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1. THANH PHAN CONG THUC THUOC

M&di vién nén bao phim CHALKAS-2 chira:

Thanh phin dwge chit:

Eszopiclone ........c.ccvvivieene 2 mg

Thanh phan td duge:

Cellulose vi tinh thé M112, dicalci phosphat khan, carmellose calci, silicon dioxyd, magnesi
stearat, Opadry AMB 1.

M>bi vién nén bao phim CHALKAS-3 chia:

Thanh phﬁn duwoe chit:

Eszopiclone: ..c.cwimminnions 3mg

Thanh phdin td dwoc:

Cellulose vi tinh thé M112, dicalci phosphat khan, carmellose calei, silicon dioxyd, magnesi
stearat, Opadry AMB II.

2. DANG BAO CHE

CHALKAS-2: Vién nén dai, mau tring, mjt mat co dap logo &?ﬁ , miit kia ¢ dap gach ngang.
CHALKAS-3: Vién nén tron, bao phim mau trang, hai mat tron.

T » Phsn

3. CHIDINH

Eszopiclone dugc chi dinh diéu tri chimg mét ngu. Eszopiclone duge dung trude khi ngl dé
giam thoi gian di vao gific ngu va cai thién duy tri gific ngi.

Céc thir nghiém ldm sang nham chimg minh hi¢u qua dugc tién hanh trong thr gian kéo dai toi
6 thang. Cac danh gia chinh thic cudi cung vé thoi gian cén thiét di vao gidc ngl va kha ning
duy tri gidic ngt da duoc tién hanh & tuan tha 4 trong nghién ciru 6 tudn (trén nguoi 16m), & giai
doan cudi clia ca hai nhién ctru kéo dai 2 tudn (trén ngudi cao tudi) va 6 thing (trén nguoi 16n).

4. CACH DUNG,LIEU DUNG

Liéu diing va ciich dung:

Dumng liéu thap nhat c6 higu qua.

Nguoi trwémg thanh:

Licu khoi ddu khuyén cdo 12 1 mg. Liéu c6 thé tang lén 2 mg hodc 3 mg néu c6 chi dinh ldm
sang. O mot s bénh nhan, ndng do eszopiclone trong mau cao vao budi sang sau khi ding licu 2
mg hozic 3 mg lam tang nguy co suy giam kha ning l4i xe va cdc hodc dong khac doi hoi su tinh
tao hoan toan. Tang lidu eszopiclone khéng nén vugt qua 3 mg mdi ngay, ubng ngay trude khi

di ngu.

Pbi twong dgc biét _ 1

Bénh nhén Ién tu6i hodc suy nhuege: Khong ding litu qua 2 mg & bénh nhén 16n tudi hodc suy
nhuoc.

Suy gan niing hodic ding ddng thai voi chét tke ché CYP3A4: T éng lidu eszopiclone khong vuot
quéa 2 mg & bénh nhén suy gan ndng hogc dung dong thoi véi chit e ché CYP3A4,

Stz dung dong thoi véi chat ikc ché than kinh trung uwong: Pidu chinh lidu néu cin thiét khi ding
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eszopiclone két hop véi cac chét (e ché than kinh trung wong khéc vi nguy co xay ra tic dung
ph. : ;
Sir dung ciing véi thire an: Ding eszopiclone cung véi hodic ngay sau bita &n chinh, nhiéu chat

P '

béo lam chéim hép thu va cé thé lam giam tdc dyng ctia thude 1én thév gian di vao gide ngu.

5. CHONG CHi BINH _ _ ,
Man cam véi eszopiclone hodic véi bat ky thanh phan nao cua thude.
Nhitng bénh nhén timg trai qua cde hanh vi phire tap khi ngt sau khi dung eszopiclone.

6. CANH BAO VA THAN TRQONG KHI DUNG THUOC

Cdc hanh vi phire tap khi ngu

Céc hanh vi phitc tap khi nga bao gdm: i bg lic ngu, 14i xe lic ngh va tham gia vao cde hoat
ddng khac trong khi khéng hoan toan tinh téo xay ra sau l4n sir dung dau tién hodc sau d6. Bénh
nhén c6 thé bi ton thueng nang hodc lam tdn thuong ngudi khac trong lac thue hién cée hanh vi
phitc tap khi ngu. Chén thuong nhu vy c6 thé¢ dan dén tir vong. Cac hanh vi gidc ngii phire tap
khéc (bao gdm chudn bj db an vi n, goi dién thoai hodc quan h¢ tinh dyc) cling da dugc béo
cdo. Bénh nhan thuémg khong nhd sy vie dd xdy ra. Céc bdo céo sau khi dua thubc ra thi
trudmg cho théy céc hanh vi phire tap khi ngi c6 thé xay khi khi ding lidu eszopiclone khuyén
cdo, ¢ hode khong sir dung dong thdi véi rugu hodc céc chét tre ché than kinh trung wong khéc.
Ngirng ding eszopiclone ngay lép tirc néu nhu bénh nhan bi cac hanh vi phire tap khi ngu.

Tdc dung iic ché thin kinh trung wong va suy nhiwoc vao ngay hom sau

Eszopiclone 1a thudc te ché thin kinh trung wong va c6 thé lam suy giam chirc ning hoat dong
ban ngay & mot s6 bénh nhén ding lidu cao (2 mg, 3 mg) hodc ngay ca khi sir dung theo quy
dinh. Ngudi ké don nén theo déi tac dung e ché qué mie, nhung céc suy nhuge co thé xay ra
ma khong c6 triéu chimg (hodc thdm chi duge céi thién), céc tridu chimg c6 thé khong dugc phat
hién mét cach dang tin cdy biang céc thi nghiém lam sang thong thudmg (tie la it hon so véi cac
thir nghiém tam 1y chinh thirc). DU dung nap hodc thich ung tac dung duge luc, déi voi tac dung
it ché khdng mong mudn cia eszopiclone ¢6 thé xuét hién, bénh nhan sir dung eszopiclone 3
mg nén thén trong khi 14i xe hogc khi tham gia vao cdc hoat dong nguy hiém ho#c cac hoat dong
ddi héi sy tinh tdo tinh than hoan toan trong ngay sau khi ding thudc.

Céc thc dung khong mong mudn xay ra khi sir dung dong thai véi cac chét e ché than kinh
trung uong khéc (vi du benzodiazepin, céc opioid, thude chéng trdm cam ba vong, alcohol) ké
ca sir dung vao ban ngay. Xem xét giam litu eszopiclone khi sir dung ddng théi véi cac chét irc
ché than kinh trung wong khic.

Khong khuyén cdo st dung eszopiclone dong thoi véi cée thude an than - thudc ngi khéc vao
Iie di ngt hodc gilta dém.

Nguy co ting suy giam hoat dong tdm thin vao ngay hom sau néu ding eszopiclone khi khéng
con dii gific ngd ctia dém (7- 8 gid), néu ding lidu cao hon li¢u khuyén cdo, ding ddng thoi voi
céc chét e ché than kinh trung wong khac hodic sir dung d6ng thoi voi cac thude lam ting nong
dd eszopiclone trong mau.

Bai vi eszopiclone ¢o thé gay budn ngi va suy gidm ¥ thirc, bénh nhan dic biét 1a ngudi cao tudi
c6 nguy co té ngd cao hon.

Cin dinh gid sw xudt hi¢n dé"ng théi ciia nhicu bénh

Vi 161 loan gie ngi 6 thé 1a bieu hi¢n cia cde réi loan v& sinh Iy v&/ hoiic tam than, do d6 diéu
tri triéu chirmg mat ngu chi nén bét dau sau khi d danh gia cén than trén bénh nhan. Tinh trang
mét ngit khong giam di sau 7 -10 ngay diéu tri ¢6 thé 1a biéu hién ciia cac bénh tim thén hogic
bénh 1y co ban va can duge kiém tra. Tinh trang mit ngd trAm trong hon hodic su xuét hién clia
cée suy nghi hodc hanh vi bat thuéng co thé 1a hau qua cua cac rdi loan tim than va sinh 1y chua
duge phat hién. Nhimg biéu hién nhu vay xuat hién trong qud trinh diéu tri v6i thude an thin/
thubc ngl, bao gdm eszopiclone. Vi nhidu tc duyng khdéng mong muén quan trong cua
eszopiclone lién quan dén liéu, do d6 sur dung liéu thdp nhét ¢6 hiéu qua 1a rat quan trong, dic
biét & nhimg bénh nhan 16n tudi.

Phiin vé nghiém trong vi cdc phan vng phan v¢

Céc trudmg hop phi mach hiém gap lién quan dén ludi, thanh mon, thanh quan da dugc béo cdo
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& bénh nhén sau khi ding lidu thuc an thin dAu tién hoic sau d6, bao gbm eszopiclone. Mot s6
béul nhan ¢b thém cde tridu chimg nhu khé e, nghen hong, budn nén va nbn duge cho la phin
{mg phan vé. Mot vai bénh nhan phai diéu trj ndi khoa khn cip. Néu phit mach lién quan dén
ludi, thanh mdn hode thanh quan, tic nghén dudmg tho ¢6 the xay ra va gdy tr vong. Bénh nhin
bi phit mach khi diéu tri v6i eszopiclone khong duge thir dung lai thude.

Suy nght bit thwong va thay dbi hanh vi

Nhiéu suy nghi bat thuomg va thay d3i hanh vi da duoc bdo cdo xdy ra lién quan dén viée ding

thudc an than/ thude ngii. M6t sé nhiing thay ddi nay c6 thé dic trung boi sy gidm (e ché (vi du
nhur sy hung hing va hudéng ngoai) twong tw nhu tac dung dwoc sinh ra do cdn hoic céc thude
trAm cam khac. Nhimg thay dc*)j hanh vi duge béo céo khic bao gdm: Hanh vi k¥ quic, kich
dong, do gidc va roi logn gidi the nhin cach. Mat tri nhé va céc triéu chimg tdm - than kinh khéc
c6 thé xay khong doén trude duge. O nhimg bénh nhan trdm cém, tinh trang trAm cam trAm
trong hon, bao gdm suy nghf tu tir da duge bao cdo khi sir dung thube an than/ thude ngi.

Rét hiém khi co thé x4c dinh dugc mot treong hop cu thé nao trong su thay di hanh vi bat
thudmg ké trén 1a tu phét do thudc hay 1a két qua cia sy ri logn vé tim than hoc sinh 1y. Tuy
nhién bt ky ddu hidu hodc triéu chimg méi la no déu cin phai duge danh gid cin than va kip
thoi.

Hiéu trng cai thubc

Sau khi giam lidu mot cach nhanh chéng hodc ngimg ddt ngdt thude an thin/ thube ngu, da co
céc béo cdo vé dAu hidu va tridu chimg twong ty nhu nhitng gi lién quan khi ngimg céc thude tre
ché than kinh khac.

Thoi gian dimg thubc

Eszopiclone nén dugc udng ngay trude khi di ngi.

Doi twong diic bigt

Sir dung thube cho nguoi gia hodc bénh nhan suy nhwoc

Hoat dong van dong hogc nhan thire suy gidm sau khi ding thubc nhic lai hofic man cam bét
thudng v6i cée thude an thin/ thube ngl 1a mbi quan ngai khi diéu tri & nhitng bénh nhén 16n
tudi hoic suy nhuoc. Khong ding liéu qué 2 mg & nhimg bénh nhan nay.

Stz dung thuoc cho nhitng bénh nhdn dang c6 cdc bénh ly dong thoi khde

Kinh nghiém 1am sing sir dung eszopiclone trén nhimg bénh nhén ¢6 cdc bénh Iy dong thoi khic
con rat han ché. Thén trong khi sir dung eszopiclone & nhimg bénh nhan dang mang bénh hoac
¢6 cac tinh trang anh huong dén chuyén héa hodc cac dap img huyét hoc. _

Mt nghién ctru & ngudi tinh nguyén khoe manh khéng cho thy téc dung tc ché ho hép & liéu
cao gép 2.5 lin (7 mg) so voi lidu khuyén cdo cua eszopiclone. Tuy nhién, céin than trong khi
eszopiclone duge chi dinh cho nhimg bénh nhén ¢ chitc nang hé hd hap bi suy giam.

Liéu eszopiclone phai giam xubng 2 mg & nhimg bénh nhén suy gan ning boi vi nong d¢ thude
toan than cao gip doi & nhitng bénh nhan nay. Khong cén thiét phai chinh liéu & nhimg bénh
nhan suy gan nhe va trung binh. Khong can thiét phai chinh liéu & bénh nhan suy than & bét ky
mure d6 nao, vi it hon 10% eszopiclone duge bai tiét & dang khong ddi qua nuéc tiéu.

Giam lidu eszopiclone & nhitng bénh nhan dang ding cdc thube frc ché CYP3A4 nhu
ketoconazol cling v&i eszopiclone. Giam liéu eszopiclone ciing duge khuyén céo khi ding cing
céc chat dugc biét 12 cé tac dung trc ché hé than kinh trung uong.

Sir dung thuoc cho nhitng bénh nhdn tram cdm

O nhitmg bénh nhan trAm cam duge diéu tri bang thude ngl - an thin, trAm cam cé thé trdm
trong hon, bao gdm nhimg suy nghi va hinh dong tu tir da dugc béo céo lién quan dén sir dung
thuéc an thin - thubc nga. '

Thén trong khi sit dung thude an thin/ thube ngd & nhitg bénh nhan biéu hi¢n cde dau higu va
triéu chimg trdm cam. Xu hudng tu st co thé xuit hién & nhimg bénh nhén nay vi vay can ¢
cac bién phap bao v€. Qua lidu ¢ chu dich thuong xay ra hon & nhém bénh nhén nay. Vi vay,
bién phép kha thi nhét 1a k& lidu t6i thiéu cho nhiing bénh nhén nay & bat ky thoi diém nao.

Str dung thudc cho tré em

An toan va hidu qué cua eszopiclone chua dugc thiét 14p trén tré em. Trong mgt nghién ciru ldm
sang ¢o klém soat trén tré em, eszopiclone da that bai trong viéc chimg minh hi§u qua & céc
bénh nhi réi loan ting djng giam chi y (ADHD) két hop mat ng.
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Str dung thuéc cho ngudi cao tudi

Eszopicloue 2 mg cho thiy giam déng ké thvi gian di vio gide ngh va cai thién duy tri & ngudi
cao tudi. Nhing ngudi tir 65 tudi trd 1én ¢d sy théi trir chdm hon va ndng d9 eszopiclon cao hon
s0 voi ngudi trudomg thanh (khéng phai ngudi cao tudi). Do d6, khuyén cdo giam liéu & nhitng
bénh nhén cao tudi.

Sir dung thuéc cho bénh nhan suy gan

Khong cin thiét diéu chinh lidu cho bénh nhan suy gan vira hodc nhe. Nong do eszopiclone ting
& nhitng bénh nhén suy gan ndng so voi nhimg ngudi tinh nguyén khoe manh. Khong ding qué
2 mg & bénh nhén bi suy gan ndng. Sir dung than trong eszopiclone ¢ nhimng bénh nhén suy gan.

7. LAM DUNG VA LE THUOC
Lam dung thube o )
Lam dung khac voi nghién va dugc phén biét v6i su 1€ thude the chat va dung nap thude. Lam

dung thude duge dac trung boi vige dung sai thude cho cac mue dich phi y hoc va thudng két
hop véi cée thudc tim thadn khac. Sy phu thude thé chét 1a mot trang thai thich nghi duoc biéu
hién bing hoi chimg cai thube khi ngimg thube djt ngdt, giam lidu mdt cach nhanh chong, giam
ndng do thubc trong mau va/ hoiic ding thube déi khang. Dung nap thude 1a mot trang thai thich
nghi trong d6 ndng dé thudc gdy ra nhing thay d6i din dén giam bot mot hodc nhiéu tédc dung
ctia thude theo thoi gian. Dung nap thude co thé xay ra & ca tdc dung mong mudn va khong
mong mudn, c6 thé phét trién & cdc mire d§ khac nhau va cho cée tic dung khac nhau.

Nghién 1a mét bénh thude sinh hoc than kinh, nguyén phat, man tinh véi di truyén. No duge dic
trung boi mot hode nhidu hanh vi sau dy: Suy yéu trong viée kiém soét sir dung thude, bit bude
ding thubc, tiép tuc sir dung méc di cb hai va thém thube. Nghién thube 12 mdt bénh c6 thé
chira dugc, sir dung bién phap tiép can da linh vyc nhung rét, dé tai phat. ‘

Mot nghién ctru vé khuynh huéng lam dung thude duge ti€n hanh & nhimg ca nhéan c6 tién str
lam dung benzodiazepin. Dung eszopiclone liéu 6 mg va 12 mg tao ra hi¢u Umng hung phan
tuong ty nhu ding diazepam lieu 20 mg. Trong nghién ciru nay, liéu gap 2 lan hogc 1én hon liu
61 da khuyén cdo, cho thiy sir gia ting cac bio cdo vé mét tri nhé va do gide lién quan den lidu
da duge quan st thiy & ca eszopiclone va diazepam.

L¢ thude thude

Kinh nghiém thir nghiém 1am sang ciia eszopiclone cho thdy khong c6 bang chimg nio vé hoi
chitng cai thudc nghiém trong. Tuy nhién, céc su kién bét loi sau day trong tiéu chi DSM-IV cho
cai thude an than/ thube ngu khong bién chimg da dugc béo trong céc thir nghiém ldm sang thay
thé gia duge, xay ra trong vong 48 gid sau khi ding eszopiclone l4n cudi cling: Lo lang, gidc mo
bét thuomg, budn ndn va dau da day. Nhitng sy kién bat loi nay dugc béo céo vai ty 1& 2% hodc
it hon. Sir dung céc thudc nhém benzodiazepin hogc cdc chét twong tu c6 thé din dén sy 1&
thudc tim 1y va thé chat. Nguy co lam dung va & thudc thude tang theo liéu, thoi gian didu tri va
céc thube tm than sir dung dong thoi khac.

Dung nap thube

Mot sb hidu qua cita cdc thube ngti benzodiazepin va cac thude gibng benzodiazepin c6 thé mét
di sau khi dimg céc thubc nay nhiéu Iin trong mot vai tudn. '

Khong ¢6 sw dung nap nao dbi véi cac théng sb do ludng gide ngu duge quan sét thdy trong 6
tuéin. Su dung nap hiéu qua clia eszopiclone 3 mg duge dénh gid trong vi¢e do ludmg khéch quan
- 4 tudin va chi quan - 6 tudn vé thoi gian khoi phat gific ngt va duy tri gific ngii clia eszopiclone
trong mgt nghién ciru dbi chimg - gia dugc trong 44 ngay va danh gia chii quan théi gian khai
phat gidc ngii va thi gian thire gide sau khi khéi phat gidc ngu trong mdt nghién ciru doi chimg
- gia dugc trong 6 thang.

8. SUDUNG THUOC CHO PHY NU' CO THAI VA CHO CON BU

Sit dung thude cho phuy nit ¢6 thai ‘

Dir li¢u canh gide duge khi sir dung eszopiclone & phy nir mang thai khong du dé xac dinh nguy
co di tit bam sinh, xay thai, céc bét loi cho me hodc thai nhi lién quan dén thude, khong c6 bing
chimg gdy quéi thai. Sir dung eszopiclone trén chuft mang thai trong sudt thai ky va giai doan
cho con bu cho thiy ddc tinh trén con non ¢ tat ca cac liéu thir nghiém. Liéu thdp nhét khoang
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gép 200 1dn so véi lidu tdi da duoe khuyén cao cho ngudi 1a 3 mg/ ngdy tinh trén mg/ m? bé mit
co (L.

Chua udce tinh duge nguy co di tét bam sinh vé xdy thal trén nhém d6i tugng duge chi dinh. Tét
cée ce truong hop mang thai déu co nguy co di Ll bam sinli, x4y that hodc gép phai céc bt loi.
Trong dan s chung cta My, ude tinh ty 1 di tdt bdm sinh va xdy thai dugc ghi nhén trén ldm
sing tuong tmg la: 2 - 4% va 15 - 20.

Dir liéu trén dong vt

Sir dung eszopiclone cho chudt (62,5 mg, 125 hodc 250 mg/ kg/ ngay) va thé mang thai (4, 8,
hodc 16 mg/ kg/ ngay) trong sudt giai doan hinh thanh cor quan cho thay khéng c6 bing chimg
nio vé kha ning giy quai thai vai liéu thir nghiém cao nhét. O chudt, trong lugng thai nhi giam
v sy thay dbi ciia xuong vi/ hodc sy chim (ré ¢ot hoa xuong da duge quan st & liéu trung binh
va cao. Khéng quan sat duge tac dung khong mong mL}én ddi v&i su phat trién ctia phdi thai &
lidu thir nghiém thap nhat, gép 200 lan liéu i da khuyen cao cho ngudi la 3 mg/ ngay tinh trén
mg/ m® bé mit co thé. Khong c6 anh huong dén sy pht trién ctia phoi thai duge quan sit thiy &
th, lidu thir nghiém cao nhat khoang 100 lan lidu tdi da khuyén cdo cho ngudi. '
Eszopiclone (60, 120, 180 mg/ kg/ ngay) ciing dugc st dung cho chudt mang thai trong suot thai
ky va giai doan cho con bu. Su ting ty 18 chat sau Kkhi ci‘iy phéi, giam trong lugng va ty 1¢ sinh
ton, ting dap tng giat minh da dugc quan sat thay & tat ca céc liéu. Licu thép nhat cua thir
nghiém la 60 mg/ kg/ ngay, gép 200 lin lidu tdi da Khuyén cao & ngudi. Eszopiclone khong anh
huémg dén hanh vi va chire ning sinh san cua thé hé con.

Sir dung thudc cho phy nir cho con bi

Chua co day du dit liéu v& su bai tiét ctia eszopiclone vao sita dong vit hogc sita me ciing nhur
anh hudng cua thude dén tré so sinh bt me hoic su tao sita. Lot ich phat trién va sirc khoe ciia
vide nudi con biang stta me nén duge cén nhic véi nhu cau ding eszopiclone ciia meg va bét k¥
tac dung khdong mong mubn tiém an nao ddi vai tré b me.

9. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Eszopiclone c¢6 thé lam suy gidm kha ning hoat dong tim thin va van dong. Ngudi bénh van 6
thé cam thiy budn ngu vao sang hdm sau sau khi khi diing thube. Cho dén khi biét thube c6 thé
anh hudmg nhu thé nao sau khi thite ddy thi bénh nhin khong nén lai xe hofic vin hanh may moc
hoic 1am bét cu viée gi cdn dén sy tinh téo.

10. TUONG TAC, TUONG KY CUA THUOC

Thube tic dong trén hé théin kinh trung wong

Ethanol: Tang tic dung trén hoat dong cla hé thin kinh vén dong da duoc quan sat thay khi
eszopiclone duge stt dung dong thai véi ethanol.

Olanzapin: Dung dbng thdi licu don eszopiclone va olanzapin lam gidm chi sb DSST, day la
tuong tac duge lyc hoc. Khoéng ¢6 sy thay ddi duge ddong hoc clia mbi thuéc.

Eszopiclone duce chuyén héa bdi CYP3A4 va CYP2E1 thong qua qua trinh demthyl héa va oxy
héa. Khéng ¢6 tuong tac dugc dong véa duoc luc gitra eszopiclone va paroxetin. Ding dbng thoi
eszopiclone va olanzapin, khéng c6 tuong tac duge dong hoc duge phat hién nhung tuong tac
duge lye da duge quan sat trén hé thin kinh vén dong. Cmex clia eszopiclone va olanzapin déu
giam 22%. Dung ddng thoi eszopiclone va ketoconazol, mot chét trc ché manh CYP3A4, 400
mg/ ngdy trong 5 ngay, lam tang ndng do eszopiclone gip 2.2 lan. Cmax va ti2 ting tuong ing
1.4 va 1.3 l4n. Eszopiclone duge dy doan khong lam thay d6i d§ thanh thai cia cée chét chuyén
héa thong qua enzyme CYP450.

Paroxetin: Ding dong thoi lidu don eszopiclone va paroxetin khong c6 twong tac duge dong va
duoc luc xdy ra. Viée khong ghi nhan tuong tdc xdy ra gitia hai thuée khi dung liéu don khong
thé du doan dugc hoan toan khéng c6 tuong tac duoce lue xay ra khi dung thudc man tinh.
Lorazepam: Dung dong thoi lieu don eszopiclone va lorazepam khong c6 twong tac dugc dong
va duge lue xdy ra. Viéc khong ghi nhin tuong tdc xdy ra gitta hai thubc khi ding liéu don
khong thé dy dodn duge hoan toan khdng cé tuong téc duge Iuc xay ra khi diing thudc man tinh.
Ciic thube irc ché CYP3A4 (Ketoconazol)

CYP3A4 1a con dudng chuyén héa chinh ddi véi sy thai trlr eszopiclone. Nodng do cia
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eszopiclone ting khi diing dong thoi véi ketoconazol, mét chét e ché manh CP3A4. Cac chit
ire ché manh CYPIA4 klide (vi du ittaconacol, clatithromyein, nefazodon, troleandomycin,
ritonavir, nelfinavir) duge cho la co tac dung twong ty. Giam lidu eszopiclone néu can thiét khi
diing déng thdi véi cic chit tre ché CYP3A4.

Cic thuée cam ieng CYP3A4 (Rifampicin)

Néng d6 zopiclone giam 80% khi dung d6ng thoi voi rifampicin, mdt chét cam Umg manh
CYP3A4. Tac dung tuong ty duge cho 1a xay ra voi eszopiclone. Su dung dong thoi véi céc
chét cam tmg CYP3A4 ¢6 thé lam giam ndng do va tdc dung cua eszopiclone.

Cic thuoce ¢6 giéi han tri li¢u hep

Digoxin_

Dung liéu don eszopiclon 3 mg khong lam anh hudéng dén duge dong hoe cua digoxin do &
trang thai 6n dinh sau khi dung liéu 0,5 mg x 2 lan/ ngdy trong 1 ngay hoge 0,25 mg mdi ngay
trong 6 ngay.

Warfarin

Dung eszopiclon 3 mg mdi ngdy trong 5 ngay khong lam anh hurdmg dén duge dong hoc cia (R)
hodc (S) - warfarin, cting nhu khong ¢6 bat ctr thay d6i nao vé duge lue (thdi gian prothrombin)
sau khi ubng warfarin lidu don 25 mg.

Thuée gin két manh véi protein huyét twong

Eszopiclon khéng gan két manh véi protein huyét tuong (52 - 59%), vi vdy phén bd cua
eszopiclon duge cho 13 khdng nhay cam véi thay doi trong cac lién két protein. Ding dong thai
eszopiclon 3 mg véi céc thube khac gén két manh véi protein huyét twong duge cho 1a khong
lam thay dbi ndng do tu do cita m&i thube.

Twong ky: Khong ap dung.

11. TAC DUNG KHONG MONG MUON CUA THUOC ]
Nhiing diéu sau diy dugc md ta chi tiet @ muc CANH BAO VA THAN TRONG KHI DUNG
THUOC:

Cac hanh vi phire tap khi ngu.

Téc dung tre ché than kinh trung wong va suy nhuge vao ngay hom sau.

Cén danh gia su xudt hién dong thoi cia nhicu bénh.

Phan vé& nghiém trong va céc phan (mg phéan veé.

Suy ngh bét thuomg va thay d6i hanh vi.

Hiéu tmg cai thude.

Thi gian ding thude.
. Céc doi tugng déc biét
Do cac thir nghiém lam sang dugc tién hanh trong cac diéu kién khac nhau, ty 1€ cdc tic dung
khong mong mudn quan sit trong céc thir nghiém lam sang cua mot loai thudc khong thé duoc
so sanh trwe tiép voi ty 1¢ trong céc thir nghiém ldm sang cua mét loai thude khac va co thé
khéng phén anh ty 1€ quan sat dugce trong thye hanh lam sang.
Céc thir nghiém trude khi ra thi trudng cta eszopiclone bao gdbm: Ding eszopiclone trén céc
bénh nhéan va/ hofic céc ngudi binh thudng tir hai nhom nghién ctru: Khoang 400 ngudi binh
thuong trong nghién ciru duge 1y 1am sang/ duge dong hoc va khoang 1550 bénh nhén trong
nghién ctru hidu qué 1dm sang ddi chimg - gia duge, twong duong khoang 263 bénh nhén ding
v&i thube mdi nam. Didu kién va thoi gian diu trj véi eszopiclone rat khac nhau bao gom:
Nghién ctru cong khai nhan, mit d6i, bénh nhén ndi tri va ngoai trd, dung thubc ngin han va dai
han. Céc tac dung khéng mong mudn duogc danh gid dya trén thu thap céc sy kién khong mong
mubn, két qua kiém tra thé chit, ddu hiéu sinh ton, cdn ning va xét nghiém dign tAm as.
Kinh nghi¢m ciia cdc thir nghi¢m 1Am sang
Tic dung khong mong mudn dén dén viéc ngirng diéu tri
Trong nghién ciru 1am sang déi chimg - gié duge va nhém song song & ngudi lon tudi; 3,8% trén
208 bénh nhan ding gia duge; 2,3% trén 215 bénh nhan dung eszopiclone 2 mg va 1,4% trén 72
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bénh nhan dung eszopminne ngimg diéu tri do tac dung khéng mong mudn. Trong nghién ciru
nhém song song 6 tudn trén 11gu'm trrong thinh, khong ¢6 bénh nhén nao phai ngimg diéu trj
bt vi tdo dung khéng mong mudn. Trong nghién el dai han 6 thang & ngudi truong thanh bi
mat ngi; 7,2% trén 195 bénh nhdn ding gia dugce va 12.8% trén 593 bénh nhin dung
eqzoplulone 3 mg phai ngimg dung thube do tic dung khdng mong muén. Khdng co tic dung
nao din dén viée ngimg ding thude xay ra véi ty 1€ 16n hon 2%.

Tdc dung khéng mong muén dwgc quan st 6 ty I¢ > 2% trong cic thiv nghigm lim sang co
kiém sodt.

Béng 1 cho thdy ty 1é cac tic dung khéng mong mudn & pha 3 ctia thir nghi¢m d6i chimg - gia
dm;fc cua eszopiclone liéu 2 mg hodc 3 mg & ngudi truong, thanh (khdng cao tudi). Thei glan
didu tri cua thir nghiém nay la 44 nga} Béng nay chi bao gom céc tac dung khong mong mudn
xdy ra & ty 18 > 2% & bénh nhén diéu tri voi esz.oplclonc lidu 2 mg hodc 3 mg trong d6 ty 1§ mic
& bénh nhéan diéu tri véi eszopiclone cao hon ty 1é méc & bgnh nhan ding gia duge.

Bing 1: Ty 1§ (%) cac tac dung khong mong mudn trong nghién ciru dbi chimg - gia dwge
6 tudin ¢ nguwoi trwéng thanh (khong cao tudi) véi eszopiclone”

. Gia dugc Eszopiclone 2 Esopiclone 3 m
Tsc dung khong mong mudn (n = 90) ‘ mg (= 104) (n = 105) &
Toan than
Pau dau 13 21 17
Nhiém virus 1 3 3
Tiéu hoa
Khé miéng 3 5 i
Kho tiéu 4 4 5
Budn nén 4 5 4
Non 1 3 0
Thén kinh
Lo ling 0 3 1
Nhim 13n 0 0 3
Trim cam 0 4 1
Chéng mat 4 5 7
Ao giac 0 1 3
Giam ham muén tinh dyc 0 0 3
Bdn chdn 3 5 0
Ngu ga 3 10 8
H®6 hép
Nhiém khuin 3 5 10
Da va mo dudi da
Phét ban 1 3 4
Giac quan déc biét
Vi gidc kho chiu 3 17 34
Niéu sinh dyc
Pau bung kinh ¥ 0 3 0
| Chimg vii to & nam gi¢i"? | 0 3 0
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Ghi chii:

) Tae dyng khong mong mudn cua eszopiclone van ty ¢ bing hode uho hou gid duge kliing duge ligt ké trong
bang trén, nhung bao gdm: Gidc mo bat thuemg, ton thuong do tai nan, dau hung, tiéu chdy, hoi chimg cim, dau co,
dau. viém hong va viém mii.

*) T4c dung khong mong mudn dic trung trén nir gidi.

") tac dung khéng mong mudn dic trumg trén nam gioi.

Phan (g bét loi & bang 1 cho thdy mdi quan hé déap tmg véi lidu & ngudi tredmg thanh bao gbm:
nhiém virus, khé miéng, chong mat, nhim 13n, nhidm khuén, phéat ban va vi gidc kho chiu, trong
d6 thé hién rd rang nhét 12 vi gide kho chiu.

Bang 2 thé hién ty 1¢ cac tac dung khong mong mudn tir giai doan 3 két hqrp ctia nghién ciru dbi
chirng - gia dugc clia eszopiclone & liéu 1 mg hodc 2 mg O nguoi cao tudi (tir 65 - 86 tuﬁl) Thoi
gian cua thir nghiém 1a 14 ngay. Bang nay chi bao Eom céc tac dung khong mong mudn xay ra &
ty 1& > 2% ¢ bénh nhén diéu tri voi eszupwlone lidu 1 mg hodc 2 mg trong do ty 1¢ mic & bénh
nhan diéu tri voi eszopiclone cao hon ty 1¢ mic & bénh nhan ding gia dugc.

Bang 2: Ty Ié (%) cdc tic dyng khing mong mubn trong nghién ciru doi chimg - gid dwoe
2 tudn & ngudi cao tudi (tir 65 - 86 tudi) véi eszopiclone ¥

= £ Gia duge Eszopiclone 2 Esopiclone 3 m
Tac dung khong mong muon (n = 208) mg(a=72) (n =215) §

Toan than

Tén thuong do tai nan 1 0 3

Dau déu 14 15 13

Dau 2 4 5
Tiéu hda 2

Tiéu chay 2 4 2

Kho mig¢ng 2 3 ")

Kho tiéu 2 6 2
Thén kinh

Gidc mo bét thuomg 0 3 1

Choéng mat 2 1 6

Bdn chon 1 | 0 2

Pau ddy thin kinh ' 0 3 0
Da va m6 dudi da

Ngra 1 B |
Céc gidc quan d3c biét

Vi gidc kho chiu 0 8 12
Niéu sinh duc
Nhiém tring duong tiét nigu 0 3 0
Ghi chi:

(1) Tac dung khéng mong mudn cia eszopiclone voi ty 18 bing hodc nhé hon gid duge khong duge li¢t ke trong
bang trén, nhung bao gbém: Pau bung, suy nhuoc, budn non, phat ban va ngi ga.

Phén tmg bét loi & bang 2 cho thdy médi quan hé dap (mg vdi liéu ¢ ngudi trudmg thanh bao gbm:

dau, kho mleng, vi gidc kho chiu, trong do thé hién rd rang nhat 1a vi gi4c khn chiu.

Nhimg sb liéu nay khong thé dy dodn duge cac tic dung khong mong mudn trong thyc hanh y

khoa thuc té b&i vi dic diém cua bénh nhén va céc yeu 16 khéc c6 thé khic voi nhﬁ'ng dac diém

chiém wu thé trong thir nghiém ldm sang. Tuong tu, tAn sb duoe trich déin khong thé so sanh véi
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c4c sb lidu tir cde nghién ciru 14m sang khéc lién quan dén cac phwong phap diéu tri, sir dung va
kiém tra khac nhau.

Cic tic dung bit lpi khdc trong sudt qud trinh ddinh gid trwdc khi ra thi truong ciia
eszopiclone

Sau ddy 1a danh sach nhimg diéu dugc sira ddi phan anh téc dung khéng mong mudn nhur d3
duge xac dinh trong phin téc dung khong mong muédn va duge bao cdo véi khodng 1550 nguoi
didu trj v6i eszopiclone & liéu tir 1 - 3,5 mg/ ngay trong sudt pha 2 va 3 cua thir nghiém lam
sang trén khép nudc My va Canada. Tét ca céc tac dung duge bdo cédo & diy ngoai trir nhing tac
dung da duge liét k& & bang 1 va 2 hofic nhitng noi khéc trén to hudng dan str dung, céc téc
dung phé bién trong dan sb, céc tac dung khong lién quan dén thudc. Mée di nhiing téc dung
nay duoc bdo cho xay ra trong sudt qua trinh diéu tri voi eszopiclone, nhung khong nhit thiét
gdly ra boi eszopiclone.

Thieomg gdip, 1/100 < ADR < 1/10

Toan than: Dau ngue

Tim mach: Pau nira dau.

Chuyén hoa va dinh dudng: Phit mach ngoai bién,.

It gap, 1/1.000 <ADR < 1/10 _

Toan than: Phan (mg dj ing, viém mo t€ bao, phu mat, sot, hoi miéng, dot quy, sa rudt, kho chiu,
ctmg cb, nhay cam voi dnh sang.

Tim mach: Tang huyét 4p.

Hé tiéu héa: Chan an, s6i mit, thém &n, loét miéng, méu den trong phén, loét miéng, khat nude,
viém loét miéng.

M#u va bach huyét: Thiéu méu, bénh hach bach huyét.

Chuyén hoa va dinh dudng: Tang chloesterol huyét, tang cén, giam cén.

Co xwong: Viém khop, viém tai thanh mac, rdi loan khép xuong (chu yéu 1a sung khép, cimg
khép va dau), chudt rit & chén, nhuge co, co giat co.

Hé than kinh: Kich déng, tht o, mét didu hoa, thay doi cam xic, tu tuong chéng dbi, tang
truong lyc co, giam cam giac, mat ng, suy giam tri nho, loan thén kinh chirc nang, rung giét
nhan cau, di cam, gidm cac phan xa, suy nghf bét thuong (cht yéu 1a khé tap trung), hoa mat.

Ho6 hép: Hen, viém phé quan, kho thé, chay mau cam, néc cuc, viém thanh quan.

Da va cdac md dudi da: Mun, rung toc, viém da tiép xtic, khd da, eczema, da bién mau, ra mo hai,
mé day.

Céc gide quan déc bigt: Viém két mac, kho mat, dau tai, viém tai ngoai, viém tai gitra, U tai, roi
loan tién dinh.

Niéu - sinh duc: M4t kinh, @ sfra, u v, dau ngye, khé tiéu tién, chay sita & ni, huyét niéu, soi
than, dau than, viém tuyén vt, rong kinh, xut huyét tir cung, tiéu tién nhiéu, khé tiéu, dai dam,
xudt huyét &m dao, viém am dao.

Hiém gdp, 1/10.000 < ADR < 1/1.000

Tim mach: Viém tinh mach huyét khéi.

Tiéu héa: Viém dai trang, kh6 nudt, viém da day, viém gan, chuéng gan, t6n thuong gan, loét da
day, phu ludi, xuét huyét truc trang.

Chuyén hoa va dinh dugng: Mét nude, git, ting lipid, gidm kali huyét.

Co xwong: Bénh co, khép, sa mi mit.

Thén kinh: Dang di bét thuong, hung phén, ting cam giéc, gidm chitc nang van dong, viém thén
kinh, bénh than kinh, choéng véng, run ray. ‘

Da va cic md dudi da: Hdng ban da dang, mun nhot, nhiém herpes, rdm 16ng, ban san.

Cac gide quan ddc biét: Tang thinh lye, viém mong mit, gian dong (u, sg 4nh sang.

Niéu - sinh dyc: Giam niéu, viém bé thén, viém niéu dao.

Kinh nghiém sau khi dwa thudc ra thi trudng

Ngoai nhitng tdc dung khéng mong mubn duge quan sat trong subt cac thir nghiém lam sang,
mét réi loan chirc ning khiru gidc duge djc trung boi bién déi cam gide vé mui di duoc béo cdo
trong sudt qua trinh theo dai sau khi thubc dugce dua ra thi trudmg. Bdi vi nhitng sy kién nay
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duge bao cdo tr phat khong biét rd duge kich thude dan s6 nén khong thé ude tinh duge tan sudt
clia cac s kién nay.

Thude ¢6 thé gdy ra cdc tac dung khong mong muon khae, khuyén bénh nhdn théng bdo cde tde
dung khéng mong muon gap phai khi ding thudc.

12. QUA LIEU VA CACH XU TRi

Kinh nghiém 1dm sang vé& qua liéu eszopiclone con han ché. Trong céc thir nghiém 1am sang véi
eszopiclone, mot truomg hop qua lidu 1én dén 36 mg eszopiclone duge bdo cdo va bénh nhan
phuc hdi hoan toan. Nhitng ngudi phuc hdi hoan toan sau khi qua liéu eszopiclone 1én dén 340
mg (gdp 56 lan so véi lidu tdi da duoce khuyén céo).

Ddu hiéu va triéu chimg:

Déau hiéu va triéu chimg qué lidu ctia cac thude tre ché thin kinh trung wong ¢6 thé duogc cho la
téc dung bdc phét cua cac tac dung dugc ly da dugc béo cdo trong thir nghiém lam sang. Giam
kha ning nhén thuc tir trang thai lo mo dén hon mé da duge bao cdo. Céc trudng hop tr vong
hiém gdip 12 hiu qua cua qua liéu eszopiclone duge miéu ta trong cac béo céo ¢ Chiau Au sau khi
lwu hanh thude trén thi trudng, thudong xuyén nht lién quan dén qué lidu cac thudc trc ché than
kinh khac.

Khuyén cdo diéu tri: Bién phap diéu tri hd trg va didu tri trigu chimg néi chung dugce sir dung
ciing v6i bién phap tdy xd thich hgp. Truyén dich dugc tién hanh néu cdn, C6 thé sir dung
flumazenil. Cling nhu cic trudng hop qué liéu, ho hip, mach, huyét p va cée déu higu thich hop
khéc chn phai dugc kiém sodt va can tien hanh cdc bién phap ho trg chung. Kiém sodét tut huyct
ap va suy nhugc thdn kinh trng vong va tién hanh can thiép bing céc bién phap y khoa. Hiéu
qua cua loc mau trong diéu tri qué lidu chua duoc chitmg minh.

13. PAC TINH DUQC LUC HQC

Nhém duge 1y: An thin gdy ngu, thube lién quan dén benzodiazepin

Ma ATC: NO5CF04

Chua 3 co ché hoat ddng chinh xdc cua eszopiclone nhu mot thube gy ngi, nhung tac dong
ctia né duge cho 1a do phan tmg véi cac phic hop thu thé GABA tai ving gan két & gan hofc
ghép d6i véi cac thy thé benzodiazepin. Eszopiclone la mdt thube gay ngt khéng benzodiazepin,
Ia mot dn xudt ciia pyrrolopyrazin ciia nhém cyclopyrrolon véi cdu triic héa hoe khong lién
quan 6i céc thude pyrazolopyrimidin, imidazopyridin, benzodiazepin, barbiturat, hogc cac thudc
khéc c6 tinh chdt gay ngi.

14. PAC TINH DUQC PONG HQC

Hip thu

Duoc ddng hoc clia eszopiclone duge nghién ciru trén nhitng nguoi khoe manh (ngudi 16n va
ngudi cao tudi) va ngudi bi bénh gan hodce thin. Trén nhimg ngudi khoe manh, duge dong hoc
duoc danh gi4 sau khi ding liéu don 1én t6i 7,5 mg va sau khi ding lidu 1, 3, va 6 mg mot lan
mdi ngdy trong 7 ngdy. Eszopiclone dugc hip thy nhanh chéng, thoi gian dé dat ndng 46 dinh
(Tmax) khodng mot gior va thoi gian ban thai pha cubi (T12) khodng 6 git. Trén nhiing ngudi
truong thanh khoe manh, eszopiclone khong tich Ity voi liéu mot 14n mdi ngdy va ndng do cla
thubc phy thude lidu trong khodng 1 — 6 mg.

Phan bb

Eszopiclone duge hp thu nhanh chéng sau khi udng. Néng do dinh trong huyét teong dat dwge
trong khoang 1 gi¢ sau khi ubng. Eszopiclone gén yéu véi protein huyét tuong (52 — 59%). Phan
thube tur do 16n cho thiy phan bb ctia eszopiclone khong bi anh hudng boi tuong tac thube-thude
do su gén két protein. Ty 1& phan bé mau-huyét tuong cua eszopiclone nho hon mdt, cho thiy
khong ¢o su hép thu dac hiéu bai t& bao mau.

Chuyén héa

Sau khi udng, eszopiclone bi chuyén hoa manh béi sy oxy hoa va demethyl hoa. Chét chuyén

:

héa chinh trong huyét twong 12 (S)-zopiclone-N-oxide va (S)-N-desmethyl zopiclone; chét sau

P

gén véi cac thu thé GABA yéu hon dang ké so vdi eszopiclone, va chét dau tién khong thé hién

lién két dang ké nao véi céce thy thé nay. Cée nghién ciu in vitro cho théy cac enzym CYP3A4
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vi CYP2E! c6 lién quan dén sy chuyén hoa clia eszopiclone. Eszopiclone khong cho thiy kha
niing ie ché trén CYPA50 142, 2A6, 2C9, 2C19, 2D6, 2111 vit 3A4 & (6 bito gan ngudi duoe bio
quan lanh.

Thai trie

Sau khi udng, eszopiclone duge thai trir véi thoi gian ban thai (Tyz2) trung binh khoéang 6 gio.
Lén dén 75% liéu udng cua zopiclone dang racemic dugc bai tiét qua nudc tiéu, chi yéu duéi
dang céic chit chuyén héa. Du doan eszopiclone, dong phén S cua zopiclone dang racemic, ¢6
thong sb thai tir truong ty. it hon 10% liu udng cua eszopiclone thai trir qua nude tidu dudi
dang khong dbi.

Anh hwéng ciia thire in

O ngudi khoe manh, ding eszopiclone liéu 3 mg sau bita &n c6 lwong chét béo cao khong lam
thay d6i AUC, nhung 1am gidm Cmax 21%, va lam chim T khoang 1 gid. Thoi gian ban thai
khong thay ddi, khoang 6 gid. Tac dung cla eszopiclone 1én thoi gian di vao gidc ngu c6 thé bi
giam néu dung thude clng véi hoac ngay sau khi an nhiéu thite dn ¢6 ham lugng chit béo cao.
Duge djng hoc trén dbi twgng dic biét.

Tuoi

So v&i nhom bénh nhéin khong phai 1a ngudi cao tudi, nhimg bénh nhan > 65 tudi c6 AUC ting
41% va thoi gian thai trir kéo dai (Ti khoang 9 gid). Cmax khong ddi. Do d6, trén nhimg bénh
nhén cao tudi, liéu eszopiclone khai ddu nén giam con 1 mg va lidu dung khong nén vugt qua 2
meg.

Gidi tinh

Duoc dong hoc cta eszopiclone trén nam giGi va nir giéi twong tu nhau.

Chuing toc

Phén tich céc dit liéu trén tit ca cac dbi tuong tham gia trong nghién etu eszopiclone pha I, cac
théng s& duge dong hoc trén tit ca céc ching toc gén nhu ta twong tu.

Bénh nhin suy gan

Duge dong hoc cua eszopiclone lidu 2 mg duoc dénh gia trén 16 ngudi tinh nguyén khoe manh
vé trén 8 di twong bi bénh gan tir nhe, vira dén ning. O nhiing bénh nhén suy gan ning nbng do
thudc tang 1én gip 2 lin s6 véi nhing ngudi tinh nguyén khoe manh. Crax va Tmax khong thay
@bi. Liu eszopiclone khong dugc tang 1én > 2 mg ¢ nhing bénh nhén suy gan néng. Khong cén
chinh liéu cho nhfmg bénh nhan gan tir nhe dén vira. Than trong khi dung eszopiclone cho
nhitng bénh nhén suy gan.

Suy thin

Duoc dong hoc cia eszopiclone duoc nghién ciru trén 24 bénh nhén suy than nhe, vira, dén n3ng.
AUC va Cpax tuong tu trén nhimg bénh nay so véi nhom ngudi khoe manh. Khong can chinh
liéu cho bénh nhén suy than vi < 10% eszopiclone ding dudng uong duge thai trir qua nudc tiéu
dudi dang khong ddi.

15. QUY CACH PONG GOI
CHALKAS-2: Hop 6 vi x 10 vién.
CHALKAS-3: Hop 6 vi x 10 vién.
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16. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC

Piéu kién bdo quan:

Gitr thude trong bao bi gde cia nha san xuat, diy kin.

Pé thudc noi khé rao. tranh anh sang. nhi¢t 4§ khong qué 30°C va ngoai tam v§i clia tré em.
Han dung: 36 thang ké tir ngay san xuat.
Tiéu chuin chit lrong: TCCS.

17. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

Co s san xudat:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM) '

L6 M7A. Butng D17, Khu Céng nghiép M¥ Phudce 1. Phudng Thdéi Hoa, Thi xa Bén Cat, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

18. NGAY XEM XET SUA DOI, CAP NHAT LAl NQI DUNG HUONG DAN SU DUNG
THUOC

History 5
)

Phién ban | Ngay Noi dung Ve

1 13.12.2019 | Soan toa lin dau JZ

5 08.04.2021 Diéu chinh thong tin 10 hug}g dan sir dung theo cong vin so
Jiine 3479¢/QLD-BK. ngay 16/03/2021 cua Cyc quan 1¥ Dugc.
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