viém mach, ké c4 ban dang Henoch-Schoenlein da
duge bao cdo vai losartan, tuy hiém,

- Tiéu héa: ¢ gdp mét sd it nguoi bj viém gan khi ding losartan; tiéu chdy.

— Hé hap: Da ¢6 bdo céo vé ho khi sir dung losartan.

Théng bdo cho bdc sI nhitng tdc dung phy gdp phii khi sir dung thudc.

DUQC LY'C HQC

— Losartan 13 chét dAu tién cia nhom thude chéng ting huyét dp méi, d6 la mjt
chét d6i khang thy thé (typ AT1) angiotensin II. Céc chét ddi khang angiotensin
11 ciing ¢6 céc tae dung huyét dong hoc nhir cac chit irc ché ACE, nhumg khong
6 tac dung khong mong mudn phé bién cia cdc chit irc ché ACE la ho khan.

~ Hydroclorothiazid va cde thudc loi tiéu thiazid 1dm ting bai tiét natri clorid va
nute kém theo do co ché irc ché tai hap thu céc ion natri va clorid & dng luon xa.
Hydroclorothiazid ¢6 tac dung ha huyét 4p, tnrée tién c6 18 do gidm thé tich
huyét trong va dich ngoai bdo lién quan dén sy bai nigu natri. Tac dyng ha huyét
ap cia hydroclorothiazid thé hign chim sau 1 - 2 tudn, con tée dung lgi tidu xay
ra nhanh c6 thé thiy ngay sau vai gio. Hydroclorothiazid lim ting tic dung cia
céc thude ha huyét ap khic.

DUQC DPONG HOC

~ Sau khi udng, losartan hdp thu t6t va chuyén hoa bude diu nhiéu qua gan nhé céc
enzym cytochrom P450. Kha dung sinh hoc ciia losartan xdp xi 33%. Khodng
14% liéu losartan udng chuyén thanh chét chuyén hoa cé hoat tinh, chit nay dim
nhi¢m phin lén tinh di khang thu thé angiotensin I1. Nira disi thai trir cia
losartan khodng 2 gidy, vi cia chat chuyén hoa khoing 6 - 9 git. Néng @9 dinh
trung binh cia losartan dat trong vong 1 gid, va cia chat chuyén hoa c6 hoat tinh
trong vong 3 - 4 gid.

— Sau khi uong, hydroclorothiazid hdp thu tueng d6i nhanh, khodng 65 - 75% lidu

ir dung, tuy nhién ty 1§ nay c6 thé giam & ngudi suy tim, Hydroclorothiazid tich
liiy trong hong cdu. Thudc thai trir chii yéu qua thin, phin lén duéi dang khén

chuyén héa. Nira déi cia hydroclorothiazid khoang 9,5 - 13 gié, nhung c6
kéo dai trong truémg hgp suy than nén can diéu chinh liéu. Hydroclorothiazid di
qqahinglﬁonl\authail;aphﬁnbévﬂdain&ngdécaomng:hainhi. Téc dung lgi
tiéu xudt hién sau khi udng 2 giv, dat t6i da sau 4 gitr va kéo ddi khodng 12 gior.
Téc dung ching tang huyét 4p xdy ra chim hon tic dung lgi tiéu nhidu va chi cé
thé dat dugce tac dung dy dii sau 2 tudn, ngay ci véi lidu ti wu gilra 12,5 - 25
mg/ngdy. Diéu quan trong cn biét 1a tic dung ching tang huyét dp cia
hydroclorothiazid thémg dat duge t5i wu & lidu 12,5 mg (nira vién 25 mg).

QUA LIEU VA CACH XU TRi

~ Chua c6 thong tin djc hiéu vé diéu trj khi ding qua lidu losartan két hop
hydroclorothiazid, Phwong phap diéu trj 1 chira trigu chimg va hd trg. Cin ngimg
ngay thude va theo ddi ky ngudi bénh. Céc bién phap duge dé nghi la gdy nén
néu vira méi uéng thuéc, b nwéc, can bing dién gidi, xir tri hon mé gan, xir tri
tinh trang gidm huyét dp theo céc quy trinh théng thirimg.

— Losartan: Dir ligu vé qua lidu & nguiri con han ché. Biéu hi¢n vé qua liu c6 thé
hay gdp nhét c6 18 1 ha huyét 4p va nhip tim nhanh; ciing c6 thé gap nhip tim
chiim do kich thich thin kinh d6i giao cam (day thén kinh phé vi). Néu ha huyét
ap triéu chimg xay ra, phai diéu trj b3 trg. Ca losartan va chit chuyén héa c6 hoat
tinh deéu khong the loai bo duoe bang thdm phén méu.

- Hydroclorothiazid: Biéu hign chii yéu I réi loan nude va dién gidi do bai nigu
nhiéu, Néu dang ding digitalis, giam kali huyét lim tang loan nhip tim; Xir
Rira da ddy khi méi ding thude, ding than hoat. Chéng kiém héa mau: Din
amoni clorid trir khi ngutri bénh mic bénh gan. Bl lai nhanh chong lwgng nude
va dign gidi di mat.Co thé thdm tach phic mac dé didu chinh cin bing mrdc va
dién giai. Trong truémg hop ha huyét ap ma khong dap émg véi nhimg can thigp’
trén, dimg norepinephrin 4 mg/lit tiém truyén tinh mach chim hodic dopamin vél
lidu ban déu 5 microgam/kg/phiit. i

KHUYEN CAO :

Trénh xa tim tay tré em.

Thubc nay chi ding theo sy ké don ciia thiy thudc.

Doc x hwémg diin sir dyng truére khi ding.

_ Neéu cin thém théng tin, xin héi ¥ kién bic si.

BAO QUAN: Trong bao bi kin, noi khé nhiét 44 dudi 30°C.

HAN DUNG: 24 thing ké tir ngay san xudt.

TIEU CHUAN: USP 33
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CONG TY TNHH DP SHINPOONG DAEWOO
Nha may : S 13, Puon
Van phong: Phong 5 & 7, LE

9A KCN Bién Hoa 2, Ddng Nai, Viét Nam

u 9, Thap R1 Tbda nha Everrich, 968 Puimg 3/2,
Phutmg 15, Q.11, TP. HCM

Fax : (08) 22250682

Email : shinpoong@spd.com.vn
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Anti hypertension
SPLOZARSIN PLUS

Losartan potassium 50 mg

12.5 mg
%

Hydrochlorothiazide
COMPOSITION: Each tablet contain:
- Losatan Potassium ....................... R SO
- Hydrochlorothiazide ........... oereeen12.5 mg

Excipient: Silicon dioxide, ludipress, pregelatinized starch, microcrystalline cellulose,
sodium lauryl sulfate, calcium stearate, hypromellose 2910, hydroxypropylcellulose,
titanium dioxide, talc, quinoline yellow lake.

DOSAGE FORM: Film coated tablet.

HOW SUPPLIED: 3 blisters Al-Al x 10 tabs

3 blisters Al-PVC x 10 tabs

INDICATIONS

Treatment of high blood pressure, reduce the risk of stroke in patients with high

blood pressure and left ventricular hypertrophy.

DOSAGE AND ADMINSTRATION

- The starting and maintenance dose is 1 tab/day.

= Patients who do not respond adequately: 2 tabs once daily. The maximum dose is
losartan 100 mg/ hydrochlorothiazide S0 mg or 2 fabs once daily.

* Note:

- The antihypertensive effect is attained within 3 weeks after initiation of therapy.

- May be administered with other antihypertensive agents.

- May be administered with or without food.

CONTRAINDICATION

- Patients who are hypersensitive to losartan, thiazides and derivatives of
sulfonamides or any component of the product.

~ Manifest gout, anuria, Addison’s disease, hypercalcemia, hyperuricemia, severe
renal and hepatic insufficiency.

PRECAUTION

- Extrasurveillance and/or dose reduction are needed in patients who are dehydrated,
diuretic treated, patients with other factors which predispose them to hypotension,
patients with unilateral or bilateral kidney artery stenosis, with only one remaining
kidney.

- Should periedically monitored the serum and urine electrolyte determinations,
especially in patients treated with corticosteroid, ACTH or digitalis, quinidine (risk
of torsade de pointes causing ventricular fibrillation).

- Patients with severe renal disease: hydrochlorothiazide may precipitate azotemia
and aggravate the renal impairment.

- Patients with impaired hepatic function or progressive liver disease: may precipitate
hepatic coma.

- Gout: hyperuricemia may occur.

- Diabetes melitus: adjust the dosage of insulin or oral hypoglycemic agents.

~The hypotensive effect of hydrochlorothiazide may be enhanced in the
postsympathectomy patient.

- May increase cholesterol and triglyceride levels.

- The elderly may be susceptible to electrolyte imbalance.

PREGNANCY AND BREAST FEEDING

- Losartan can cause fetal and neonatal morbidity (oligohydramnios, hypotension,
oliguria, cranial bone malformation) and death when administered to pregnant
women during the second or third trimester. Although limiting use of such drugs to
the first trimester does not appear to be associated with substantial risk to the fetus,
when pregnancy is detected, losartan should be discontinued as soon as possible.
Thiazide diuretics penetrate through placenta into fetuses cause electrolyte
imbalance, thrombocytopenia and jaundice among newboms. This type of drug
should therefore be advoided during the last trimeste of pregnancy.

= It is not known whether losartan is excreted in human milk, but significant level of
losartan and its active metabolite were shown to be present in rat milk.
Hydrochlorothiazide also penetrates into breast milk in such quantities that effect in
the child and inhibit the production of breast milk. Decision should be made
whether to discontinue nursing or drug, taking into account the importance of the
drug to the mother.

EFFECTS ON ABILITY TO DRIVE AND USE

No $tudies on the reactions on the ability to drive and use machines have been
rformed. However, when driving vehicles or operating machinery it must be borne

insmind that dizziness or drowsiness may occasionally occur when taking

antihypertensive therapy, in particular during initiation of treatment or when the dose
is ihcreased.

DRUG INTERACTION

* Losartan:

=~ Does not affect the pharmacokinetic of oral or intravenous digoxin.

- Cimetidine: increase about 18% in AUC of losartan but does not affect the
pharmacokinetic of its active metabolite,

- Phenobarbital: reduce about 20% in AUC of losartan and of its active metabolite.
* Hydrochlorothinzide: may interact with: alcohol, barbiturates or narcotics,
antidiabetic drugs (oral agents and insulin), other antihypertensive  drugs,
corticosteroids, ACTH, pressor amines (e.g. norepinephrine), skeletal muscle
relaxants, non depolarising (e.g. tubocurarine), lithium, NSAIDs, quinidine,
anticoagulants, drugs for treating gout, anesthesia, diazoxide, digitalis glycosides,
vitamin D, cholestyramine or colestipol resins.

SIDE EFFECTS

~In clinical trials with losartan potassium-hydrochlorothiazide, no adverse
experiences peculiar to this combination drug have been observed. Adverse
experiences have been limited to those that were reported previously with losartan
potassium and/or hydrochlorothiazide.

- For the most part, adverse experiences have been mild and transient in pature and
have not required discontinuation of therapy. The most common adverse
experiences are vertigo, fatique/tiredness, dizziness.

- Hypersensitivity: Anaphylactic reactions, angioedema including swelling of the
larynx and glottis causing airway obstruction and/or swelling of the face, lips,
pharynx and/or tongue has been reported rarely in patients treated with losartan;
some of these patients previously experienced angicedema with other drugs
including ACE inhibitors. Vasculitis, including Henoch-Schoenlein purpura, has
been reported rarely with losartan.

- Gastrointestinal: Hepatitis has been reported rarely in patients treated with losartan,
diarrhea.

- Respiratory: Cough has been reported with losartan.

Inform doctors with side effects when using medicine.

PHARMACODYNAMIC PROPERTIES

- Losartan is an angiotensin 11 receptor (type AT, ) antagonists. While angiotensine 11
antagonists share the hemodynamic effects of angiotensin — converting enzyme
inhibitors, thet do not share the common adverse effect of dry cough.

- Hydrochlorothiazide is a thiazide diuretic, directly increase urinary excretion of
sodium chloride and water by inhibiting Na* and CI reabsorption in the early distal
tubles. Having hypotensive effect which is initially caused by a reduction of th
plasma and extracellular fluid volumes related to sodium diuresis. Th
antihypertensive effect develops slowly afier one or two weeks, while the diureti.
effect is immediate and already seen during the first day of treatment.
Hydrochlorothiazide enhances the effect of other antihypertensive drugs.

PHARMACOKINETIC PROPERTIES

~ Following oral administration, losartan is well absorbed and undergoes substantial
first-pass metabolism by cytochrome P450 enzymes. The systemic bioavailability is
approximately 33%. About 14% of an orally-administered dose of losartan is
converted to the active metabolite. The terminal half-life of losartan is about
2 hours and of the metabolite is about 6-9 hours. Mean peak concentrations of
losartan and its active metabolite are reached in 1hour and in 3-4 hours,
respectively.

- Following oral administration, hydrochlorothiazide is absorbed relatively rapidly.
Degree of absorption is approximately 65 - 75% of taken dose (lower in patients
with cardiac insufficiency). Hydrochlorothiazide accumulates in erythrocytes,
penetrates through the placenta barrier, eliminated through kidney (mostly in non
metabolized form). Ty, is about 9.5 - 13 hours (may be prolonged in renal
impairment, need dose adjustment). Diuretic effect stars 2 hours after intake,
reaches a maximum diuretic effect after 4 — 6 hours and lasts for approximately 12
hours. Antihypertensive effect develops much more slowly than diuresis (2 weeks).
The optimal dose for antihypersensitive effect is 12.5 mg.

OVERDOSE AND TREATMENT

-No specific information is available on the treatment of overdosage with
conbination of losartan and hydrochlorothiaxide. Treatment is symptomatic and
supportive. Therapy should be discontinued and the patient observed closely.
Suggested measures include induction of emesis if ingestion is recent, and
correction of dehydration, electrolyte imbalance, hepatic coma and hypotension by
established procedures.

= Losartan: Limited data are available in regard to overdosage in humans. The most
likely manifestation of overdosage would be hypotension and tachycardia;
bradycardia could occur from parasympathetic (vagal) stimulation. If symptomatic
hypotension should occur, supportive treatment should be instituted. Neither
losartan nor the active metabolite can be removed by hemedialysis.

- Hydrochlorothiazide: The most common signs and symptoms observed are those
caused by electrolyte depletion and dehydration resulting from excessive diuresis.
If digitalis has also been administered, hypokalemia may accentuate cardiac
arrhythmias. Treatment: Gastric lavage when the drug has just been used, give
activated charcoal, anti - alkalemia (give ammonium chloride, except hepatopathy),
rehydration, adjustment of electrolyte and base balance, may use peritoneal dialysis
to adjust water and electrolyte balance. In case of hypotension that does not
respond, use norepinephrine 4 mg/L through slowly intravenous influsion or
dopamine with the initial dose of § pg/kg/min.

RECOMMENDATION

- Keep out of reach of children.

- This drug is used only by doctor’s prescription,

- Read carefully the leaflet before use.

- Contact your doctor for further information.

STORAGE: Store in a hermetic container, at dry palce temperature below 30°C.

EXPIRY DATE: 24 months after manufacturing date

SPECIFICATION: USP 33
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