-Rx Thudc nay chi ding theo don thudc

TO HUONG DAN SU DUNG THUOC
Vién nén bao phim

CHALKAS-3

Pé xa tam tay tré em
Poc ky hudng dan sir dung truée khi dung ) ]
Thong bao ngay cho bac sy hodc dwgc s§ nhitng tac dung khéng mong muon khi sir dung thuoc

1. THANH PHAN CONG THUC THUOC

Mbi vién nén bao phim CHALKAS-3 chua:

Thanh phan dwoc chit:

Eszopiclone ..........ccceeeuveeneee. 3 mg

Thanh phén ti dwoc:

Cellulose vi tinh thé M112, dicalci phosphat khan, carmellose calci, silicon dioxyd, magnesi
stearat, Opadry AMB II (polyvinyl alcohol-part hydrolyzed, talc, titanium dioxyde, Glycerol
esters of fatty acid type 1, sodium lauryl sulfate).

2. DANG BAO CHE
Vién nén bao phim. )
Mo ta dang bao ché: Vién nén tron, bao phim mau trang, hai mét tron.

3. CHIPINH

Eszopiclone dugc chi dinh diéu tri chimg mat ngu. Eszopiclone dugc dung trude khi ngu dé
giam thoi gian di vao gidc ngu va cai thién duy tri gi4c ngu.

Céc thir nghiém 1am sang nham ching minh hiéu qua dugc tién hanh trong thoi gian keo dai to1
6 thang. Cac danh gia chinh thie cudi cung vé thoi gian can thiét di vao gidc nghi va kha ning
duy tri glac nga da duogc tién hanh ¢ tuin thtr 4 trong nghién ctu 6 tuan (trén ngudi 16n), & giai
doan cudi ctia ca hai nghién ctru kéo dai 2 tuan (trén ngudi cao tudi) va 6 thang (trén nguoi 16n).

4. CACH DUNG, LIEU DUNG
Dung liéu thap nhat c6 hiéu qua.

Nguoi trwomg thanh: Licu khoi dau khuyén cdo 1a 1 mg. Liéu co thé ting 1én 2 mg hodc 3 mg
néu c6 chi dinh 1am sang. O mot s6 bénh nhan, nong dd eszopiclone trong mau cao vao budi
sang sau khi dung liéu 2 mg hodc 3 mg 1am ting nguy co suy giam kha nang lai xe va cac hoat
dong khac doi hoi sy tinh tdo hoan toan. Téng liéu eszopiclone khong nén vugt qua 3 mg mdi
ngay, udng 1 1an/ ngay ngay trudc khi di ngu.

Bénh nhin 16m tudi hodc suy nhwge: Khong dung tong lidu qua 2 mg & bénh nhéan 16n tudi
hodac suy nhugc.

Bénh nhin suy gan ning hoic dung dong thoi véi chat we ché CYP3A4: Tong lidu
eszopiclone khong vuot qua 2 mg ¢ bénh nhan suy gan néng hodc dung dong thoi véi chat e
che CYP3A4.

Sir dung dong thoi v6i chit e ché than kinh trung wong: Diéu chinh lidu néu can thiét khi
dung eszopiclone két hgp vdi céc chat trc ché than kinh trung wong khac vi nguy co xdy ra tac
dung phu.

Sir dung cling véi thirc in: Ding eszopiclone ciing v6i hodic ngay sau bira &n chinh, nhiéu chat
béo lam cham hap thu va cé thé lam giam tac dung cta thudc 1én thoi gian di vao giac ngu.

Lwu y: Néu bénh nhan c6 chi dinh vé lidu ding khac véi ham luong cia CHALKAS-3
(eszopiclone 3 mg), khuyén c4do nén chon dang bao ché khac c6 ham luong phu hop.
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5. CHONG CHI PINH

Man cam véi eszopiclone hodc véi bat ky thanh phan nao cua thude. Phan ting qua man bao
gdm sbc phan vé, phu mach.

Nhiing bénh nhan tirng trai qua cac hanh vi phuc tap khi nga sau khi dung eszopiclone.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Cac hanh vi phuc tap khi ngu

Céc hanh vi phtc tap khi ngti bao gom: Di bo lac ngu, 1ai xe luc ng va tham gia vao cac hoat
dong khac trong khi khong hoan toan tinh tdo xay ra sau lan st dung eszopiclone ddu tién hodc
sau d6. Bénh nhén co thé bi ton thuong ning hoic lam tén thuong ngudi khac trong luc thuc
hién cac hanh vi phirc tap khi ngt. Cac chan thuong nhu vay c6 thé dan dén tir vong. Cac hanh
vi gidc ngt phirc tap khac (bao gom chuén bi d6 dn va in, goi dién thoai hodc quan hé tinh duc)
cling da dugc bdo cdo. Bénh nhan thuong khong nhd sy viée da xay ra. Cac bao cao sau khi dua
thudc ra thi truong cho thiy cac hanh vi phic tap khi nga c6 thé xay ra khi dung liéu
eszopiclone khuyén cdo, c6 hoic khong sir dung dong thoi v6i rugu hodc cac chét e ché than
kinh trung wong khac. Ngimg ding eszopiclone ngay lap tirc néu nhur bénh nhan bi cac hanh vi
phtc tap khi ngu.

Tac dung e ché thin kinh trung wong va suy nhuge vao ngay hom sau

Eszopiclone 1a thuoc trc ché than kinh trung wong va c6 thé lam suy giam chirc ning hoat dong
ban ngay ¢ mot s6 bénh nhan dung lidu cao (2 mg, 3 mg) hodc ngay ca khi st dung theo lidu
duogc ké don. Nguoi ké don nén theo ddi tac dung trc ché qua mirc, nhung suy nhugc co thé xay
ra ma khong c6 triéu chung (hodc thdm chi dugc cai thién), cac tricu chiing co thé khong dugc
phat hién mot cach dang tin cdy bang cac thr nghiém 1am sang thong thuong (tic 1a it hon so
voi cac thr nghiém tam ly chinh thirc). Méc du su dung nap hodc thich ing duoc ly dbi voi tac
dung @c ché khong mong mudn cia eszopiclone c6 thé phat trién, bénh nhan st dung
eszopiclone 3 mg nén than trong khi 1ai xe hodc khi tham gia vao cac hoat dong nguy hiém hoic
cac hoat ddng doi hoi sy tinh tao tinh than hoan toan trong ngdy sau khi dung thudc.

Céc tic dung khong mong mudn xay ra khi sir dung dong thoi véi cac chat e ché than kinh
trung wong khac (vi du benzodiazepin, cac opioid, thuéc chéng tram cam ba vong, alcohol) ké
ca sir dung vao ban ngay. Xem xét giam lidu eszopiclone khi str dung dong thoi véi cac chét e
ché than kinh trung wong khac.

Khong khuyén cdo st dung eszopiclone dong thdi véi cac thude an than - thude ngii khac vao
luc di ngu hodc gitra dém.

Nguy co ting suy giam hoat dong tdm than vao ngdy hém sau néu dung eszopiclone ma khong
c6 du thoi gian ngu du gidc vao dém hom trudc (7 - 8 gid), néu dung lidu cao hon liéu khuyén
cao, dung dong thoi vOi cac chit trc ché than kinh trung wong khéc hodc st dung dong thoi véi
céc thude 1am tang nong do eszopiclone trong mau.

Boi vi eszopiclone c6 thé giy budn ngt va suy giam y thic, bénh nhan, dic biét 1a ngudi cao
tudi, c6 nguy co té ng cao hon.

Cin danh gia sy xuit hién dong thoi cia nhiéu bénh

Vi 1di loan gidc ngi ¢ thé 1a biéu hién ciia cac rdi loan vé sinh 1y va/ hodc tdm than, do d6 diéu
tri triéu chimg mat ngu chi nén bat dau sau khi da danh gia can than trén bénh nhéan. Tinh trang
mat ngu khong giam di sau 7 -10 ngay diéu tri c6 thé la biéu hién cua cac bénh tam than va/
hodc bénh 1y co ban va can duogc kiém tra. Tinh trang mat ngu trim trong hon hogc sy xuét hién
ctia cac suy nghi hodc hanh vi bat thuong co thé 1a héu qua cua cac r6i loan tam than hodc thé
chat chwa dugc phat hién. Nhirng biéu hién nhu vay xuét hién trong qua trinh dleu tri v6i thude
an than/ thudc ngi, bao gom eszopiclone. Vi nhiéu tac dung khong mong muon quan trong cua
eszopiclone lién quan dén heu do d6 sur dung lidu thap nhat c6 hidu qua 1a rit quan trong, dic
biét & nhirng bénh nhan 16n tudi.

Phan ing phan v€ nghiém trong va cac phén ing twong tw phan vé

Céc truong hop phu mach hiém gap lién quan dén ludi, thanh mon, thanh quan dé dugc bao cao
& bénh nhan sau khi dung liéu thudc an than dau tién hodc sau d6, bao gdm eszopiclone. Mot sb
bénh nhan c6 thém céc tri¢u chirng nhu khoé thd, nghen hong, budn nén va ndn dugce cho 1a phan
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ing phan vé. Mot vai bénh nhan phai diéu tri noi khoa khan cip. Néu phu mach lién quan dén
ludi, thanh mén hodc thanh quan, tic nghén dudng thd c6 thé xay ra va giy tir vong. Bénh nhan
bi pht mach khi diéu trj v6i eszopiclone khong duoc thir dung lai thude.

Suy nghi bt thwong va thay d6i hanh vi

Nhiéu suy nghi bét thuong va thay db1 hanh vi d3 duoc bao cdo xay ra lién quan dén viéc dung
thudc an than/ thudc ngn. Mot sé nhitng thay doi nay cé thé dic trung boi sy giam trc ché (vi du
nhu sy hung hang va huong ngoai) tvong tu nhu tac dung dugc sinh ra do con hodc cac thude
tram cam khac. Nhiing thay d6i hanh vi dugc bao cao khac bao gdbm: hanh vi ky qudc, kich dong,
4o giac va roi loan giai thé nhan cach. MAt tri nhé va cac triéu ching tdm - than kinh khéc c6 thé
xay ra khong doan truge dugc.

Rét hiém khi c¢6 thé xac dinh dugc mot truong hop cu the nao trong sy thay dbi hanh vi bt
thuong ké trén 13 ty phat do thude hay 1 két qua cua sy rdi loan vé tam than hogc thé chét. Tuy
nhién bat ky dau hiéu hoic triéu chimg méi dang lo ngai nao déu can phai dugc danh gia cin
than va kip thoi.

Hoi chl'rng cai thude

Sau khi giam lidu mot cach nhanh chong hodc ngimg dot ngdt thude an than/ thude ngi, di co
céc bao cao vé dau hidu va triéu ching twong tu nhu nhimg gi lién quan khi ngimg céac thude trc
ché than kinh khéc.

Thoi gian ding thudc

Eszopiclone nén duoc uong ngay trudc khi di ngi. Viée su dung thudc an than/ thube ngu khi
van con tinh tao c6 thé dan dén suy giam tri nhé ngan han, 4o giac, suy giam kha nang phdi hop,
chong mat va chodng vang.

Poi twong dic biét

Sit dung thuéc cho nguoi cao tudi va/ hodc bénh nhdn suy nhiroc

Hoat dong van dong hodc nhan thirc suy gidm sau khi dung thudc nhic lai hodc man cam bat
thudng voi cac thude an than/ thude ngi 1 méi quan ngai khi diéu tri & nhitg bénh nhan 16n
tudi hodc suy nhuge. Khong ding liéu qua 2 mg & nhitng bénh nhan nay.

Stk dung thudc cho nhitng bénh nhdn dang c cdc bénh Iy dong thoi khac

Kinh nghiém 1am sang st dung eszopiclone trén nhitng bénh nhéan c6 cac bénh 1y dong thoi khac
con rat han ché. Than trong khi st dung eszopiclone ¢ nhitng bénh nhan dang mang bénh hoac
c6 céc tinh trang anh huong dén chuyén héa hoic cac dap tmg huyét hoc.

Mot nghién ctru & ngudi tinh nguyén khoe manh khong cho thiy tac dung trc ché ho hap & licu
cao gap 2,5 lan (7 mg) so véi lidu khuyén céo cta eszopiclone. Tuy nhién, can than trong khi
eszopiclone dugc chi dinh cho nhirng bénh nhan c6 chirc nang h¢ ho hap bi suy giam.

Liéu eszopiclone khong dugc vuot qua 2 mg ¢ nhimg bénh nhan suy gan nang boi vi nong do
thudc toan than cao gip d6i ¢ nhimng bénh nhan nay. Khong can thiét phai chinh liéu ¢ nhing
bénh nhan suy gan nhe va trung binh. Khong can thiét phai chinh liéu & bénh nhan suy than &
bat ky mirc do nao, vi it hon 10% eszopiclone duoc bai tiét & dang khong d6i qua nudc tiéu.
Giam lidu eszopiclone ¢ nhing bénh nhin dang ding cac thudc (¢ ché CYP3A4 nhu
ketoconazol cling véi eszopiclone. Giam lidu eszopiclone ciing duoc khuyén cao khi ding cung
cac chit duoc biét 1a co tic dung trc ché hé than kinh trung wong.

Sit dung thuéc cho nhitng bénh nhén tram cam

O nhting bénh nhan tram cam duoc diéu tri béng thude ngu - an than, tram cam c6 thé tram
trong hon, bao gdm nhitng suy nghi va hanh dong tu tir d3 duoc béo céo lién quan dén sir dung
thudc an than - thude ngu.

Than trong khi str dung thudc an than/ thube ngu ¢ nhiing bénh nhan biéu hién cac dau hi¢u va
triéu chimg trim cam. Xu hudng tu sat co thé xuét hién ¢ nhitng bénh nhan nay vi vy can co
cac bién phap bao vé. Qué liéu co chu dich thuong xay ra hon ¢ nhom bénh nhan nay. Vi vy,
bién phap kha thi nht 1a ké liéu tdi thiéu cho nhitng bénh nhan nay & bat ky thoi diém nao.

Sit dung thuéc cho tré em

An toan va hiéu qua cua eszopiclone chua dugc thiét 1ap trén tré em. Trong mot nghién ctru 1am
sang c6 dbi ching trén tré em, eszopiclone da that bai trong viéc ching minh hiéu qua & cac
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bénh nhi rbi loan ting dong giam chi y (ADHD) két hop mat ngu.

Sit dung thuéc cho ngudi cao tudi

Eszopiclone 2 mg cho thy giam dang ké thoi gian di vao gidc ngi va cai thién duy tri & nguoi
cao tudi. Nhimg ngudi tir 65 tudi trd 1én ¢ sy thai trir chdm hon va ndng do eszopiclone cao
hon so vo6i nguoi truong thanh (khong phai nguoi cao tudi). Do d6, khuyén céo giam liéu ¢
nhitng bénh nhan cao tudi.

Sit dung thuéc cho bénh nhén suy gan

Khong can thiét didu chinh liéu cho bénh nhén suy gan vira hoic nhe. Nong do eszopiclone ting
& nhitng bénh nhan suy gan ning so voi nhitng ngudi tinh nguyén khoe manh. Khong dung lidu
qué 2 mg ¢ bénh nhan bi suy gan ndng. St dung than trong eszopiclone ¢ nhitng bénh nhan suy
gan.

Lam dung va I¢ thudc thude

Lam dung thuéc

Lam dung khéc véi nghién va duoc phan biét v6i su 18 thudc thé chat va dung nap thudc. Lam
dung thube duoc dic trung boi viée dung sai thube cho cac muc dich phi y hoc va thuong két
hop véi cac thube tim than khac. Sy phu thudc thé chat 1a mot trang thai thich nghi duoc biéu
hién bang hoi ching cai thudc khi ngimg thude dot ngdt, giam liéu mot cach nhanh chong, giam
ndéng do thude trong mau va/ hodc dung thudc d6i khang. Dung nap thudc 12 mot trang thai thich
nghi trong d6 nong do thudc gay ra nhimg thay d6i dan dén giam bot mot hoic nhleu tac dung
cua thuoc theo thoi gian. Dung nap thudc c6 thé xdy ra ¢ ca tac dung mong mudn va khong
mong mudn, c¢é thé phat trién & cac mirc d6 khac nhau va cho cac tac dung khac nhau.

Nghién 12 mot bénh 1y thudc sinh hoc than kinh, nguyén phat, man tinh v6i cac yéu t6 di truyén,
tam ly xa hoi va moi truong anh hu’O’l’lg dén sy phat trlen va biéu hién ciia nghién. Nghién duoc
dic trung boi mot hodc nhiéu hanh vi sau day: suy yéu trong viéc kiém soat sir dung thudc, bat
budc dung thudc, tiép tuc sir dung mac du c6 hai va them thudc. Nghién thude 1a mot bénh ¢o
thé chita duogc, sir dung bién phép tiép can da linh vuc nhung rat d& tai phat.

Mot nghién ciru vé khuynh hudng lam dung thube duge tién hanh ¢ nhitng c4 nhan co tién sir
lam dung benzodiazepin. Dung eszopiclone lidu 6 mg va 12 mg tao ra hiéu ng hung phan
tuong ty nhu dung diazepam lidu 20 mg. Trong nghién ciru nay, liéu gap 2 1an hodc 16n hon liéu
t6i da khuyén cdo, cho thiy su gia ting cic bao cao vé mat tri nhd va 4o giac lién quan dén liéu
da dugc quan sat thay & ca eszopiclone va diazepam.

Lé thuée thuéce

Kinh nghiém thir nghiém lam sang cua eszopiclone cho thdy khong c6 bang ching nao vé hoi
chting cai thubc nghiém trong. Tuy nhién, cac bién cd bat loi sau ddy trong tiéu chi DSM-IV cho
cai thudc an than/ thudc ngii khong bién ching di duoc bao trong cac thir nghiém 1am sang thay
thé gia duoc, xay ra trong vong 48 gid sau khi dung eszopiclone lan cudi cung: lo ling, gidc mo
bat thudong, budn noén va dau da day. Nhitng bién cb bét loi nay dugc bao cao voi ty 1¢ 2% hodc
it hon. Str dung cac thudc nhém benzodiazepin hodc cac chat twong tu ¢ thé dan dén su 18
thudc thé chat va tinh than. Nguy co lam dung va 1¢ thudce thudc tang theo liu, thoi gian diéu tri
va cac thudc tdm than st dung dong thoi khac. Nguy co cling cao hon dbi v6i nhirg bénh nhén
c6 tién str lam dung ruou hodc ma tiy hodc tién sir ri loan tAm than. Nhiing bénh nhan nay can
duoc theo ddi can than khi dung eszopiclone hodc bat ky thudc ngt nao khac.

Dung nap thuée

Mot s6 hiéu qua cua cac thude ngu benzodiazepin va cac thudc giéng benzodiazepin co thé mat
di sau khi dung cac thudc nay nhiéu lan trong mot vai tudn.

Khong c6 su dung nap nao dbi véi cac thong sb do luong gide ngu duge quan sat thdy trong 6
tuan. Sy dung nap hiéu qua ciia eszopiclone 3 mg dugc danh gia trong viéc do luong khach quan
(4 tuan) va chi quan (6 tuan) vé thoi gian bat dau vao gidc ngu va duy tri gidc ngi cua
eszopiclone trong mot nghién ctru d6i chimg - gia dugc trong 44 ngay va danh gia chu quan thoi
gian bat dau vao giac nga va thoi gian thire gidc sau khi bat dau vao gidc ngi trong mot nghién
ctru d6i ching - gia dugc trong 6 thang.

Canh bao ta duoc
Thudc nay chtra it hon 1 mmol natri (23 mg) trén moi don vi lieu lugng, cé nghia la co ban 1a

Trang 4/ 12



“khong chira natri”.

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Sir dung thudc cho phu nir c6 thai _

Dit liéu canh gidc duge c6 sin vé viée st dung eszopiclone & phy nit mang thai khong du dé xac
dinh nguy co di tat bam sinh, say thai, cac bat 1gi cho me hodc thai nhi lién quan dén thude.
Trong cac nghién ciru vé kha ning sinh san trén dong vat dugc tién hanh trén chuét va tho mang
thai trong sudt qué trinh hinh thanh co quan, khong c6 bang chimg vé kha ning gy quai thai. St
dung eszopiclone trén chu¢t mang thai trong sudt thai ky va giai doan cho con bu cho thay doc
tinh trén con non & tat ca cac liéu thir nghiém. Liéu thip nhit khoang gap 200 lan so voi lidu tdi
da duoc khuyén cdo cho nguoi 1a 3 mg/ ngay tinh trén mg/ m? bé mit co thé.

Chua wdc tinh duge nguy co dj tat bam sinh va say thai trén nhom ddi tuong duoc chi dinh. Tt
cac cac truong hop mang thai déu co nguy co di tit bam sinh, say thai hodc gip phai cac bat 1oi.
Trong dan s chung cia My, wéc tinh ty 1& di tat bAm sinh va say thai dwoc ghi nhéan trén 1am
sang tuong ung la: 2 - 4% va 15 - 20%.

Dir liéu trén dong vat

St dung eszopiclone cho chudt (62,5 mg, 125 hodc 250 mg/ kg/ ngdy) va tho mang thai (4, 8,
hodc 16 mg/ kg/ ngay) trong sudt giai doan hinh thanh co quan cho thdy khong c6 bang chung
nao vé kha nang gy quai thai voi lidu thir nghiém cao nhat. O chudt, trong luong thai nhi giam
va sy thay d6i cta xuong va/ hodc sy cham tré ¢t hoa xuong da dugc quan sat & lidu trung binh
va cao. Khong quan sat duge tic dung khéng mong mudn dbi véi su phét trién cta phoi thai &
lidu thu nghiém thap nhat, gap 200 l1an liéu toi da khuyén cao cho nguoi la 3 mg/ ngay tinh trén
mg/ m? bé mit co thé. Khong c¢6 anh hudng dén sy phat trién ctia phdi thai dugc quan sat thiy &
tho, lidu thir nghiém cao nhat khoang 100 1an liéu t6i da khuyén cao cho nguoi.

Str dung eszopiclone duong uéng (60, 120, 180 mg/ kg/ ngay) cho chuft mang thai trong sudt
thai ky va giai doan cho con bu dan dén tiang ty 1¢ say thai khi cdy phéi, giam trong luong va sy
song sot cua chudt con sau sinh, ting phan ng giat minh ¢ chudt con ¢ moi lidu lwong. Liéu
thip nhét cuia thir nghiém 1a khoang 200 lan licu toi da khuyén céo & nguoi tinh trén co s& mg/
m?. Eszopiclone khong dnh huong dén cac chi sd phat trién khac hodc chirc ning sinh san cia
chuot con.

Sir dung thudc cho phu nir cho con bu

Chua co déy du dir lidu vé su bai tiét cua eszopiclone vao stra dong vat hoac sira me cling nhu
anh hudng cua thube dén tré so sinh bu me hodc sy tao sita. Loi ich phat trién va strc khoe cua
viéc nudi con bang sita me nén duoc cin nhic véi nhu cau dung eszopiclone ciia me va bét ky
tac dung khong mong mudn tiém an nao ddi véi tré bu me.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Eszopiclone lam giam su tinh tio va kha ning phdi hop van dong, bao gdm nguy co suy giam
van dong vao budi sang. Nguy co ting theo lidu luong va sir dung véi cac thude tre ché than
kinh trung wong khéac va rugu. Théan trong v6i bénh nhan dung lidu 3 mg khi l4i xe va cac hoat
dong doi hoi su tinh tdo hoan toan vao budi sang sau khi sir dung.

9. TUONG TAC, TUONG KY CUA THUOC

Thudc tic dong trén hé than kinh trung wong

Ethanol: Tang tac dung trén hoat dong cua hé than kinh véan dong da dugc quan sat théy khi
eszopiclone duoc sir dung dong thoi véi ethanol.

Olanzapin: Dung dong thoi liéu don eszopiclone va olanzapin 1am giam chi s6 DSST. Pay 1a
tuong tac dugc luc hoc, khong c6 su thay ddi duoge dong hoc cua mdi thude.

Thubc e ché hoic cam tng CYP3A4

Cdc thuoc ke ché CYP3A44 (Ketoconazol)

CYP3A4 13 con dudng chuyén hoa chinh dbi voéi su thai trir eszopiclone. Nong do cua
eszopiclone ting khi dung ddng thoi voi ketoconazol, mot chat tre ché manh CP3A4. Cac chit
rc ché manh CYP3A4 khac (vi du itraconazol, clarithromycin, nefazodon, troleandomycin,
ritonavir, nelfinavir) dugc cho 1a c6 tic dung tuong tu. Gidam liéu eszopiclone néu can thiét khi
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dung dong thoi véi cac chat e ché CYP3A4.

Cdc thudc cam g CYP3A4 (Rifampicin)

Nong d6 zopiclone giam 80% khi ding ddng thoi véi rifampicin, mot chat cam ¢mg manh
CYP3A4. Tac dung tuong tu dugc cho 13 xdy ra v6i eszopiclone. St dung dong thoi véi cac
chét cam tmg CYP3A4 c6 thé lam giam ndng d6 va tac dung cua eszopiclone.

Eszopiclone dugc chuyén hoa boi CYP3A4 va CYP2E! thong qua qué trinh demethyl hoa va
oxy hoa. Khong c6 twong tac dugc dong va duogc luc gitra eszopiclone va paroxetin. Dung dong
thoi eszopiclone va olanzapin, khong cé tuong tdc dugc dong hoc duoc phat hién nhung tuong
tac dugc luc da dugc quan sat trén hé than kinh van dong. Eszopiclone va lorazepam lam giam
Cmax ciia nhau 22%. Dung dong thoi eszopiclone 3 mg va ketoconazol, mot chat (¢ ché manh
CYP3A4, 400 mg/ ngay trong 5 ngay, lam tang nodng do eszopiclone gip 2,2 1an. Cumax VA tin2
tang tuong ung 1,4 va 1,3 lan. Eszopiclone dugc dy doan khong 1am thay d6i do thanh thai ciia
cac chét chuyén hoa thong qua enzyme CYP450 thong thudng.

Paroxetin: Dung dong thoi lidu don eszopiclone va paroxetin khong c6 tuong tac dugc dong va
dugc luc xdy ra. Viéc khong ghi nhan tuong tac xdy ra gitta hai thuoc khi dung liéu don khong
thé du doan dugc hoan toan khong c6 tuong tac dugce lyc xay ra khi dung thuoc man tinh.

Lorazepam: Dung dong thoi lidu don eszopiclone va lorazepam khong ¢ twong tac duge dong
va dugc luc xay ra. Viéc khong ghi nhan tuong tac xay ra gitra hai thuoc khi dung liéu don
khong theé du doan dugc hoan toan khong cé tuong tac dugce luc xay ra khi dung thuéc man tinh.

Cic thudc c6 giéi han tri liéu hep

Digoxin

Dung liéu don eszopiclone 3 mg khong 1am anh hudng dén dugce dong hoc cua digoxin do &
trang thai 6n dinh sau khi dung liéu 0,5 mg x 2 1an/ ngdy trong 1 ngay hoic 0,25 mg mdi ngay
trong 6 ngay.

Wartarin

Dung eszopiclone 3 mg mdi ngdy trong 5 ngay khong lam anh huong dén duoc dong hoc cua (R)
hodc (S) - warfarin, cing nhu khong c6 bat clr thay d6i nao vé duoc lyuc (thoi gian prothrombin)
sau khi uéng warfarin liéu don 25 mg.

Thudc gan két manh véi protein huyet tuong

Eszopiclone khong gin két manh véi protein huyét twong (52 - 59%), vi vdy phan bd cia
eszopiclone dugc cho 14 khong nhay cam véi thay doi trong cac lién két protein. Dung dong thoi
eszopiclone 3 mg vdi cac thude khac gan két manh véi protein huyét twong dugc cho 1a khong
lam thay d6i nong do tu do ctia mdi thude.

Twong Ky: Do khong c6 cac nghién ciru vé tinh tuong ky cua thude, khong tron 1an thude nay
v6i cac thuoc khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Nhimng diéu sau day duge mo ta chi tiét & muc CANH BAO VA THAN TRONG KHI DUNG
THUOC:

- Cac hanh vi phuc tap khi ngu.

- Téc dung tc ché than kinh trung wong va suy nhuoc vao ngay hom sau.

- Can danh gia sy xuat hién dong thoi ctia nhiéu bénh.

- Phan v€ nghiém trong va cac phan ung phan v¢.

- Suy nghi bét thuong va thay ddi hanh vi.

- Hoi chtng cai thube.

- Thoi gian dung thude.

- Céc dbi tuong dac biét

Do céc thtr nghiém 1am sang dugc tién hanh trong cac diéu kién khac nhau, ty 1€ cac tac dung
khong mong mubén quan st trong cac thir nghiém 1am sang cta mot loai thudc khong thé dugc
so sanh truc tiép véi ty 1¢ trong cac thir nghiém 14m sang ciia mot loai thude khac va cé thé
khong phan anh ty 1€ quan sat dugc trong thuc hanh 1am sang.
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Céc thir nghiém trude khi ra thi trudng cua eszopiclone bao gdm dung eszopiclone trén cac bénh
nhan va/ hoac cac nguodi binh thuong tir hai nhém nghién ctru: khoang 400 ngudi binh thuong
trong nghién ctru dugc ly 1am sang/ dugc dong hoc va khoang 1550 bénh nhan trong nghién ctou
hiéu qua 1am sang ddi chung - gia duoc, twong duong khoang 263 nam phoi nhidm cta bénh
nhan. Diéu kién va thoi gian diéu tri v6i eszopiclone rat khac nhau bao gdbm nghién ctru nhin
mo, mu do6i, bénh nhan ndi trd va ngoai tra, dung thube ngén han va dai han. Cac tac dung
khong mong mudn duoc danh gia dua trén thu thap cac su kién khong mong mubn, két qua kiém
tra thé chat, dau hiéu sinh ton, can nang, cac xét nghiém va dién tam dd.

Tan suét cac tac dung khéng mong mudn dugce néu thé hién ty 16 c4 nhan da gip phai céc tac
dung khong mong mudn thudc loai duge 1iét ké it nhat mot 1an. Mot tac dung duogc coi la Xuét
hién khi diéu tri néu n6 xay ra lan dau tién hoic trd nén toi té hon trong khi bénh nhan dang
dugc diéu tri sau khi danh gia ban dau.

Kinh nghiém cua cac thir nghiém lAm sang
Tac dung khong mong muon dan den viéc ngung diéu tri

Trong nghién ctru 1am sang d6i ching - gia duoc va nhom song song & ngudi 16m tudi; 3,8% trén
208 bénh nhan dung gia duogc; 2,3% trén 215 bénh nhan dung eszopiclone 2 mg va 1,4% trén 72
bénh nhan ding eszopiclone ngimg diéu tri do tic dung khong mong mudn. Trong nghién ciru
nhom song song 6 tuan trén ngudi trudng thanh, khong c6 bénh nhan nao phai ngimg diéu tri
boi vi tac dung khong mong mubn. Trong nghién ctru dai han 6 thang & nguoi trudng thanh bi
mat ngu; 7,2% trén 195 bénh nhan dung gid dugc va 12,8% trén 593 bénh nhan dung
eszopiclone 3 mg phai nging dung thudc do tac dung khong mong mudn. Khong ¢ tac dung
nao dan dén viéc ngimg dung thudc xay ra vai ty 1¢ 16n hon 2%.

Tdc dung khéng mong muon dwoc quan st ¢ ty 16 > 2% trong cdc thie nghiém lam sang c6 doi

churng.

Béng 1 cho thdy ty 1é cic tac dung khong mong muén & pha 3 clia thir nghiém d6i chimg - gia
dugc cua eszopiclone lidu 2 mg hodc 3 mg & nguoi truong thanh (khdng cao tudi). Thoi gian
diéu tri cua thir nghiém nay 1a 44 ngay. Bang nay chi bao gdm cac tac dung khéng mong mudn
xay ra & ty 18 > 2% & bénh nhan diéu trj voi eszopiclone liéu 2 mg hodc 3 mg trong do ty 1é mac
& bénh nhan diéu trj véi eszopiclone cao hon ty 1¢ méc & bénh nhan dung gia duogc.

Bang 1: Ty 1& (%) cac tac dung khong mong muén trong nghién ctru dbi ching - gia dwoc
6 tuin ¢ nguoi trwéng thanh (khong cao tudi) véi eszopiclone®

Tic dung khéng mong muén Gia dugc Eszopiclone 2 Eszopiclone 3
) (n=90) mg (n = 104) mg (n = 105)
Toan than
Pau dau 13 21 17
Nhiém virus 1 3 3
Tiéu hoa
Kho miéng 3 5 7
Kho tiéu 4 4 5
Buon noén 4 5 4
Noén 1 3 0
Than kinh
Lo ling 3 1
Nham Idn 0 0 3
Tram cam 0 4
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Chong mat 4 5 7

Ao giac 0 1 3

Giam ham muén tinh duc 0 0 3

Bon chon 3 5 0

Ngu ga 3 10 8
H6 hap

Nhiém khuan 3 5 10
Da va mo dudi da

Phat ban 1 3 4
Giéc quan dac biét

Vi giéc kho chiu 3 17 34
Niéu sinh duc

Pau bung kinh @ 0 3 0

Chig vii to & nam gioi ) 0 3 0
Ghi chu:

M T4c dung khéng mong mudn cua eszopiclone véi ty 1& bang hodc nhé hon gia dwoc khong duogc liét ké trong
bang trén, nhung bao gém: gidc mo bat thuong, ton thuong do tai nan, dau lung, tiéu chay, hdi ching cam, dau co,
dau, viém hong va viém mdli.

) Tac dung khéng mong mudn dic trung trén nit gidi.

**) Tac dung khong mong mudn dic trung trén nam gidi.

Tac dung khong mong mudn & bang 1 cho thdy méi quan hé dap tng voi lidu ¢ ngudi truong
thanh bao gém: nhiém virus, kho miéng, chong mit, nham 1an, nhiém khuén, phat ban va vi giac
kho chiu, trong do6 thé hién rd rang nhét 1a vi giac kho chiu.

Béng 2 thé hién ty 1¢ cac tac dung khong mong mudn tir giai doan 3 két hop cua nghién ciru ddi
chting - gia dugc cua eszopiclone & liéu 1 mg hodc 2 mg & ngudi cao tudi (tir 65 - 86 tudi). Thoi
gian ctia thir nghiém 1a 14 ngay. Bang nay chi bao gom céc tac dung khong mong mudn xay ra &
ty 18 > 2% & bénh nhan diéu trj v6i eszopiclone lidu 1 mg hodc 2 mg trong d6 ty 1¢ mac ¢ bénh
nhan diéu tri vdi eszopiclone cao hon ty 18 mac & bénh nhan dung gia duoc.

Bang 2: TV 18 (%) céc tac dung khong mong mudn trong nghién ciru ddi chirng - gia dwoc
2 tudn & ngudi cao tudi (tir 65 - 86 tudi) voi eszopiclone V

Tic dung khong mong muén Gia duogc Eszopiclone 1 Eszopiclone 2
) (n =208) mg (n =72) mg (n = 215)
Toan than
Tén thuong do tai nan 1 0 3
Dau dau 14 15 13
Dau 2 4 5
Ti€u hoa
Tiéu chay 2 4 2
Kho miéng 2 3 7
Kho tiéu 2 6
Than kinh
Gi4c mo bat thuong 0 3 1
Chéng mat 2 1 6
Bdn chon 1 0 2
Dau day than kinh 0 3 0
Da va mé6 dudi da
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Ngtra | 4 1

Cac giac quan dac bi¢t

Vi giac kho chiu 0 8 12
Niéu sinh duc

Nhiém tring duong tiét niéu 0 3 0
Ghi chu:

M Tac dung khéng mong mudn ciia eszopiclone véi ty 18 bang hodc nho hon gia duoc khong dugce liét ké trong
bang trén, nhung bao gdm: Pau bung, suy nhugc, budn non, phat ban va ngii ga.
Tac dung khong mong mudn & bang 2 cho thdy mdi quan hé dap Gmg véi lidu & ngudi cao tudi
bao gém: dau, kho miéng, vi giac kho chiu, trong do thé hién rd rang nhét 13 vi giac kho chiu.
Nhitng s liéu nay khong thé du doan duoc cac tac dung khong mong mudn trong thuc hanh y
khoa thuc té boi vi dic diém ctia bénh nhan va cac yéu té khac c6 thé khac véi nhitng dic diém
chiém wu thé trong thir nghiém 1am sang. Twong tu, tan suit duoc trich dan khong thé so sanh
v6i cac s liéu tir cac nghién ctru 1am sang khac lién quan dén cac phuong phap diéu tri, sir dung
va kiém tra khac nhau. Tuy nhién, cac s6 liéu dugc trich dan cung cap cho bac si ké don mot s6
co s dé udce tinh mirc d6 dong gop tuong ddi ciia cac yéu td thude va khong phai thude vao ty
1é gap tac dung khong mong mudn trong dan sé dugc nghién ciru.
Cdc tdc dung bdt loi khdc trong sudt qud trinh danh gid triedc khi ra thi trudong cia eszopiclone

Sau day 1a danh sach nhiing diéu dugc sira d6i phan anh tic dung khéng mong mudn nhu da
duge xac dinh trong phan tac dung khong mong mudn va dugc bao cdo voi khoang 1550 nguoi
diéu tri voi eszopiclone & lidu tir 1 - 3,5 mg/ ngdy trong sudt pha 2 va 3 cua thir nghiém 1am
sang trén khap nudc My va Canada. Tat ca cac tic dung duogce bao cao ¢ ddy ngoai trir nhiing tac
dung da dugc liét ké & bang 1 va 2 hodc nhitng noi khac trén t& huéng dan sir dung, cic tac
dung phd bién trong dan sd, cac tac dung khong lién quan dén thudc. Mic du nhimg tac dung
nay dugc bao cao xay ra trong sudt qua trinh diéu tri v6i eszopiclone, nhung khong nhét thiét
gay ra boi eszopiclone.

Thuong gap, 1/100 <ADR < 1/10

Toan than: dau nguc

Tim mach: dau ntra dau.

Chuyén hoa va dinh dudng: phii mach ngoai bién.

It gap, 1/1.000 < ADR < 1/100

Toan than: phan Ung di Ung, viém md té bao, phu mat, sét, héi miéng, s6c nhiét, sa ruot, kho
chiu, cimg ¢, nhay cam véi anh sang.

Tim mach: ting huyét ap.

H¢ ti€u hoa: chan an, s61 mat, them an, loét mi¢ng, mau den trong phan, loét miéng, khat nudc,
viém loét mi¢ng.

Mau va bach huyét: thiéu mau, bénh hach bach huyét.

Chuyén hoa va dinh dudng: ting cholesterol huyét, tang can, giam can.

Co xuong: viém khop, viém tai thanh mac, réi loan khép xuwong (cha yéu 1a sung khép, clng
khép va dau), chudt rut & chan, nhuogc co, co giat co.

Hé than kinh: kich dong, thd 0, mat diéu hoa, thay ddi cam xuc, tu tudng chong ddi, ting truong
luc co, giam cam gidc, mét ngi, suy giam tri nhd, loan than kinh chtrc ning, rung giat nhén cau,
di cam, giam cac phan xa, suy nghi bét thuong (chu yeu 1a kho tap trung), hoa mat.

H6 hap: hen, viém phé quéan, kho thé, chay mau cam, ndc cut, viém thanh quan.

Da va cac mo dudi da: mun, rung toc, viém da t1ep xtc, kho da, eczema, da bién mau, ra md hoi,
mé day.

Cac giac quan dac bi¢t: viém két mac, kho mét, dau tai, viém tai ngoai, viém tai gitra, u tai, roi
loan tién dinh.

Niéu - sinh duc: Méat kinh, @ stra, u vu, dau nguc, kho tiéu tién, chay sita ¢ nit, huyet ni¢u, soi
than, dau than, viém tuyén vu, rong kinh, xuat huyét tir cung, tiéu tién nhiéu, kho tiéu, dai dam,
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XuAt huyét am dao, viém am dao.

Hiém gap, 1/10.000 < ADR < 1/1.000

Tim mach: viém tinh mach huyét khi.

Tiéu hoa: viém dai trang, khé nubt, viém da day, viém gan, chudng gan, ton thuong gan, loét da
day, phu ludi, xuat huyét truc trang.

Chuyén hoa va dinh dudng: mat nudc, git, ting lipid, giam kali huyét.

Co xuong: bénh co, khop, sa mi mat.

Thén kinh: dang di bat thuong, hung phan tang cam giac, giam chirc ning van dong, viém than
kinh, bénh than kinh, choang vang, run ray.

Da va cac md dudi da: hong ban da dang, mun nhot, nhiém herpes, ching ram 10ng, phat ban
dang dat sn, phat ban mun nudc.

Céc giac quan dic biét: ting thinh luc, viém mong mat, gidn dong tir, so anh sang.

Niéu - sinh duyc: gidm ni¢u, viém bé than, viém niéu dao.

Kinh nghi¢m sau khi dwa thudc ra thi treong

Ngoai nhimng tac dung khong mong mudn duoc quan sat trong sudt cac thir nghiém 1am sang,
mot r6i loan chire ning khtru gidc duge dic trung boi bién doi cam giac vé mui da dugc bao cdo
trong sudt qua trinh theo doi sau khi thuéc dugc dua ra thi truong. Boi vi nhitng sy kién nay
dugc bao cao ty phat khong biét rd dugc kich thude dan sé nén khong thé wdc tinh dugc tin suat
cua céc su kién nay.

Thong bado ngay cho bac Sy hoac duoc st khi gap cdc tac dung khong mong muén nhiw trén khi
sir dung thuoc hodc bdo cdo cdc phan img co hai cua thuéc vé Trung tam Thong tin thuoc va
Theo déi phan ving c6 hai ciia thuéc (ADR) Quéc Gia.

11. QUA LIEU VA CACH XU TRi

Trong cac thir nghiém lam sang vdi eszopiclone, mot truong hop qua heu lén dén 36 mg
eszopiclone dugc bdo cao va bénh nhan phuc hoi hoan toan. Ké tir khi t1ep thi thuoc ra thi
truong, cac truong hop qua lidu tu phat eszopiclone 1én dén 270 mg (gap 90 1an liéu t6i da duoc
khuyén céo ciia eszopiclone) da dugc bao cao, trong d6 bénh nhén da hoi phuc. Cac truong hop
tr vong lién quan dén qua liéu eszopiclone chi dugc bao cao khi két hop véi cac thude trc ché
than kinh trung uong khac hoic rugu.

Diu hiéu va tri¢u chirng

Dau hiéu va tridu chimg qua lidu cta cac thudc trc ché than kinh trung wong co thé duoc cho 1a
tac dung bdc phat cua cac tac dung dugc 1y da dugce bdo céo trong thtr nghiém 1am sang. Giam
kha nang nhén thire tur trang thai lo mo dén hon mé da duoc bao cao. Cac trudng hop tir vong do
qua liéu eszopiclone dugc bao cao 1a hiém gdp sau khi luu hanh thudc tai thi truong Chau Au,
thuong lién quan dén qua liéu véi cac thude tre ché than kinh khac. i co bao céo vé tinh trang
methemoglobinemia lién quan dén viéc qua lidu racemic zopiclone.

Khuyén cdo diéu tri

Bién phap diéu tri ho trg va diéu tri triéu ching chung dugc st dung cung vdi rua da day ngay
1ap tirc néu thich hop. Truyén dich tinh mach dugc tién hanh néu can. C6 thé str dung flumazenil.
Cung nhu cac truong hop qua heu khac, hé hap, mach, huyet ap va cac diu hiéu thich hop khac
can phai duoc kiém soat va can tién hanh cac bién phap hé tro chung. Kiém soat tut huyét ap va
suy nhuoc than kinh trung wong va tién hanh can thiép bang cac bién phap y khoa. Can nhic
theo ddi methemoglobin trong truong hop qué lidu liéu cao. Hiéu qué cua loc mau trong diéu tri
qua lidu chua dugc ching minh.

Dbi voi tat ca cac truong hop qua lidu, can can nhic kha ning uéng nhiéu thude. Béc si c6 thé
mudn xem xét lién hé v6i trung tAm kiém soat chat doc dé cap nhat thong tin vé viéc quan 1y qua
lidu san pham thudc ngi.

12. PAC TINH DUQC LUC HQC

Nhém duge Iy: An thin giy ngu, thude lién quan dén benzodiazepin

Ma ATC: NO5CF04

Chua 15 co ché hoat dong chinh xac ctia eszopiclone nhu mot thude gay ngu, nhung tac dong
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cua no dugce cho la do phan ung voi cac phirc hop thu thé GABA tai ving gin két & gan hoic
ghép doi voi cac thu thé benzodiazepin.

13. PAC TINH DUQC PONG HQC

Dugc dong hoc cua eszopiclone dugc nghién ctru trén nhitng ngudi khde manh (nguoi 16n va
nguoi cao tuéi) va nguoi bi bénh gan hodc than. Trén nhitng nguoi khoe manh, dugc dong hoc
duoc danh gia sau khi dung lidu don 1én téi 7,5 mg va sau khi dung lidu 1, 3, va 6 mg mot lan
mdi ngay trong 7 ngdy. Eszopiclone dugc hip thu nhanh chong, thdi gian dé dat nong d6 dinh
(Tmax) khodng mot gid va thoi gian ban thai pha cudi (T12) khoang 6 gid. O nhimg ngudi trudng
thanh khoe manh, eszopiclone khong tich liiy v6i liéu mot 1an mdi ngay va ndéng do cua thudc
phu thudc lidu trong khoang 1 — 6 mg.

Hép thu va phén bé

Eszopiclone duoc hip thu nhanh chong sau khi uong Nong d6 dinh trong huyet tuong dat duoc
trong khoang 1 gio sau khi uong Eszopiclone gan két yéu véi protein huyét tuong (52 — 59%).
Phan thubc tu do 16n cho thdy phan bd cua eszopiclone khong bi anh huong boi twong tac thude-
thudc do su gin két protein. Ty 1& phan bd mau-huyét twong cua eszopiclone nhd hon mét, cho
thay khong c6 sy hip thu dic hiéu boi té bao mau.

Chuyén héa

Sau khi udng, eszopiclone bi chuyén héa manh bai sy oxy hoa va demethyl hoa. Chat chuyén
hoa chinh trong huyét tuong 1a (S)-zopiclone-N-oxide va (S)-N-desmethyl zopiclone; chét sau
gan voi cac thy thé GABA yéu hon déng ké so véi eszopiclone, va chat dau tién khong thé hién
lién két dang ké nao véi cac thu thé nay. Cac nghién ctru in vitro cho thay cic enzym CYP3A4
va CYP2EI c6 lién quan dén sy chuyén hoa cila eszopiclone. Eszopiclone khong cho thay kha
nang uc ché trén CYP450 1A2, 2A6, 2C9, 2C19, 2D6, 2E1 va 3A4 & té bao gan nguoi duge bao
quan lanh.

Thai trw

Sau khi uéng, eszopiclone dugc thai trur voi thot gian ban thai (Ti2) trung binh khoang 6 gio.
Lén dén 75% liéu udng cua zopiclone dang racemic dugc bai tiét qua nude tiéu, chu yéu dudi
dang cac chét chuyén hoa. Du doan eszopiclone, ddng phan S cua zopiclone dang racemic, co
thong s6 thai tir truong tu. it hon 10% lidu ubng clia eszopiclone théi trir qua nudc tiéu dudi
dang khong doi.

Anh huwéng ciia thirc dn

O ngudi khoe manh, ding eszopiclone lidu 3 mg sau bita dn c6 luong chat béo cao khong lam
thay d6i AUC, nhung 1am giam Cnax 21%, va lam chdm Timax khodng 1 gio. Thoi gian ban thai
khong thay doi, khoang 6 gio. Tac dung cua eszopiclone I1én thoi gian di vao giic ngu co thé bi
giam néu dung thudc cling v6i hodc ngay sau khi dn nhiéu thirc an c6 ham lugng chat béo cao.

Duoc dong hoc trén ddi twong diic biét

Tuéi tic

So v6i nhém bénh nhan khong phai 1a ngudi cao tudi, nhitng bénh nhan > 65 tudi c6 AUC ting
41% va thoi gian thai trir kéo dai (Ti2 khoang 9 gid). Cmax khong d6i. Do d6, trén nhimng bénh
nhan cao tudi, liéu eszopiclone khéi dau nén giam con 1 mg va liéu dung khong nén vuot qua 2
mg.

Gioi tinh

Duogc dong hoc cua eszopiclone trén nam gigi va nit gidi tuong tu nhau.

Chung toc

Phan tich cac dir lidu trén tat ca cac dbi tugng tham gia trong nghién ctru eszopiclone pha I,
duoc dong hoc trén tat ca cac chung toc gﬁn nhu tuong tu nhau.

Bénh nhdn suy gan

Dugc dong hoc cua eszopiclone liéu 2 mg dugce danh gia trén 16 ngudi tinh nguyén khoe manh
va trén 8 d6i twong bi bénh gan tir nhe, trung binh dén ning. O nhiing bénh nhan suy gan ning
ndng d6 thudc ting 1én gap 2 1an so véi nhitng nguoi tinh nguyén khoe manh. Crax v3 Timax
khong thay d6i. Khong can chinh liéu cho nhiing bénh nhén suy gan tir nhe dén vira. Khuyén
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c40 nén giam liéu & nhirg bénh nhan suy gan ning. Than trong khi dung eszopiclone cho nhiing
bénh nhan suy gan.

Bénh nhdan suy than

Dugc dong hoc cua eszopiclone dugc nghién ctru trén 24 bénh nhan suy than nhe, vira, dén nang.
AUC va Crax tuong ty trén nhiing bénh nay so véi nhom ngudi khoe manh. Khong can chinh
lidu cho bénh nhan suy than vi <10% eszopiclone dung dudng udéng duoc thai trir qua nude tiéu
dué6i dang khong dbi.

14. QUY CACH PONG GOI
Hop 6 vi x 10 vién.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC

Piéu kién bao quan: Pé thudc noi kho rao, tranh anh sang, nhiét d6 khong qua 30°C.

Han ding: 36 thang ké tir ngdy san xuét.

Tiéu chuan chat lwgng: USP

16. TEN, PIA CHI CUA CO SO SAN XUAT THUOC
Co so san xuat:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép M§ Phudce 1, Phuong Théi Hoa, Thanh phd Bén Cat,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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