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Ry Thudec ban theo don

CANH BAO DAC BIET:

Thudc nay chi sif dung theo don ciia bic sy.
Boc k¥ hudng dan sif dung trudc khi dang.
N&u c¢in thém théng tin, xin hdi ¥ ki€n bic s§.
Xin thdng bdo cho béc sy nhitng tdc dung khdong mong mudn gip phai khi sif dung thudc.
Khong sif dung thude dz qud han ding.

D€ thudc ngoai tim vdi cla 1ré.

THANH PHAN:

M@i vién nén phan tdn c¢6 chita:

Hoat chat: Olanzapin........................ 10 mg

Td dicoc: Cellulose vi tinh thé (PH 102), aspartam, crosscarmellose natri (Ac-di-sol), mannitol,
magnesi stearat, talc tinh ché.

TAC DUNG DUQC LY:

Olanzapin la thudc chong loan than ¢é hoat tinh dugc Iy hoc rdng trén mot s8 hé receptor.
Trong cdc nghién cifu tién 1dm sang, Olanzapin c6 4i lyc (Ki < 100 nM) vdi cic receptor ciia

serotonin SHT;ap¢, SHT3, SHT ; dopamine D), D;, Ds, Dy, Ds; muscarinic M-Ms; adrenergic |
¢1; v histamine H,. C4c nghién cifu vé hanh vi dong vit cho thi'y Olanzapin c6 tic dung d6i *
khdang vdi SHT, véi dopamine, v khdng cholinergic, phit hgp véi khd ning gén két vio cédc |

receptor. Olanzapin ¢6 4i lvc manh hon vdi receptor cla serotonin SHT; in vitro so v8i D, va
hoat tinh 3HT; in vivo manh hon so vdi hoat tinh D,. Cac nghién citu di€n sinh 1y di chiing
minh Olanzapin giy gidm mdt cach chon loc su kich hoat cdc t&€ bao than kinh dopaminergic &
mesolimbic (A10), nhing it ¢6 tic dung dén thé vin (A9) trong chic ning vin dbng.
Olanzapin lam gidm ddp \ng né tranh cé diéu kién, 12 mdt thir nghiém xdc dinh tic dung
chdng loan than khi dang liéu thap hon liéu gy ra chitng gii nguyén thé, 13 mét tdc dung phuy
trén chifc ning van dong. Khéng gidng nhu mot s thude chong loan than khdc, Olanzapin gay
ting ddp ng trong thiy nghiém "lam giam lo du".

Trong mdt nghién cifu liu udng duy nhit (10 mg) ding phuong phdp chup ron gen cit Idp
phét positron (Positron Emission Tomography, PET} & nhitng ngudi tinh nguyén khde manh,
Olanzapin chi€m giit receptor SHT»4 nhiéu hon so vdi receptor dopamin D,. Hon nifa, m6t
nghién citu hinh anh dung phudng phdp chup rongen cit 1p phét photon don dién toan (Single
Photon Emission Computerised Tomography, SPECT) & nhitng ngudi bénh tdm than phan liét
cho thay nhifng ngudi bénh ddp tng v6i Olanzapin chi€m gilf D, ciia thé van it hon so vdi
nhifng nhifng ngudi bénh ddp ng vdi risperidone vd mdt s thudc chdng loan than khéc,
nhung tuong duung v4i nhitng nhitng ngudi bénh ddp ing vdi clozapine.

C4 hai trong hai thit nghi&m c¢6 kiém chifng bing placebo va hai trong ba thif nghiém c6 ki€m
ching bing chat so sdnh trén 2.900 bénh nhan tim thdn phin liét vdi c4 hai triéu chitng dudng
tinh va am tinh, thdy Olanzapin dd cii thién nhiéu hon c6 y nghia thdng ké céc triéu ching
dudng tinh cling nhu 4m tinh.

DUGC PONG HOC: %

Hap thu:
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Olanzapin hap thu (3t khi uéng, dat ndng d6 dinh trong huyé&t twong trong vong S dén 8 gid.
NAng Aa teang huy#1 twong & trang thdi odn bling dat dude aau 7 ngay stf duig licu luc va (Aug
khodng 2 1dn khi diing liéu don. Thifc n khéng anh hudng dén su hdp thu. Chua xdc dinh sinh
kha dung tuyét d6i dudng udng so vdi dudng ding tinh mach. Ndng d6 Olanzapin trong huyél
tong tuy€n tinh va ty 1é vdi liéu ding trong cdc thit nghiém nghién ctu c6 liéu ding tir 1 dén
20 mg. Thé tich phédn bd trung binh 1a 1150L (660 — 1790L). AUC chi€m 12% liéu si dung,
phin con lai da s& dugc chuyén héa.

Chuyén hoa:

Olanzapin dugc chuyén héa tai gan qua cd ché lién hgp va oxy héa. Khoang 40% chit duoc
chuyén héa ldn déu qua gan. Chat chuyén héa luu théng chinh 13 10-N-glucuronide, va khéng
qua duge hang rdo mdu ndo. Cdc cytochrom P450-CYP1A2 vi P450-CYP2D6 tham gia vao
viéc tao ra céc chit chuyén héa N-desmethyl va 2-hydroxymethyl. C3 hai chit chuyén héa
niy déu cé hoat tinh dugc 1y hoc in vivo thip hon nhiéu so vdi Olanzapin trong cic nghién cifu
trén dfng vit.

Thdi trir: Sau khi dung duting udng, thdi gian bén thdi trung binh & ngudi khde manh thay déi
phu thudc vao i va gidi tinh. Thai gian bén thdi trung binh 13 33 gidf va d6 thanh thdi huy&t
tuong trung binh cia Olanzapin 1 26 L/gid 7% liéu dung thdi tir & dang khéng ddi, 57% qua
nudc ti€u, 30% qua phan.

Sau khi diing dudng udng, thdi gian ban thdi trung binh & ngudi khée manh thay d6i phu thude
vdo woi va gidi tinh. Thai gian bédn thdi trung binh 12 33 gid vA do thanh thii huyé&t twong
trung binh ciia Olanzapin 1a 26 L/gid.

O nhirng ngudi cao wdi (65 va cao hon) khde manh so vdi nhitng ngudi tré tdi, thdi gian ban
thdi trung binh 12 kéo dii (51,8 so vdi 33,8 gid) va do thanh thdi gidm di (17,5 so vdi 18,2
L/gi&s). Cdc thay ddi duge ddng hoc & ngudsi cao wédi vin nim trong pham vi thay ddi cia
ngudsi tré twdi. O 44 ngudi bénh tim thin phan liét (65 téi), liéu dung tir 5 d€n 20 mg/ngay
khéng c6 sif khdc biét ndo vé cdc tic dung ngoai y.

O phu nit so vdi nam gidi, thdi gian ban thai trung binh 12 kéo dai (36,7 so véi 32,3 gid) va dé
thanh thdi gidm di (18,9 so v&i 27,3 L/gids). Tuy nhién, dé an toan cida Olanzapin (5-20 mg)
twong dudng nhau & nhitng bénh nhén nif (n=467) va nam (n=869).

Khong ¢6 sy khdc nhau ding ké vé thdi gian bén thdi trung binh (37,7 so vdi 32,4) hoac do
thanh thai (21,2 so vdi 25,0 L/gi®s) cla Olanzapin giifa ngudi suy thdn (46 thanh thdi creatinin
< 10 mL/phit) vdi ngudsi khde manh. Khodng 57% Olanzapin duge ddnh diu biing chit phéng
xa duge thdi qua nude ti€u, chi y&u dudi dang cdc chat chuyén héa.

6} ngudi bénh hiit thudc ma c6 rdi loan nhe chifc ning gan, thdi gian bédn thédi trung binh (39,3
gid) 1a kéo dai va do thanh thdi (1R,0 T/gity) gidm 1wong wr nhw d6i vdi nhitng ngudi khoe
manh khéng hit thudc (twong ng 12 48,8 gids va 14,1 L/gid).

O nhitng ngudsi khéng hiit thudc so vdi hit thudc (nam gidi va ni¥ gidi), thdsi gian ban thdi trung
binh la kéo dai (38,6 so vdi 30,4 gidr) va d6 thanh thdi gidm (18,6 so vdi 27,7 L/gid).

D6 thanh thii huyét twong clia Olanzapin thap hon & ngudi cao tudi so vdi ngirdsi tré wéi, & nir
gidi so véi nam gidi, vd & ngudi khéng hit thude so véi ngudsi hiit thude. Tuy nhién, mitc dé
anh hudng cla tudi tic, gidi tinh, hodc hiit thudc d€n do thanh thai va thdi gian ban thdi cia
Olanzapin 12 nhd khi so sanh vdi sif khac nhau chung giita cac c4 thé.

Khodng 93% Olanzapin gdn két vdi protein huyét wong khi ndng d6 tir 7 dén 1000 ng/mL.
Olanzapin gin két chd yé&u vdi albumin va a,-acid-glycoprotein.

CHI PINH :

Piéu tri cdc biéu hién cla r6i loan tim thin nhu tim thin phan liét,

LIEU LUGNG VA CACH DUNG : e
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Diing theo sy chi dan ciia bdc s diéu trj.

Liéu thuirng dungs

Liéu khuyén diing khdi dau cda Olanzapin 1a 5 - 10 mg/ngay, khéng cin chi ¥ dén bifa an.
Liéu sau d6 c6 thé diéu chinh ligu mbi lan Smg/kg/ngay, didu chinh lidu tir tir v&i khoang cach
thoi gian tir 7 ngay trd 1én thy theo tinh trang l[am sang. Chi dudc ting liéu cao hon liéu théng
thudng 10 mg/ngay, sau khi da c¢6 danh gid lam sang thich hdp.

Liéu dang cho cdc nhém bénh nhin dic biét:

Tré em : Olanzapin chuta dude nghién citu & ngudi dudi 18 tudi.

Nguoi bénh cao tudi : Khong nén ding thudng quy véi liéu khdi diu la 5 mg/ngay, nhung nén
can nhic d&i vai ngudi bénh hon 65 tudi khi ¢6 kém cdc y&u t& 1am sang khéng thun 19i.
Ngudi bénh suy thdn vashodc suy gan : Nén can nhic dé dung liéu khéi ddu thap 1a 5 mg/ngay
d nhitng ngudi bénh nay. Trong trudng hgp suy gan trung binh (xd gan, loai A hogc B Child-
Pugh), nén diang liéu khdi ddu 5 mg va c¢dn thin khi ting liéu.

Nguti bénh ni2 so vdi ngudi bénh nam : Khéng cé khic nhau vé liéu khdi ddu va pham vi liéu
théng thudng & bénh nhian nam va nii.

Nguoi bénh khéng hiit thude so vdi ngudri bénh cé hit thudc : Khong c6 khdc nhau vé liéun khdi
dau va pham vi liéu thdng thudng & ngudi bénh khdng hit thude va ngudi bénh c6 hit thudc.
Khi ¢6 nhi€u hon mét yé€u t6 1am cham qud trinh chuyén héa clia Olanzapin (ni¥ gidi, khong
it thudc, ngudi gia > 65 tudi), nén cin nhdc d€ dung liéu khdi diu thap. Nén cin than khi c6
chi dinh ting liéu & nhitng ngudi bénh nay.

Cdch ding: Cho vién thudc vao Sml nudc dun soi d€ ngudi, dgi khodng 1- 2 phit cho thudc ra
hét. Nén sit dung thudc ngay sau khi pha.

CHONG CHIi PINH:

Chéng chi dinh trén cdc bénh nhan qud min véi Olanzapin hodc bat k¥ thianh phan nao clia
thude.

Khong ding Olanzapin dudng tiém cho ngudi bi nhdi mdu ¢d tim cap tinh, dau thit ngyc
khong 8n dinh, ha huy&t 4p nghiém trong hay chdm nhip tim, h6i chitng bénh xoang hay mdi
trdi qua phau thuat tim.

KHUYEN CAO VA THAN TRONG:

Triéu chitng phifc tap c6 nguy cd gy tit vong ddi khi dudc coi 1a hdi chiing thdn kinh 4c tinh
(NMS) da duge bao cdo khi dung chung véi cdc thudc chéng loan thin kinh, C4c bi€u hién
clia hdi chitng than kinh 4c tinh bao gdm s6t cao, cifng cd, trang thdi tim thin thay déi, va c6
bi€u hién khéng &n dinh clia hé than kinh thic vat (mach hoic huyét 4p khong déu, nhip tim
nhanh, todt md hoi, loan nhip tim). Nhitng ddu hiéu khdc gdm ting creatinine phosphokinase,
myoglobin niéu (ti€u c¢d vdn), va suy than cap. N&u cdc diu hi¢u va triéu chitng ciia hdi chitng
than kinh dc tinh ¢6 ddu hiéu tién tri€n thi phai ngung diing olanzapin.

Olanzapin c6 thé giy ha dp thé ditng két hdp vdi chéng mat, nhip tim nhanh. Trén mét s&
bénh nhén, ngat, dic biét trong thdi ky ddu ding thudc, ¢6 th€ 4nh hudng dé€n dic tinh chen
thu thé a,-adrenergic. Nguy cd ha 4p th& difng va ngit ¢6 thé gidm thiéu bing cdch dang liéu
khdi ddu Smg mét 1an mdi ngay. Olanzapin cin than trong khi diing trén cdc bénh nhin ¢6
tién sit bénh tim mach (tién sit nhdi m4u co tim hosic thi€u mau cuc bd, suy tim), cdc bénh vé
nio mach va cdc tinh trang ¢6 thé gay ha huyét 4p cho bénh nhan (mit nudc, gidm thé tich
maéu hodc dung céc tri liéu vdi cdc thude ha huyét 4p).

Olanzapin cin dugc st dung than trong trén cdc bénh nhan c6é tién sit dgng kinh hodc c4c tinh
trang ¢ nguy cd lam gidm ngudng dong kinh (chitng mét tri Alzheimer).

Cén than trong trén cdc bénh nhdn véi cac dau hiéu va triéu ching cda suy gan, bénh nhan di
¢6 sin céc tinh trang chifc ning gan han ch& va trén cdc bénh nhin da diéu trj vdi cic thudc
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¢6 khd ning gdy doc cho gan. Ddnh gi4 transaminase la cin thi€t trén cdc bénh nhin cé cic

bénh ding ké v& gan.

SU DUNG CHO PHU NU CO THAI VA PANG NUOI CON BU:

Théti ky 6 thai : Khéng cé cdc nghién cifu ki€m sodt chat ché va diy dé & ngudi mang thai.

Phu nir duge khuyén nén bdo cho thay thudc néu ho ¢é thai hodc ¢6 ¥ dinh mang thai khi dang

dung Olanzapin. Do kinh nghiém cdn han ch€ & ngudi, chi nén ding thudc ndy & ngudi mang

thai khi 1¢i ich dem lai hon hin mdi nguy hai cho bao thai,

Théri ky cho con bi : o) chudt cdng cho con bi, Olanzapin ¢6 1i€l vao sifa. Chua rd Olanzapin

¢6 duge tiét vio sita ngudti me hay khong. Ngudti bénh khong nén cho con bi trong thdsi ky

dang diung Olanzapin.

ANH HUGNG PEN KHA NANG LAT XE HOAC VAN HANH MAY MOC :

Khdng nén l4i xe hodc diéu khién mdy méc khi dang ding thuéc vi Olanzapin gy budn ngi.

TUONG TAC THUOC:

Nhom cdm ing CYPIAZ2: Carbamazepine

Uec ché CYP1A2: Fluvoxamin, khdng sinh nhém fluoroguinolon, enoxacin va ciprofloxacin,

cimetidin, theophylin.

Chuvén hoa gua CYPIA2: Omeprazol va rifampin

Khéd ning nhirng thudc khdc dnh hudng d€n Olanzapin: Thudc khdng acid (magnesi, nhdm)

hodc cimetidin liéu duy nhit khéng dnh hudng dén sinh khd dung cia Olanzapin ding duding

uéng. Tuy nhién, dung dong thdi ciing than hoat s& lam giam sinh kha dung ciia Olanzapin

dudng udng tir 50% dén 60%. Hiit thudc va diéu tri bing carbamazepin gy cdm itng hoat tinh

P450-1A2. Chuyén héa ciia Olanzapin c6 thé bi cAm itng do hiit thudc (46 thanh thdi cia

Olanzapin thdp hon 33% va thdi gian bdn thdi dai hon 21% & nhitng ngudi khong hiit thuée so

v@i nhifng ngudi hit thudc) hodc diéu tri bing carbamazepin (d6 thanh thii ting 44% va thoi

gian bdn thdi gidm 20% khi diéu tri cung carbamazepin). Dudc dong hoc clia theophylin, mét

thudc chuyén héa nhd P450-1A2, khéng thay d6i khi dung ciing Olanzapin.

Khé ning Olanzapin dnh hudng dén nhitng thudc khic: Trong cdc thif nghiém ldm siang ding

liéu duy nhdt Olanzapin, khéng c6 sy e ché chuyén héa clia imipramine, desipramine,

warfarin, theophylin, diazepam. Olanzapin ciing khéng cé tudng tdc khi ding chung vdéi , N

lithium hodc biperiden. GN‘I

Néng d6 Olanzapin lic 6n dinh khéng c6 dnh hudng dén duge déng hoc cia ethanol. Tuy }g';
%I
7

nhién, tic dung hiép déng vé dugc Iy hoc nhit giy ting an than c6 thé xdy ra khi diing ethanol

ciing vdi Olanzapin.

Levodopa: Olanzapin c6 thé lam gidm hiéu qua cta Levodopa do né c¢6 khd ning phong tda

céc thu thé cia dopamine. Vi viy nén thén trong khi ding két hgp nay.

Thudc d6i khdng Dopamin: Olanzapin ¢6 thé l1am gidm hiéu qud cda thudc d6i k ,:..ME)
Dopamin do né c¢6 khd nidng phong tda céc thu thé cia dopamine. Vi vidy nén thin trqm J
ding k&t hdp nay.

Lamotrigin: K&t hgp Lamotrigin vdi Olanzapin c6 thé lam gidm nhe ndng d6 cia Iamq:'ﬁém

trong huyét twong. \:

Thudc nhém benzodiazepine/rugu: Lam ting su suy gidm hé thin kinh trung wong. Nén n n—
trong khi st dung k&t hdp nay

Valproic acid: C6 khd ning lam ting nong d6 cia Valproic acid do lam gidm lugng thanh tha:
cua Valproic. Nén thin trong khi sif dung két hgp nay.

TAC DUNG NGOAI Y:

Céc téc dung ngoai ¥ dudc bdo cdo dbi vdi Olanzapin la nhe va thodng qua (hi€m khi gip
phédn ifng ting nhan 4p géc déng), cdc phdn \tng nhu budn ngl, phdt am khé, bénh Parkinson
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trd nén nang hon, ddng di bat thudng, do gidc, suy nhuge, mét mdi, thém in, ting thin nhiét,
ting ndng dd triglyceride huyét, phl, ting prolactic huyét (nhung khéng c¢6 biéu hién lam
sang phd bi€n), ting bach ciu 4i toan, it bi ha huyé&t 4p, nhip tim cham, kéo dai khodng thdi
gian QT, di tiu khong ki€ém sodt, qud min vdi dnh sdng, hi€m khi co giit, gidm bach ciu,
phdt ban; hi€m khi gap viém gan, viém tuy, ngh&n huyé&t khéi, ting cholesterol huy&t, gidm
than nhit, b ti€u, vuluy Julug, gidw G€u clu, gldm bach cdu wung tnh, déu co van, rung
téce. .

QUA LIEU:

Tri€u chifng rat phd bi€n khi qua liéu (ty 1& > 10%) bao gbém nhip tim nhanh, kich ddng / gdy
hén, ching loan cdn ngén, cic triéu chitng ngoai thap khic nhau, va mitc dd gidm § thitc khac
nhau tir an than dén hon mé.

Cédc di ching ¢6 y nghia y hoc khdc clia quéd li€u bao gém mé sdng, co giit, hdn mé, héi
chitng an than kinh dc tinh, suy gidm hoé hap, ting huyét 4p hodc ha huyét dp, loan nhip tim
(<2% céc trudng hdp qud liéu) va ngung tim phdi. Hiu qua gy ti¥ vong da dudc bdo cdo cho
qua liéu cap tinh thdp nhat 1a 450 mg nhung cling ¢ bio cdo sdng s6t sau khi ding qua liéu
cap tinh khodng 2 g Olanzapin duding uéng.

Xz 1ri khi gud liéu

KlLidug o thube gidi d0c ddc hieu d6! vél Olanzapin. Khong khuyén cao giy non. Cac bién
phép tiéu chudn d€ xif tri qud liéu ¢6 thé dugce chi dinh (vi du rita da day, ung than hoat tinh).
S5¢ dung dong Wi than bual ol 84 cho thdy lam gldm khodng 50-60% sinh kh& dung duong
udng ctia Olanzapin,

B1éu i wiéu chiing va giam sat chic nang cia cd quan quan trong nén ditde thyc hién theo
biéu hién lam sang, bao gdm ¢4 diéu tri ha huy&t 4p, truy tudn hodn va hd trg chifc ning hd
hap. Khéng dung epinephrine, dopamine, hodc cic thubc kich thich giao ¢dm khédc ¢é hoat
tinh chd vAn béta, Vi kich thich béta co thé lam nang thém tinh trang ha huyé&t dp. Cin theo
ddi tim mach d€ phét hién nhitng chifng loan nhip tim. Giam sat y t&€ chit ché va can tiép tuc
thco do1 cho dén khi bénh nhan héi phuc.

TIEU CHUAN CHAT LUGNG: / i
Nha sdn xuil ///é/
7o
P

HAN DUNG:

24 thang KC t0 ugay san audl. i

56’10 san xudt (Batch No.), ngay sdn xudt (Mfg. date), han ding (Exp. date): xin xem trén nhin
hép va vi.

BAO QUAN:

Giff thudc ndi khd mat, dudi 30°C . tranh 4nh sdng.
DANG BAO CHI: VA QUY CACII DONG GOI:
Hép 10 vi x 10 vién nén phén tdn.

S&n xuit bdi:
MEPRO PHARMACEUTICALS PVT. LTD. p
(Unit II), Q road, Phase-1V, Gm%f&:_wan—%m%, An bo.
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