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Rx
ZYDUSDON 5

Cice diu hiéu leu y va khuyén cio:
Doc ky hiong dén sir dung triece khi ding.

Dé xa tam tay tré em.

Thong bao ngay cho bdc sy hodc diege sy nhitng tdc dung khong mong muon gap phai khi sir

dung thuéc.

Thuoce nay chi ding theo don thuoc

1. THANH PHAN CONG THUC THUOC

MOdi vién nén phin tan trong miéng chira:

Thanh phin hoat chit: Donepezil hydrochlorid 5 mg

Thanh phin ti dwee: Microcrystalline cellulose, silica colloidal anhyrous, crospovidone,
aspartame, sucralose, [lavour firmenich powder peppermint 5015, flavour strawberry
05231 1AP0SS1, mannitol, sodium stearyl fumarate, magnesium stearate.

2. DANG BAO CHE: Vién nén phén tan trong miéng.

M6 ta diic diém thube

Vién nén khéng bao mau triing dén gan tréng, hinh tron, mat phang c6 vat canh, tron c¢a hai mat.
3. CHI DINH

Vién nén phan tan trong miéng donepezil hydroclorid duge chi dinh dé didu tri triéu chimg sa
st tri tué ¢ mire do nhe hodc trung binh trong bénh Alzheimer.

4. LIEU DUNG — CACH DUNG

Ngwoi [6n/nguwoi cao tudi

Bét dau didu tri v6i lidu 5 mg/ngay (lidu | lan/ngdy). Nén duy ti lidu § mg/ngay trong it nhét
mét thang dé c6 thé danh gid cac dép tmg 1am sang sém nhét ddi v6i viée diéu tri va dé dat ndng
do donepezil hydroclorid & trang thai 6n dinh. Sau mot thang dénh gid lam sang vé didu trj voi
lidu 5 mg/ngay, ¢b thé tang liéu donepezil hydroclorid Ién 10 mg/ngay (liéu 1 lin/ngay). Liéu tdi
da hang ngay duge khuyén céo 1a 10 mg. Chua c6 nghién ciru str dung liéu 1én hon 10 mg/ngay
trong cac thir nghiém ldm sang.

Nén bt dau viée diéu trj va gidam sat boi mot bac sy c¢é kinh nghiém trong vi¢e chin doan va
didu tri sa sat trf tué trong bénh Alzheimer. Nén thuc hién chéin dodn theo cac hudng din duge
chidp nhan (nhu DSM 1V, ICD 10). Chi nén bt dau diéu tri bang donepezil néu co sin nguoi
chiam soc dé thuomg xuyén theo dai viée ding thude cta bénh nhin. Co thé tiép tuc diéu tri duy
tri mién 1a véin con lgi ich diéu tri cho bénh nhan. Vi vdy, nén dénh gia lai loi ich lam sing cua
donepezil mdt cach thuomg xuyén. Co thé xem xét ngung thudc khi c¢6 bing chimg khéng con
hiéu qua diéu tri. Khéng thé dw dodn dap ting ctia mdi bénh nhén dbi véi donepezil.

Khi ngung diéu tri, téc dung ¢6 loi cia donepezil hydroclorid s& giam dén.
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Tré em

Khong khuyén cdo sir dung donepezil hydroclorid & tré em va thanh thiéu nién dudi 18 tudi.
Bénh nhan suy thin va gan

Co thé dang phéc dd diéu trj twong tw cho bénh nhdn suy than, vi tinh trang nay khéng anh
huong dén do thanh thai ciia donepezil hydroclorid,

Do ¢6 thé téang phoi nhiém vai thude & ngudi suy gan nhe dén trung binh, nén ap dung mire liéu
theo kha niang dung nap ctia timg ca nhan. Khong co dir lidu cho bénh nhéan suy gan ndng,

Cach dang

Dung dudng udng, vao budi toi, trude khi di ngi. Can dat vién thude trén ludi va dé tan rd trude
khi nuét cting hodc khéng ciing véi nude, tity theo sé thich ctia bénh nhan.

5. CHONG CHI PINH

Qud mén voi donepezil hydroclorid, céde ddn xudt piperidin, hodic vai bit ky ta duge nao cia
thuée.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Chua nghién ctru vige sir dung donepezil hydroclorid ¢ nhitng bénh nhén bi sa st tri tug¢ nang
trong bénh Alzheimer, cdc dang sa st tri tué khac hodic cde dang suy giam tri nhd khac (nhu suy
giam nhén thire do tudi tac).

Giy mé

Donepezil hydroclorid ciing nhur chét e ché cholinesterase, ¢6 kha nang lam gian co kidu
succinylcholin qua mire trong khi gdy mé.

Tinh trang tim mach

Do tac dung duge ly cia thude, cdc chét e ché cholinesterase ¢é thé co téc dung cudng than
kinh d6i giao cam trén nhip tim (nhw lam cham nhip tim). Kha ning xay ra téc dong nay co thé
dic biét quan trong dbi véi nhitng bénh nhan méc “hdi chimg suy nit xoang” hodc cde tinh trang
din truyén tim trén tam thit khac, nhu block xoang nhi hogic block nhi thét.

Pa ¢ bdo cdo vé ngit va co gidt. Khi diéu tra nhitng bénh nhan nhu vy, nén xem xét kha ning
block tim hodic ngung xoang kéo dai.

Tinh trang tiéu hoa

Nén theo ddi céc trigu chimg & bénh nhédn ¢6 nhiéu nguy co phat trién vét loét, nhu nhitng ngudi
¢o tién sir bénh loét hogc nhirng nguoi dang ding (if’ing thoi thube chéng viém khong steroid
(NSAID). Tuy nhién, cac nghién ciru lam sang véi donepezil hydroclorid cho thdy khéng lam
tang ty 1¢ médc bénh loét da day ta trang hoac xudl huyét tiéu hoa so voi gia duge.

Sinh duc-tiét niéu

Mic du khong quan sdt thdy trong céc thir nghiém lam sang cua donepezil hydroclorid, cdc
thude ¢o tdc dong gidng cholin ¢6 thé gay tic nghén dudmg ra bang quang.

Tinh trang thin kinh

Co gidt: Céc thude ¢6 tac dong gidng cholin duge cho 1a ¢6 kha ning gy co gidt toan than. Tuy

2/8



https://trungtamthuoc.com/

nhién, co gidt ciing ¢ thé la biéu hién cia bénh Alzheimer.

Céc thude ¢o tac dong gidng cholin ¢o kha nang lam trdm trong hon hodic giy ra cac triéu chimg
ngoai thap.

Hi chivng dc tinh thiin kinh (NMS)

NMS, mdt tinh trang ¢6 kha niing de doa tinh mang, dic trung bai tiang than nhidt, cimg co, mit
on dinh ty chu, thay déi y thic va tang ndng do creatin phosphokinase huyét thanh, da duge bao
cdo 1a rat hiém gap khi ding donepezil, dac bi¢t & nhimg bénh nhan ding ddng thai vai thude
chéng loan thin. Céc diu higu khac c6 thé bao gém myoglobin ni¢u (tiéu co vin) va suy théin
cz‘ip. Nén ngung diéu tri néu bénh nhdn xudt hién cdc ddu hiéu va triéu chimg bi¢u hién ctia
NMS, hoiic ¢6 biédu hién sét cao khdng 16 nguydn nhan ma khéng cé bidu hién ldm sang khac
ciia NMS.

Tinh trang phéi

Do ¢6 tac dung gidng cholin, cin cdn than khi ding thude (e ché enzym cholinesterase & nhimg
bénh nhan ¢ tién st hen suyén hoic bénh ph('ﬁ i nghén.

Nén tranh str dung donepezil hydroclorid dong thoi véi cac chit e ché acetylcholinesterase
khéc, chét chii van hoiic chét doi khang h¢ cholinergic,

Suy gan ning

Chura c6 dit liéu cho bénh nhédn suy gan nang.

7.SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nit ¢é thai

Chura co dir ligu dﬁy du vé vide sir dung donepezil & phy nit ¢6 thai.

Céc nghién ciru trén dong vat khong cho thiy tiac dung giy quai thai nhung thiy c¢6 doc tinh
trude va sau khi sinh, Chua biét nhimng nguy co tiém dn & ngudi.

Khong nén s dung donepezil hydroclorid trong khi mang thai trir khi that sy can thiét.

Phu nir cho con b

Donepezil duge bai tiét véo sira ctia chudt. Chua biét liéu donepezil hydroclorid ¢6 duge bai tidt
vao stta me hay khong va chwa c6 nghién ciru nao & phu nit cho con bi. Vi vay, phu nit diing
donepezil khéng nén cho con b.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, YAN HANH MAY MOC
Donepezil ¢ anh huéng nho hodic trung binh dén kha ning l4i xe va st dung médy moc.

Chimg sa stt trf tu¢ ¢6 thé gdy suy giam hiéu sudt lai xe hodc anh hudng dén kha ning st dung
may moc. Hon nira, donepezil co thé gdy m¢t moi, chong mét va chudt rat co, chu yéu khi bit
dau didu tri hodc tang lidu. Bic sy diéu tri nén thuong xuyén dénh gid kha nang tiép tuc lai xe
hodc van hanh cac may moéc phire tap cua bénh nhéin ding donepezil.

9, TUONG TAC, TUONG KY CUA THUOC

Twong tic

Donepezil hydroclorid va/hodc bt ky chét chuyén héa nao khéng tic ché sy chuyén héa cia
theophyllin, warfarin, cimetidin hodc digoxin & ngudi. Su chuyén hoa ctia donepezil hydroclorid
khdng bi anh hudng khi dimg dong thoi digoxin hodic cimetidin, Cée nghién ctru in vitro da chi
ra ring cdc isoenzym cytochrom P450 3A4 va mdt phin nho 2D6 ¢6 lién quan dén qua trinh
chuyén hoa ctia donepezil. Cac nghién ciru twong téc thude in vitro cho thiy ketoconazol va
quinidin, tuong tmg 1a cdc chét tc ché CYP3A4 va 2D6, tic ché chuyén héa donepezil. Do do,
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nhimg chit nay va céc chat e ché CYP3A4 khéc, nhu itraconazol v erythromycin, va céc chit
ttc ché CYP2D6, nhu fluoxetin ¢6 thé e ché su clmyén hoa cua donepezil. Trong mdt nghién
clru & nhitng ngudi tinh nguyén khoe manh, ketoconazol lam tang ndng dé donepezil trung binh
khoang 30%.

Céc chét cam tng enzym, nhu rifampicin, phenytoin, carbamazepin va rugu co thé lam giam
ndng do donepezil. Vi chua biét 1& mirc dd cia tic dung (e ché hodc cam tmg, nén can than khi
st dung cac két hop thude nhu vay. Donepezil hydroclorid ¢6 kha nang dnh hudng dén cac loai
thude ¢o hoat tinh khéng cholinergic. Ciing ¢ thé ¢o tic dung higp ddng khi diéu tri ddng thoi
voi cac thude nhu succinylcholin, cac thude e ché thin kinh - co khidc hoidic thude chu van
cholinergic hodc thude chen beta 6 tac dung trén dan truyén tim.

Twong ly

Do khong c6 cac nghién ciru vé tinh tuong ky ctia thude, khéng tron 1an thude nay voi cac thude
khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Céc tac dung khong mong muén thudng gip nhét Ia tiéu chay, chudt rt co, mét moi, budn nén,
ndn va mét ng.

Cée tae dung khéng mong mudn duge bio cdo nhiéu hon mot truomg hop riéng 1é duge lidt ké
dudi ddy, theo hé co quan va tan sudt. Téan sudt duge dinh nghia nhur sau: rit thuong gap (&
1/10), thuong gdp (= 17100 dén < 1/10); it gip (> 1/1.000 dén 1/100); hiém gap (> 1/10.000 dén
< 1/1.000); rat hiém giip (< 1/10.000); chura biét (khdng thé wéce tinh trén dit lidgu ¢d sin).

Rt :
3 . % P e Rét hiém
HE co quan thudng Thuwong gap It gap Hi¢m gap in
gip 24a]
Nhiém khuan va Cam lanh thong
nhiém ki sinh thudmg
tring
Roi loan chuyén Chén an
héa va dinh
dudng
Roi loan tam Ao gidc**
thin Kich dgng**
Hanh  vi  hung
hang**
Giac  mo  bat
thudbmg  va  dc
mong**
Roi loan h¢ than Ngat* Dong kinh* Triéu chirng|Hdi chimg éc
kinh Chong mat ngoai thap | tinh théan
Mat ng kinh
Roi loan tim Nhip tim chéim | Block xoang
nhi
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trang tai vi (ri
ding thude

Xét nghiém

RHi loan tidu hoa | Tiéu Non
chay Roi  loan  vimg
Buon bung
non
Ro1 loan gan mat
Rbi loan da va Phat ban
mo dudi da Ngita
Réi  loan co Chudt rat co
xuong, mo lién
két va xurong
Roi loan thin va Tiéu khong tur chu
tiét ni¢u
ROi  loan toan|DPau diu | Mét moi
thin va inh Pau
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Xudt huyét tiéu
hoa

Loét da day va
ta trang

Tang iét nudc
bot

Block nhi
that

Rbi loan
chitc  nang

gan bao goém
viém gan***

Tiéu co

vanFEEE

Tang nhe ndng
do creatin
kinase co trong
huyét thanh

Ton thuong va

ngod doc

Tai nan

* Khi diéu tra nhimg bénh nhan ngét hodc ddng kinh, nén xem xét kha nang block tim hodc
ngung xoang kéo dai.
#£ Cac béo cdo vé 4o gide, gidc mo bét thuong, dc mng, kich dong va hanh vi hung hang da
dwoc giai quyét khi giam liéu hodc ngung diéu tri.
##% Trong truong hgp roi loan chirc nang gan khong ré nguyén nhan, nén cén nhéc viée ngung

dung donepezil hydroclorid.

##%% Tidy co van di duoe bio cdo 1a xdy ra dic ldp véi hoi chimg dc tinh than kinh va ¢6 lién
quan chit ché vé thoi gian bt ddu dung donepezil hodc tang liéu.
11. QUA LIEU VA CACH XU TRi
Lidu gy chét trung binh uéc tinh ctia donepezil hydroclorid sau khi ding mét lidu uéng duy
nhét & chudt nhat va chudt céng twong ung la 45 va 32 mg/ke, hodc xﬁp xi 225 va 160 1an so voi
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lidu t5i da duoc khuyén cdo & nguoi 1a 10 mg/ngay. Cdc ddu hiéu lién quan dén lidu cua kich
thich cholinergic di duge quan sat thiy ¢ dong vt va bao gdm giam van dong tu phat, nam sép,
déng di ldo dédo, chay nudc mét, co gidt rung, giam hé hz‘ip, tiét nude bot, co df‘mg tr, rung gial
cor va than nhiét bé mat Hlﬁp hon.
Qua lidu véi cde chit e ché cholinesterase c6 thé dan dén con cudng cholinergic, dic trung bai
budn non, ndn ning, tiét nude bot, dé md hédi, nhip tim cham, ha huyét 4p, suy ho hép, dot quy
va co gidt. Cé kha ning lam tang nhuge co va cd thé din dén tr vong néu lién quan dén cac co
ho hip.
Nhur trong bét ky truong hop qua lidu ndo, nén sir dung cdc bién phap ho tro toan than. C6 thé sir
dung thude khang cholinergic bic ba nhu atropin lam thude giai doc khi ding qua lidu donepezil
hydroclorid. Khuyén cdo sir dung atropin sulphat dudmg tinh mach véi lidu duge danh gia dé dat
hiéu qua: lidu khoi déu tir 1,0 dén 2,0 mg (’hrimg tinh mach véi cac lidu tiép theo dua trén dap
lrngs ldm sang. Céc (hp tmg khong dién hinh vé huyet ap va nhip tim da dugce bdo cdo voi céc
thude ¢6 tac dyng gidng cholin khéc khi ding dong thoi véi thude khang Lholmmgic bic bdn
nhu glycopyrrolat. Chua biét lidu donepezil hydroclorid vi/hodc cc chit chuyén héa cia thude
6 thé duoc loai bo bang tham phan (thim phan mau, thim phan phic mac hodc loc mau) hay
khong.
12. PAC TINH DUQC LUC HQC
Nhom duwge ly: Thude diéu tri sa sat tri tug, thude khéng cholinesterase.
Mi ATC: NO6DAO02
Co ché tie dung
Donepezil hydroclorid 1a chét trc ché dic hidu va cé hdi phuc cia acetylcholinesterase, mot
cholinesterase chi yéu trong ndo. Donepezil hydroclorid in vitro 1a mét chit (e ché enzym nay
manh hon 1000 lan so véi butyrylcholinesterase, mdt enzym hién dién chi yéu bén ngoai hé
than kinh trung wong,
Sa st tri tué¢ trong bénh Alzheimer
O nhiing bénh nhdn méc chimg mét tri nhé trong bénh Alzheimer tham gia céc thir nghiém ldm
sang, str dung liéu duy nhat hang ngay S mg hodic 10 mg donepezil hydroclorid tao ra sy tre ché
hoat dong cua acetylcholinesterase ¢ trang thai dn dinh (do ¢ mang héng céu) tuong (g la
63,6% va 77,3% khi do theo céc lidu nhu trén. Sy tre ché acetylcholinesterase (AChE) trong té
bao héng cau bai donepezil hydroclorid da dwge chimg minh 1a ¢6 twong quan véi nhimg thay
ddi trong ADAS-cog, mdt thang do nhay dé kiém tra cdc khia canh nhén thire ¢6 chon lge. Vin
chira nghién ctru vé kha nang cta donepezil hydroclorid lam thay ddi qué trinh bénh 1y than kinh
tiém @n. Do dé donepezil hydroclorid khang thé dugc xem la cé bét ky anh huang nao dén su
tién trién cia bénh.
Hiéu qua ctia viée dicu tri sa sit tri tué trong bénh Alzheimer bang donepezil hydroclorid da
duge nghién ctru trong 4 thir nghiém cé doi ching gia duoe, 2 tht nghiém kéo dai 6 thang va 2
thir nghiém kéo dai 1 ndm.
Trong thir nghié¢m lam sang 6 thang, mot phéan tich duge thue hién khi két thie didu tri voi
donepezil bang cach sir dung két hop ba tiéu chi hidu qua: ADAS-Cog (thude do kha nang nhén
thirc), phong van 1am sang ctia bac sy dya trén cam gidc vé sy thay ddi V{'ri dir liéu cia ngudi
cham soc (thude do toan thé chite nang) va thang dénh gia cac hoat ddng song hang ngay trong
thang diém danh gia sa sat tri tué trén lam sang (thude do kha nang hoa nhap cong dong, gia
dinh va so thich va cham soc ca nhan).
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Bénh nhan dap tmg céc tidu chi duoc liét ké dudi day duoc xem la nguoi dap tng diéu tri.
Paping =  Cai thién thang diem ADAS-Cog it nhat 4 diém
Khong lam xau di vé bang danh gia CIBIC 1
A . L . . 4or ‘. . - A 4 . .
Khong lam xau di vé thang danh gia cdc hoat dong song hang ngay trong thang
danh gia sa sut tri tué trén lam sang

Yo Dap irng
Dén sb tham gia nghién ciu | Din sd c6 thé ddnh gid duge

n=365 n=352
Nhém gia duge 10% 10%
Nhom dllElj_’, vién nén donepezil 18%% 1894 *
hydroclorid 5 mg
Nhom (llll.'lg vién nén donepezil 2194+ 299k
hydroclorid 10 mg

*p<0,05

* p<0,01

Donepezil hydroclorid tao ra sw gia ting ¢6 ¥ nghia thong ké phu thude vao liéu trong sb ph'c’in
trim céc bénh nhan duge danh gia 1a nguoi dap img diéu i

13. PAC TINH DUQC DONG HQC

Hip thu

Ndng dd dinh trong huyét twong dat duge khoang 3 dén 4 gitr sau khi udng. Nong d trong huyét
twong va dién tich dudi dudng cong tang twong (g véi lidu lugng. Thoi gian ban thai cudi cling
la khoang 70 gid, do do, su dung nhiéu licu duy nhédt mdi ngay dan dén viée dan din tién dén
trang thai én dinh. Pat duoc trang thai gf‘m nhu &n dinh rong vong 3 tudn sau khi bt ddu diéu
tri. Khi & trang thai 6n dinh, nong do donepezil hydroclorid trong huyét twong va hoat tinh vé
duge lie hoc lién quan cho thiy cé rét it bién déi sudt qué trinh trong ngay.

Thire &n khong anh hudng dén su hip thu cta donepezil hydroclorid.

Phén b

Khodng 95% donepezil hydroclorid giin két véi protein huyét twong ngudi. Chua biét v sy gén
két vi protein huyét twong ctia chit chuyén héa cé hoat tinh 6-O-desmethyl donepezil. Sy phén
bb cuia donepezil hydroclorid trong cée mé co thé khéc nhau vin chua duge nghién ctu 1o rang.
Tuy nhién, trong mot nghién ctru trén quy mo 1én thue hién & nhitng tinh nguyén vién nam khoe
manh, 240 gid sau khi sir dyung lidu duy nhdt 5 mg donepezil hydroclorid ¢6 danh déu "C,
khodng 28% chat ddng vi danh ddu vin chua thu hdi duge. Diéu nay cho thdy ring donepezil
hydroclorid va/hoiic cdc chét chuyén héa c6 thé ton tai trong co thé hon 10 ngay.

Chuyén héa/thai trir

Donepezil hydroclorid duge bai tiét trong nude tiéu ¢ dang khong doi va dang duge chuyén hoa
boi hé cytochrom P450 thanh nhiéu chit chuyén héa, khéng phai tét ca déu duge xdc dinh. Sau
khi ding mot liéu duy nhét 5 mg donepezil hydroclorid ¢6 danh ddu "C, mirc phong xa trong
huyét twong, duge biéu thi bing phén trim lidu dung, chu yéu hién dién dudi dang donepezil
hydroclorid khong di (30%), 6-O-desmethy! donepezil (11% - chit chuyén héa duy nhét co
hoat tinh twong ty nhw donepezil hydroclorid), donepezil-cis-N-oxyd (9%), 5-O-desmethyl
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donepezil (7%) va lién hop g_z,lucuror‘iid clia 5-0-_dcsmclhyl donepezil (3%). Khoang 57% li;::ng
lwong phong xa st dung duge thu hoi Ffr nl.r(‘rc‘liéu (17% dll’éfi' dang Llﬂl]C]Jt‘.:/,i] khong thay doi),
va 14,5% duge thu hoi tr E}Ilﬁll, cho thay ch'uyén hoa va bai tiet qua nude tiéu !ﬁi cac con dlr('}'l}g
thai trir chinh. Khong cé bang chimg cho thiay donepezil hydroclorid va/hodc bat ky chat chuyén
hoéa nao tham gia chu trinh gan rudt.

Nong do donepezil trong huyét twong gidm dan véi thei gian ban thai khoang 70 gio.

Gidi tinh, ching tdc va tién sir hit lh'uéc khéng c6 anh hudng dang ké vé mat 1am sang dén ndng
do donepezil hydroclorid trong huy¢t twong. Duge dong hoc cia donepezil chwa duoc nghién
cttu chinh thire & ngudi lén tudi khoe manh hodc bénh nhin Alzheimer hodc bénh nhan bj sa sut
tri tu¢ ndo mach. Tuy nhién, nong dj trung binh trong huyét twong & bénh nhén gén gidng vai
nong do cia nhitng ngudi tinh nguyén tré khoe manh,

Bénh nhan suy gan nhe dén trung binh ¢6 ndng d donepezil ting & trang thai én dinh; AUC
trung binh 1a 48% va Cmax trung binh 1a 39%.

[4. QUY CACH PONG GOI: Hop 10 vi x 10 vién,

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Di¢u ki¢n bio quin: Bao quan ¢ nhiét do khong qua 30°C.

Han dung: 24 thang ké tir ngay san xuét.

Tiéu chuin: USP

16. TEEN, PIA CHI CO SO SAN XUAT THUOC

ZYDUS LIFESCIENCES LIMITED

Kundaim Industrial Estate, Plot No. 203-213, Kundaim, Goa- 403 115, An Dd.

8/8



