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Composition :

Each film coated tablet contains:
Olanzapine............ccccc...... 10 mg
Dosage: As directed by the physician.
Indication, Contraindication, Precautions,
Side effects and other information:
Please see the leaflet inside

Storage condition:

Store in a cool and dry place, below 30°C,
protect from light & moisture.
Specification: In-house
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Mai vién nén bao phim cé chira:
OlanZapINg. s 10 mg

Lidu lwgng: Theo chi din cua thay thubc.
Chi dinh, Chéng chi dinh, Than trong,
Téac dung ngoai y va cac thong tin khac:
Xin xem hwéng dan st dung trong hdp.
Bao quan:

Bdo quan noi khd mét, dwdi 30°C,

Tranh anh sang va am.
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Ry Thudc ban theo don

GABENA 10 TABLET
(Vién nén bao phim Olanzapin 10mg)

CANH BAO PAC BIET:

Thudc nay chi sir dung theo don cua béc s§.
Doc ky huéng dan sir dung trude khi dung.
Néu can thém thong tin, xin hoi ¥ kién béc sy.
Xin théng bio cho béc s§ nhiing tac dung khong mong mudn gap phai khi str dung thudc.
Khong str dung thuoc da qua han dung.

Pé thube ngoai tam vi cia tré.

THANH PHAN: /K&
Ma&i vién nén bao phim c6 chua: -
Hoat chdt: Olanzapin......................... 10 mg /

Ta duoc: Lactose (phun sdy), cellulose vi tinh thé, crospovidon, natri starch glycolat type A,
silic dioxid keo khan (Aerosil 200), magnesi stearate, Opadry-OY-2290 (Yellow).

TAC DUNG DUQC LY:

Olanzapin 1a thude chong loan than c6 hoat tinh dugc 1y hoc rdng trén mot s hé receptor.

Trong cac nghién ctru tién 14m sang, olanzapin ¢6 4i luc (Ki < 100 nM) véi céc receptor cua
serotonin SHT,anc, SHT3, 5SHT ; dopamme Dy, D,, D3, D4, Ds; muscarinic M{-Ms; adrenerglc
a;; va histamin H;. Céc nghién ctru vé hanh vi dong vat cho thdy olanzapin co tac dung déi
khang véi SHT, véi dopamin, va khang cholinergic, phtt hop véi kha nang gin két vao cac
receptor. /n vitro, olanzapin c6 ai luc manh hon véi receptor cua serotonin SHT; so véi D; va
hoat tinh SHT, in vivo manh hon so vdi hoat tinh D,. Cac nghién ctu dién sinh ly d3 ching
minh olanzapin gay giam mdt cach chon loc su kich hoat cac té bao than kinh dopaminergic ¢
viing trung n3o hdi vién (A10), nhung it ¢6 tic dung dén thé van (A9) trong chuc nang van
dong. Olanzapin lam giam dép (mg né tranh c6 diéu kién, 1a mot thur nghiém xac dinh tac dung
chéng loan than khi dung liéu thip hon liéu gay ra chimg gilr nguyén thé, 1a mot tac dung phu
trén chirc nang van dong. Khong giéng nhu mot s6 thudc chdng loan than khac, Olanzapin giy
tang dap ung trong thir nghiém "lam giam lo au"

Trong mot nghién ctru liéu udng duy nhat (10 mg) ding phuong phéap chup ron gen cat 16p phat
positron (Positron Emission Tomography, PET) ¢ nhiing ngudi tinh nguyén khoe manh,
olanzapin chiém giir receptor SHT,4 nhiéu hon so vdi receptor dopamin D,. Hon nita, mot
nghién ciru hinh anh ding phuong phép chup rongen cit 16p phat photon don dién toan (Single
Photon Emission Computerised Tomography, SPECT) ¢ nhiing ngudi bénh tam than phan liét
cho thdy nhitng ngudi bénh dép tmg véi olanzapin chlem gitt D, cua thé van it hon so voi
nhitng nhiing ngudi bénh dap tmg vdi risperidon va mot sb thude chdng loan than khac, nhung
tuong duong v6i nhitng nhimg ngudi bénh dap tmg véi clozapin.

Ca hai trong hai thir nghiém c6 kiém chimg bing placebo va hai trong ba thir nghiém c6 kiém
chimg bing chit so sanh trén 2.900 bénh nhan tam than phan liét véi ca hai triéu chimg duong
tinh va am tinh, thiy olanzapin da cai thién nhiéu hon c6 y nghia thong ké cac triéu chimg
duong tinh cling nhu am tinh.

DUQC PONG HQC:

Hap thu:

Olanzapin hip thu t6t khi udng, dat ndng do dinh trong huyét tuong trong vong 5 dén 8 gio.
Néng do trong huyét twong & trang thai can bang dat duoc sau 7 ngay su dung lién tuc va tang
khoang 2 lan khi dung liéu don. Thirc an khong anh huong dén su héap thu. Chua xac dinh sinh
kha dung tuyét d6i duong uong so v6i dudng dung tinh mach. Nong do olanzapin trong huyet
tuong tuyen tinh va ty 1 véi liéu dung trong cac thir nghiém nghién ctu c6 lidu ding tur 1 dén
20 mg. Thé tich phén bd trung binh 1a 1150L (660 — 1790L). AUC chiém 12% liéu sir dung,
phan con lai da s6 duoc chuyén hoa.

2 M.S.D o
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Chuyén héa:

Olanzapin dugc chuyén héa tai gan qua co ché lién hop va oxy héa. Khoang 40% chéit dugc
chuyén hoa lan dau qua gan. Chit chuyén héa luu théng chinh 1a 10-N-glucuronid, va khong
qua dugc hang rao méu ndo. Cac cytochrom P450-CYP1A2 va P450-CYP2D6 tham gia vao
viéc tao ra cac chét chuyén héa N-desmethyl va 2-hydroxymethyl. Ca hai chét chuyén héa nay
déu c6 hoat tinh dugc 1y hoc in vivo thap hon nhiéu so véi olanzapin trong cac nghién ciru trén
dong vat.

Thai trir: Sau khi dung dudng udng, thoi gian ban thai trung binh & ngudi khoe manh thay déi
phu thudc vao tudi va gidi tinh. Thoi gian ban thai trung binh 13 33 gio va do thanh thai huyét

tuong trung binh cua olanzapin 1a 26 L/gid 7% liéu dung thai tir & dang khong ddi, 57% q/é(é

nude tiéu, 30% qua phan.

Sau khi dung dudng u6ng, thoi gian ban thai trung binh ¢ ngudi khée manh thay d6i phu thudc
vao tudi va gidi tinh. Thoi gian ban thai trung binh 13 33 gio va do thanh thai huyét tuong trung
binh cua olanzapin la 26 L/gio.

O nhimng ngudi cao tudi (65 va cao hon) khoe manh so véi nhiing ngudi tré tudi, thoi gian ban
thai trung binh la kéo dai (51.8 so vdi 33,8 gid) va do thanh thai giam di (17,5 so véi 18,2
L/gio). Cac thay d6i duge dong hoc & ngudi cao tudi van nam trong pham vi thay doi ciia ngudi
tré tudi. O 44 ngudi bénh tdm than phan liét (65 tudi), lidu dung tir 5 dén 20 mg/ngay khong c6
su khéc biét nao vé céc tac dung ngoai y.

O phu nir so vi nam gidi, thoi gian ban thai trung binh 1a kéo dai (36,7 so vdi 32,3 gio) va do
thanh thai giam di (18,9 so vagi 27,3 L/gio). Tuy nhién, d§ an toan cua olanzapin (5-20 mg)
tuong duong nhau & nhitng bénh nhan nir (n=467) va nam (n=869).

Khéng c6 su khac nhau dang ké vé thoi gian ban thai trung binh (37,7 so véi 32,4) hodc do
thanh thai (21,2 so véi 25,0 L/gio) cua olanzapin giira ngudi suy than (d6 thanh thai creatinin <
10 mL/phut) v&i ngudi khoe manh. Khoang 57% olanzapin dugc danh dau bang chat phong xa
duoc thai qua nudc tiéu, chu yéu dudi dang cac chat chuyén hoa.

O ngudi bénh hut thudc ma c6 rdi loan nhe chirc nang gan, thoi gian ban thai trung binh (39,3
gidy) 1a kéo dai va do thanh thai (18,0 L/gid) giam tuong tu nhu dbi véi nhitng ngudi khoe manh
khong hit thudc (twong Gmg 12 48,8 gio va 14,1 L/gio).

O nhiing ngudi khong hit thube so véi hut thube (nam gidi va nir giéi), thoi gian béan thai trung
binh la kéo dai (38,6 so v&i 30,4 gio) va do thanh thai giam (18,6 so v6i 27,7 L/gio).

D6 thanh thai huyét tuong cia olanzapin thap hon & ngudi cao tudi so véi ngudi tré tudi, & nir
gidi so vdi nam gidi, va & nguodi khong hat thudce so v6i ngudi hit thudc. Tuy nhién, mirc do
anh hudng cua tudi tc, giéi tinh, hodc hut thudc dén do thanh thai va thoi gian ban thdi cua
Olanzapin 1a nho khi so sanh v6i sy khéc nhau chung giira cac ca the

Khoang 93% olanzapin gan két v6i protein huyét twong khi ndng do tir 7 dén 1000 ng/ml.

Olanzapin gén két chu yéu vai albumin va j-acid-glycoprotein.

CHI PINH :

Olanzapin duoc chi dinh diéu tri bénh tdm than phan liét.

Olanzapin c6 hiéu qua trong viéc duy tri su cai thién 14m sang trong qua trinh diéu tri tiép theo
& cac bénh nhan cho thay dap mg voi diéu tri ban dau.

Olanzapin dugc chi dinh diéu tri con hung cam trung binh dén ning.

O cac bénh nhan c6 dép ung voi diéu tri con hung cam bang olanzapin, olanzapin dugc chi dinh
dé phong ngtra tai phat roi loan ludng cuc.

LIEU LUQNG VA CACH DUNG :

Dung theo su chi dan cia béac si diéu tri.

Ngudi lon:

Tam than phan liét: Liéu khuyén dung khai dau cua olanzapin 1 10 mg/ngay.

Con hung cam: Liéu khéi dau 13 15 mg 1 ldn/ngay trong don tri liéu hodc 10 mg/ngay trong
diéu tri phdi hop.

Ngdn ngira tdi phdt roi loan luéng cuc: Liéu khoi ddu khuyén céo la 10 mg/ngay Déi véi cac
bénh nhan di timg dung olanzapin dé diéu tri con hung cam, tiép tuc diéu tri v6i lidu tuong tu
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dé ngan ngura tai phat. Néu con hung cam mdi, ri loan hodc trdm cam xuat hién, nén tiép tuc

dleu tri bang olanzapin (véi t&i uu hoa lidu can thiét), cing véi didu tri bd sung cac triéu chimg

vé tim trang dugc chi dinh trén 1am sang.

Trong qua trinh diéu tri tim than phan liét, con hung cam va ngira tai phat réi loan ludng cuc,

liu hang ngay c6 thé dugc diéu chinh dua trén déap ung cua timg bénh nhén trong khoang 5 —

20 mg/ngay. Tang liéu 1én coa hon liéu khoi dau khuyén céo chi dugc thuc hién sau khi danh

gia 1am sang phu hop va dugc tlen hanh dinh ky khong qué 24 tiéng.

Olanzapin c6 thé uong khong can quan tam bira an do su hip thu khong bi anh huéng bai thic

an. Nén giam dan liéu khi ngung ding olanzapin.

Liéu dung cho cic nhém bénh nhén dic biét: / C([

Tré em : Olanzapin chua dugc nghién cru & ngudi dudi 18 tudi.

Nguoi bénh cao tuéi : Khong nén dung thudng quy Vi lleu khoi diu 1a 5 mg/ngay, nhung nén

can nhéc ddi véi ngudi bénh hon 65 tudi khi ¢6 kém céc yeu t 1am sang khong thuan loi.

Nguoi bénh suy thdn va/hodc suy gan : Nén can nhic dé dung liéu khoi dau thdp 1a 5 mg/ngay

6 nhitng nguoi bénh nay. Trong trudng hop suy gan trung binh (xo gan, Child-Pugh A hodc B),

nén dung liéu khoi diu 5 mg va can than khi ting liéu.

Nguoi bénh nit so véi nguoi bénh nam : Khong ¢ khac nhau vé lidu khoi dau va pham vi liéu
\o/ thong thuong ¢ bénh nhan nam va nir.

Nguoi bénh khong hiit thuéc so véi nguoi bénh cé hit thuée - Khong c6 khac nhau vé lidu khoi

dau va pham vi licu thong thudng & ngudi bénh khong hit thude va ngudi bénh ¢6 hit thude.

4
Khi c6 nhiéu hon mét yéu té lam cham qua trinh chuyén héa cia olanzapin (nir gidi, khong hut :
thude, ngudi gia > 65 tudi), nén can nhic dé dung liéu khoi dau thip. Nén can than khi c¢6 chi ’
dinh ting liéu & nhitg ngudi bénh nay. R
CHONG CHI PINH:
Chéng chi dinh trén cic bénh nhian qua mén véi olanzapin hodc bat ky thanh phan nao cta !
thuoc. M

Bénh nhan c6 nguy co bi glaucom géc hep.

KHUYEN CAO VA THAN TRONG:

Trong qua trinh didu tri chéng loan than, su cai thién tinh trang lam sang & bénh nhan cé thé
mat vai ngay dén vai tudn. Bénh nhan can dugc theo ddi chat ché trong thoi gian nay.

R4i loan tAm than lién quan dén sa sut tri tué va/hoic réi loan hanh vi

Khong khuyen céo ding olazapin cho céc bénh nhan rdi loan tim than lién quan dén sa sut tri

tu¢ va/hodc roi loan hanh vi do téng ti 1€ tu vong va nguy co tai bién mach mau néo. Trong cac
thir nghiém 1am sang c6 kiém so4t gia dugc (6 — 12 tuan) o ngudi cao tudi (trung binh 78 tudi) >
W r0i loan tdm than lién quan dén sa sut tri tu¢ va/hoac roi loan hanh vi, ti 1€ tir vong & bénh nhan .

diéu tri bing olanzapin tang gép 2 1an so véi nhom diéu tri bang gia dugc (twong tng 3,5% va
1,5%). Ti I¢ tir vong cao hon ¢6 lién quan dén liéu olanzapin (trung binh 4,4 mg/ngay) hodc thoi
gian diéu tri. Cac yéu t& nguy co c¢6 thé dan t&i tang ti 1€ tr vong bao gom tudi > 65, khé nudt,
thudc an than, suy dinh dudng va tinh trang mét nudc, bénh phdi (nhu viém phdi, c6 hodc
khong hat thudc), hodc dung dong thoi vai cac benzodiazepin. Tuy nhién, ti 1€ tir vong 6 nhom
diéu tri voi olanzapin cao hon nhém dung gia dugc khong lién quan vai cac yéu té nguy co nay.
Trong céc thir nghiém lam sang tuong tu, cac bién c¢b ngoai y trén mach mau nio (CVAE, nhu
dot quy, nhoi méu tam thoi), bao gom ca tir vong, déd dugc bao céo. Ti 1é & nhom diéu tri bang
olanzapin tang gip 3 lan so v6i nhém dung gia duoc (twong ung 1,3% va 0 4%). Tat ca cac
bénh nhén dung olanzapin va gia dugc gap phai bién ¢6 mach mau néo deu ¢6 yéu tb nguy co.
Tubdi > 75, va sa sut tri tué kiéu mach/hdn hop da duge xac dinh 1a yéu tdi nguy co cho CVAE
¢6 lién quan dén viéc diéu tri bang olanzapin. Hi¢u qua cua olanzapin chua duoc thiét lap trong
cac thir nghiém nay.
Bénh Parkinson
Khong khuyén cao str dung olanzapin dé diéu tri rdi loan tdm than lién quan dén chu van
dopamin ¢ bénh nhan Parkinson. Trong céc thir nghiém lam sang, ao glac va xau di cac triéu
chimg Parkinson da duoc bdo céo rat hay gap va phd bién hon nhém gia dugc, va olanzapin
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khong c6 hiéu qua hon so véi gia dugc trong viée diéu tri triéu ching loan than. Trong cac thir
nghiém nay, bénh nhéan ban dau duoc yéu cau 6n dinh thudc diéu tri Parkinson & lidu thép nhat
¢6 hiéu qua (thudc ddi khang dopamin) va duy tri lidu twong tu trong sudt nghién ciru.
Olanzapin dugc khoi dau & lidu 2,5 mg/ngay va dugc didu chinh t6i t6i da 15 mg/ngay theo cac
xét nghiém.

Hbi chimng an than kinh 4c tinh (NMS)

NMS 1a mét hdi ching de doa tinh mang c6 lién quan dén cac thudc chdng loan than. Cac
truong hop hiém duoc bao cdo 1a NMS c6 thé ciing lién quan dén olanzapin. Biéu hién cua
NMS bao gém sbt cao, cing co, thay ddi tam than, mét can béng hé than kinh tu chu (bét
thudng vé nhip mach hoic huyét ap, nhip tim nhanh, toat md héi va loan nhip tim), kém theo
cac dau hiéu nhu ting creatinin phosphokinase, myoglobin ni¢u (ly giai co van), va suy than

phai ngimg cac thudc chdng loan than, bao gdm ca olanzapin.

Tang duong huyét va dai thao dudng

Tang duong huyét hodc xdu di bénh dai thao du’c‘mg, doi khi ¢6 lién quan dén nhiém ceto-acid
hoac hon mé da dugc bao cao it gap, trong do c6 vai truong hop tir vong. Trong vai truong hop,
viée tang trong luong co thé trude d6 di duge béo cdo, ¢ thé lién quan dén 1 yéu t6 di truyén.
Nén theo di 14m sang thich hop theo chi dan sir dung thudc chéng loan than, nhu xét nghiém
dudng huyét ban dau, 12 tuan sau khi bit diu diéu tri bang olanzapin va dinh ky hang nim sau
d6. Nhitng bénh nhan diéu tri véi bat ky thudc chdng loan than nao, bao gdm ca olanzapin, nén
dugc theo ddi cac dau hiéu va triéu chimg tang dudng huyét (nhu chimg khat nhiéu, tiéu nhleu
an nhiéu va yéu sirc) va nhimg bénh nhén bi tiéu dudng hay c6 cac yéu t6 nguy co ctia bénh tiéu
dudng nén duoc theo ddi thudong xuyén tinh trang x4u di cia viéc kiém soat dudng huyét. Nén
theo doi can nang thuong xuyén.

Réi loan lipid

Trong mot thir nghiém 1am sang duoc kiém soat gia duoc, réi loan lipid khéng mong mudn da
quan sat dugc & bénh nhan diéu tri v6i olanzapin. Réi loan lipid nén dugc klem soat 1am sang
thich hop, dac biét 1a bénh nhan bi rdi loan lipid mau va bénh nhan c6 yéu té nguy co tién trién
rbi loan lipid. Bénh nhan diéu tri v6i bat ky thudc chdng loan than ndo, bao gom ca olanzapin,
nén dugc theo ddi lipid thudng xuyén theo chi dn str dung thude chng loan than.

Hoat dong khang hé cholinergic

Trong khi olanzapm thé hién tinh khang cholinergic in vitro, kinh nghiém tir cac thir nghiém
lam sang cho thay ti 1¢ thip cac bién c6 lién quan. Tuy nhién, do han ché kinh nghiém 1am sang
cua olanzapin trén cac bénh nhén c6 cac bénh di kem, can than trong khi khi ké cho bénh nhan
phi dai tuyen tién liét hodc liét rudt va cac bénh lién quan.

Chuc ndng gan

Hay gip ting aminotransferase, ALT, AST khong triéu chung, thoang qua, ddc biét khi mdi
diéu tri. Can than trong va xur ly phi hop cac bénh nhén ting ALT va/hodc AST, & cac bénh
nhan c6 ddu hiéu va tridu chimg suy gan, & cac bénh nhan trude d6 c6 cac hoi chimg lién quan
dén han ché chuc nang gan, va & cac bénh nhan dang dugc didu tri bing cac thudc c6 doc tinh
vGi gan. Trong truong hop khi viém gan (bao gom t6n thuong té bao gan, mat hogc hén hop)
dugc chan doan, nglmg olanzapin.

MAt bach ciu hat

Thén trong & cac bénh nhan co6 s& lugng bach cau va/hodc bach cAu trung tinh thap do bat ky
nguyén nhan nao, bénh nhan dang dung thudc gdy mat bach cau trung tinh, bénh nhan c6 tién
str trc ché/doc tiy xuong do thude, bénh nhan bi trc ché tuy xuong do bénh két hop VvGi xa tri
hodc hoa tri va bénh nhan bj ting bach ciu acid hodc ting san tiy xuong. Mit bach cau trung
tinh da dugc bdo cdo la thuong gap khi sir dung phdi hop olanzapin véi valproat va ¢ nhiing
bénh nhan ting bach cau acid hoic ting san tily xuong.

Nging thude .

Hiém gap cac triéu chig cép tinh nhu dd md hoi, mat ngu, run, lo 4u, buon nén hodc n6n khi
ngung olanzapin dot ngot.

cap. Néu mot bénh nhan ¢6 cac dau hiéu va triéu chimg cua hoi chimg an than kinh ac tinh, t/th
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Khoang QT
Trong cac thir nghiém 1am sang, su kéo dai khoang QTc ¢6 y nghia lam sang (Fridericia QT
correction [QTcF] > 500 msec & bat ky thoi diém nao sau khi bat dau diéu tri & bénh nhan c6
QTCcF < 500 msec) 1a it gap (0,1% dén 1%) & cac bénh nhén diéu tri bang olanzapin, khong c6
su khac biét dang ké lién quan dén céc bién cd trén tim so v6i nhom gia duoc. Tuy nhién, can
than trong khi ké olanzapin cuing véi cac thube gay kéo dai khoang QTec, dic biét & ngudi cao
tudi, & cac bénh nhan c6 hoi ching kéo dai khoang QT bam sinh, suy tim sung huyét, phi dai
tim, ha kali mau hoac ha magnesi mau.
Huyét khéi
Mbi lién hé giira diéu tri v6i olanzapin va huyét khi tinh mach da dugc bao cdo it gap (0,1% -
1%). Mbi quan hé nhén qua giita viéc xay ra huyet khéi tinh mach va sir dung olanzapin chua
duoc thiét 1ap. Tuy nhién, do bénh nhan tdm than phan liét thudng c6 cac yéu td nguy co mic
phai cua bénh huyet khéi tinh mach, nhu bénh nhan bét dong, nén dugc xéac dinh va danh gia du
phong.
Tac dung chung trén than kinh trung wong
Véi tac dong chinh trén hé than kinh trung uong cua olanzapin, can than trong khi phéi hop véi
cac thude tac dung trén hé than kinh trung uong khac va ruou. Do thudc thé hién tinh khang
\o dopamin in vitro, olanzapin c6 thé d6i khang vdi cac tac dung truc tiép va gian tiép cua cac chat
déi khang dopamin.
Doéng kinh
Thén trong & céc bénh nhén c6 tién sir dong kinh hodc ¢ nhirng yéu t6 nguy co 1am ha ngudng
co giat. Pong kinh da dugc bio cdo it gip & cac bénh nhan diéu tri bing olanzapin. Trong hau
hét cac truong hop, tién sir dong kinh hoic cac yéu t6 nguy co da dugc bao céo.
Loan van déng mudn
Trong cac nghién ciru so sanh trong 1 nim hodc ngan hon, olanzapin di c6 lién quan véi ti 1é
thip hon c6 ¥ nghia thong ké vé loan van dong mudn. Tuy nhién, nguy co loan van ' dong mudn
gia tang khi sir dung lau dai. Do d6, néu c6 triéu chung ctia loan van dong mudn xuét hién & cac
bénh nhan dleu tri bang olanzapin, nén xem xét giam lidu hodc ngimg thudc. Cac triéu chimg
nay ¢6 thé xdu di hodc tham chi xuat hién sau khi dimg thude.
Ha huyét 4p tu thé
Ha huyét 4p tu thé it quan sat thiy & ngudi cao tudi dung olanzapin trong cac thir nghiém l1am
sang. Khuyén cdo do huyét ap dinh ky & bénh nhén tir 65 tudi tro [én.
Dat tir do tim
Trong bdo cdo sau khi dua ra thj truong, nhitng ca dot tir do tim da duoc bdo céo trén nhiing
bénh nhan dung olanzapin. Trong mot khao sat thong ké hdi ciru, nguy co dot tir & nhiing bénh
nhan diéu tri v6i olanzapin x4p xi gip 2 lan & nhiing bénh nhan khong st dung thudc chdng
loan than.
Bénh nhan nhi
Olanzapin chdng chi dinh & bénh nhan tré em va tré vi thanh nién.
Céc nghién ctru ¢ bénh nhan tir 13 — 17 tudi cho thay mot loat cac phan ung ngoai y, bao gdm
tang can, thay dbi cac thong s6 chuyén héa va ting nong do prolactin.
T4 duoc lactose
Thudc ¢6 chira lactose. Bénh nhan c¢6 véan dé di truyén hiém gip vé dung nap galactose, thiéu
men Lapp lactase, hodc kém hap thu glucose-galactose malabsorptlon khong dung thudc nay.
SU DUNG CHO PHU NU CO THAI VA PANG NUOI CON BU:
Thoi ky c6 thai : Khong c6 cac nghién ciru klem so4t chat ch& va day du ¢ nguoi mang thai. Phu
nit duoc khuyén nén bao cho thiy thudc néu ho ¢6 thai hodc c6 y dinh mang thai khi dang dung
olanzapin. Do kinh nghlem con han ché & ngudi, chi nén ding thuée ndy & ngudi mang thai khi
loi ich dem lai hon han méi nguy hai cho bao thai.
Thoi ky cho con bii : O chudt cbng cho con bu, olanzapin ¢6 tiét vao sita. Chua rd olanzapin c6
duoc tiét vao sita nguoi me hay khong. Nguoi bénh khong nén cho con b trong thoi ky dang
dung Olanzapin.
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ANH HUONG PEN KHA NANG LAI XE HOAC VAN HANH MAY MOC :

Khoéng nén l4i xe hodc diéu khién may méc khi dang dung thubc vi olanzapin gay budn ngu.
TUONG TAC THUOC:

Nghién ctru tuong tac thude chi dugce tién hanh & ngudi 16n.

Tuong tac anh hudng olanzapin

Do olanzapin bi chuyén héa boi CYP1A2, cac chat gay cam (mg hodc tc ché isoenzym nay c6
thé anh hudng duge dong hoc cua olanzapin.

Thuéc gay cam iimg CYPIA2

Su chuyén hoa olanzapin c6 thé bi cam ting boi hit thudc va carbamazepin, ma c¢6 thé dan t6i
giam nong d6 olanzapin. Chi quan sat thay su tang nhe t6i trung binh ¢ do thanh thai olanzapin.
Hau qua 1am sang c¢6 vé han ché, nhung khuyén cdo can theo doi trén 1am sang va ting lleu
olanzapin néu can.

Uc ché CYP1A2 /

Fluvoxamin, mot chat ic ché CYP1A2 dac hiéu, da cho théy trc ché dang ké su chuyén héa coa
olanzapin. Sau khi diing fluvoxamin, Cpay ting trung binh 54% & nit khong hut thude va 77% &
nam gidi hut thudc. AUC tang trung binh 52% va 108% tuong (mg. Xem xét lidu khoi dau thip
hon & cic bénh nhan diung flovoxamin hodc bat ky chat wc ché CYPIA2 ndo, nhu
ciprofloxacin. Xem xét giam lidu olanzapin néu bénh nhan bat dau diéu tri b::fmg mot thude e
ché CYP1A2.

Giam sinh kha dung

Than hoat 1am giam sinh kha dung ctia olanzapin dudng udng 50 — 60% va nén udng it nhit 2
gior trude hodc sau khi ubng olanzapin.

Olanzapin anh hudng dén cic thude khac

Olanzapin c6 thé ddi khang véi tac dung truc tiép hodc gian tiép cua cac chat dbi khang
dopamin.

Olanzapin khong trc ché i isozym chinh CYP450 in vitro (nhu 1A2, 2D6, 2C9, 2C19, 3A4). Do
do, khong c6 tuong tac cu thé nao, nhu xac nhan trong cac nghién ctru in vivo, khong thay co su
trc ché chuyén héa cua céc chét sau day: thubc chéng trim cam 3 vong (chii yéu chuyén héa
qua CYP2D6), warfarin (CYP2C9), theophyllin (CYP1A2), hodc diazepam (CYP3A4 va
2C19).

Olanzapin khong cho thdy tuong tac khi dung cung vdi lithi hodc biperiden.

Theo d&i nong do cua valproat trong huyét tuong khong cho thiy can diéu chinh liéu valproat
khi ding dong thoi véi olanzapin.

Tac dong trén hé than kinh trung wong

Cén than trong & cc bénh nhan udng rugu hodc ding cic thudc gay tc ché hé than kinh trung
uong.

Dung dong thoi olanzapin va céc thudc chdng Parkinson & cdc bénh nhan Parkinson va sa sut tri
tué la khong khuyén céo.

Khoang QTc

Cin than trong khi ding olanzapin v&i cac thudc d biét gy kéo dai khoang QTc.

TAC DUNG NGOAI Y:

Tém tat ddc tinh an toan.

Nguoi I6n

Phan Ung ngoai y hay dugc bdo céo nhat (thdy & > 1% bénh nhén) c6 lién quan den viéc su
dung olanzapin trong cac thtr nghiém 1am sang la budn ngu, ting cén, ting bach cau &i toan,
tang prolactin, cholesterol, glucose va triglycerid, glucose niéu, tang cam giac thém an, chdéng
mat, ding ngoi khong yén, loan van dong, ha huyét ap tu thé, tic dong khang cholmerglc tang
aminotransferase gan thoang qua khong triéu chung, phat ban, suy nhugc, s6t méi, dau khép,
tang phosphatase kiém, gama glutamyltransferase cao, acid uric cao, creatinin phosphokinase
cao va phu.

Bang liét ké cac phan ing ngoai y:
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Bang sau liét ké cac phan ng ngoai y va cdc xét nghiém quan sat thdy va tir cac bao cdo tu
nguyén. Trong mdi nhém tan s, phan (ng ngoai y dugc thé hién theo tir tu giam dan do
nghiém trong. Tan sé dugc dinh nghia nhu sau: Rat hay gip (> 1/10), hay gap (> 1/100 dén <
1/10), it gap (> 1/1000 dén < 1/100), hiém gip (> 1/10000 dén < 1/1000, rat hiém gip (<
1/10000), khong rd (khong thé udc tinh tir nhiing dir liéu c6 sin).

Rét hay gap

IHay gap

lit gip

Hiém gap

|Kh6ng ro

Roi loan mau va hé bach huyét

Tang bach cau wa
eosin

Giam bach cau!
Giam bach cau trung
tinh'’

0

.y « R A1l
Giam ti€u cau

/g/((

R6i loan hé mién dich

IQué méan'’

Roi loan chuyén hoéa va dinh dudng

1

- Téang can Tang cholesterol*”  |Buing phat hodc trim |Ha than nhiét'?
Tang nong do trong hon bénh dai
glucose thao duong thuong
Tang nong do lién quan dén nhiém
triglycerid™’ toan ceton hoac hén
Glucose niéu mé, bao gom mét so
Tang cam giac thém |truong hop tir vong'!
an
R6i loan hé than kinh
Budn ngu Chéng mat Pong kinh, hau hét  [H6i ching than kinh 4c
Bdn chdn® céc truong hop déu  [tinh'
Bénh Parkinson® c6 tien su dong khi  |[Hoi chung nging
ROi loan van Cl(f)ng6 hodc c6 cac yeu to thuoc7 2
nguy co da dugc bao
céo''
Roi loan truong luc
(bao gdm xoay mét)"’
- ROi loan van dong
cheflm11
Chimg mét tri nhé’
Chung loan cén ngon
R6i loan tim
Nhip cham Nhip nhanh/rung tam
Kéo dai khoang QTc |nhi, dot ti'!
Réi loan mach
Ha huyét ap Huyét khdi (bao gébm
tur thé™ thuyén tac phoi va
huyét khoi tinh mach
sau.
Réi loan hé hip, ngue va trung that
| |Chéy méau cam’ | |
Réi loan tiéu héa
|Téc dong khang |Chuc'mg bung’ |Viém tuy'! |
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cholinergic nhe,
thodng qua bao gdom
kho tiéu va kho
miéng

Roi loan gan-mat

Tang
aminotransferase gan
(ALT, AST) thoang
qua, khong triéu
chung, dac biét khi
méi diéu tri

Viém gan (bao gom
ton thuong t€ bao gan,
mat hodc hon hQ’p)“

p

Roi loan da v

a mo duwoi da

Phat ban Phan Uing nhay cam Phan tng
vGi anh sang, rung cua thuoc
toc vdi bach

cau ua eosin
va triéu
chung toan
than
(DRESS)
R6i loan co' xwong va mé lién két
Pau khép’ Tiéu co van"'
R6i loan thin va tiét niéu
Tiéu khong tu chu, bi
tiéu, dai rat '
C6 thai, thoi ¢ cit va chu Ky sinh
Hoi chimg

ngung thudc

O tré so sinh

ROi loan hé sinh san va via

Réi loan cuong
duong & nam gidi
Giam ham mudn tinh
duc & nam va nir

Mit kinh nguyét
Tang vu

Tiét nhiéu sita & nir
Vi to & nam gidi

Cuong cing kéo dai'*

Roi loan toan

than va tai vi tri ding thudc

Suy nhugc, mét moi,
pha, sét'”

Xét nghiém

Téng Tang ghosphatase Tang bilirubin tong
prolactin kiém'

trong huyeét |Creatin

twong® phosphokinase cao''

Gamma
glutamyltransferase
cao'’

. . 10
Acid uric cao

'"Tang can c6 y nghia 1am sing quan sat thay & chi so khoi lugng co‘thé (BMI). Sau khi diéu tri
ngén han (trung vi 47 ngay), ting can > 7% so véi gia tri BMI ban dau la rat hay gap (22,2%), >
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15% la hay gap (4.2%) va > 25% la it gap (0,8%). Bénh nhén tang > 7%, > 15% va > 25% so
vGi gia tri ban dau trong diéu tri kéo dai (it nhit 48 thang) la rat hay gap (64,4%; 31,7% va
12 3% tuong ung).

2Gi4 tri tang trung binh cua lipid (cholesterol té)ng, LDL cholesterol, va triglycerid) lic doi cao
hon & céc bénh nhan khong c6 bang chimg vé rdi loan diéu hoa lipid ¢ thoi diém ban dau.

*Nong do thong thudng lac doéi ¢ thoi diém ban dau (< 5,17 mmol/l) tang 1én cao (= 6.2
mmol/l). Thay dbi trong tong ndng do cholesterol luc d6i tir gia tri & thoi diém ban dau (> 5,17 -
< 6,3 mmol/l) &n cao (> 6,2 mmol/l) 1a hay gap.

4Nong do thong thuong lic doi ¢ thoi diém ban dau (< 5,56 mmol/l) ting 1én cao (> 7 mmol/l).

Thay doi nong do glucose luc doi ¢ thoi diém ban dau (> 5,56 — < 7 mmol/l) téi cao (> /Zé@/

mmol/l) 1a rat hay gap.
Nong d6 thong thuong luc déi & thoi diém ban dau (< 1,69 mmol/l) ting 1én cao (> 2,26
mmol/l). Thay ddi nong d¢ triglycerid luc d6i & thoi diém ban dau (> 1,69 — < 2,26 mmol/l) téi
cao (> 2,26 mmol/l) 1a rat hay gip.
6Trong cac thir nghiém 1am sang, bién ¢ parkinson va rdi loan truong luc & bénh nhan diéu tri
bang olanzapin cao hon vé& mit con sb, nhung khac nhau khong ¢6 y nghia théng ké so véi
nhom gia dugc. Bénh nhén diéu tri bang olanzapin c6 ti 1& thdp hon bi parkinson, bon chon va
ri loan truong luc so véi liéu haloperidol duoc diéu chinh. Do thiéu thong tin cu thé vé bénh
sir clia timg rdi loan cép va van dong ngoai thap, & thoi diém hién tai khong thé két luan ring
olanzapin c6 it gay rdi loan van dong cham va/hoic rdi loan van dong ngoai thap khong.
Cac triéu chung cép nhu d6 md hoi, mét ngu, run, lo léng, budn ndn va non di duge bio céo
khi ngirng olanzapin dot ngot.
Trong cac thir nghiém 1am sang 12 tudn, ndng do prolactin trong huyét tuong vuot qua gidi
han trén cla gia tri thong thudng khoang 30% & bénh nhan diéu tri bang olanzapin c6 prolactin
binh thuong ban déau.
’Céac phan Ung ngoai y xac dinh tir cdc thir nghiém ldm sang tir Olanzapine Integrated
Database.
""Nhu dénh gia boi cac gia tri do duoc trong thir nghiém lam sang tir Olanzapine Integrated
Database.
""Phan tmg ngoai ¥ xé4c dinh tir cic béo cdo khi luu hanh trén thi trudng véi tan sb st dung
Olanzapme Integrated Database.

2Phan g ngoai ¥ x4c dinh tir cic bao céo khi luu hanh trén thi trudng véi tan sb udc tinh &
gid tri gidi han trén cua do tin cay 95% su dung Olanzapine Integrated Database.
Sir dung dai han (it nhét 48 tuan)
Ti 1 bénh nhan gip céc tac dung ngoai y, cic thay ddi c6 y nghia 1am sang nhu tang céan,
glucose, cholesterol tong/LDL/HDL hodc triglycerid tang 1én theo thoi gian. O bénh nhan nguoi
I6n da hoan thanh 9 — 12 thang diéu tri, ti 1é ting nong do glucose trong mau trung binh cham
sau khoang 6 thang.
Thodng tin trén cac ddi twong dic biét
Trong cac thir nghiém lam sang & nguoi cao tudi bi sa sat tri tué, diéu tri bang olanzapin c6 lién
quan t6i ti 1¢ tir vong cao hon va cdc tac dung ngoai y trén mach mau no so v6i nhom dung gia
duoc. Phan ing ngoai y rat hay gip c6 lién quan dén sur dung olanzapin & nhom bénh nhan nay
la dang di bat thuong va ngi. Viém ph01 tang nhiét do co thé, lo mo, ban do, 4o gidc thi gidc va
tiéu khong kiém soat di quan sat thdy hay gap.
Trong cac thu nghiém lam sang & cac bénh nhan tim than do thudc (khang dopamin) co lién
quan dén bénh Parkinson, xau di c4c triéu chimg parkinson va 4o gidc da duoc béo cdo rat hay
gdp va thudng xuyén hon so v6i nhém gia duoc.
Trong mdt thir nghiém lam sang ¢ bénh nhan bi rdi loan ludng cuc, diéu tr ph01 hop valproat
va olanzapin dan t&i ti 16 giam bach cau 1a 4,1%; tic nhan quan trong c6 thé 1a nong do valproat
trong huyét tuong cao. Olanzapin dung ddng thoi véi lithi hodc valproat dan t6i taing mirc do (>
10%) con run, khé miéng, them &n, va tang can. R&i loan ngodn ngit dugc béo céo hay gap.
Trong qua trinh diéu tri bang olanzapin phéi hop véi lithi hodc divalproex, khdi luong co thé
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tang > 7% so voi ban dau xay ra & 17,4% bénh nhan trong giai doan diéu trj c4p tinh (1én t6i 6
tuan). Diéu tri dai han béng olanzapin dé ngan tai phat & bénh nhan rdi loan ludng cuc ¢6 lién
quan dén can nang tang > 7% so v4i ban dau & 39,9% bénh nhan.

Bénh nhan tré em

Olanzapin khong dugc chi dinh & bénh nhén tré nhé va tré vi thanh nién dudi 18 tudi. Mic du
khong c6 nghién ciru 1dm sang duoc tién hanh dé so sanh tré vi thanh nién véi nguoi 16n, dit
liéu tir thur nghiém trén tré vi thanh nién la twong duong so vdi & nguoi 16n.

Bang sau tém tat cac phan mg ngoai y dugc bdo cdo & tré vi thanh nién (13 — 17 tudi) véi tan
s6 16n hon & ngudi 16n hodc cac phan tng ngoai y chi duge xé4c dinh trong cac thir nghiém 1am
sang ngan han & bénh nhan vi thanh nién. Tang can c6 y nghia l4m sang (= 7%) c6 vé xay ra
thudng xuyén hon & nhém bénh nhén vi thanh nién so v6i ngudi 16n véi lidu va thoi gian dung/&é[

tuong duong. Mutrc d6 tang can va ti 1€ bénh nhan vi thanh nién c6 tang dang ké vé mat 1am 2
sang cao hon khi ding dai han (it nhét 24 tuin) so v6i dung ngén han.

Trong mdi nhém tan s, phan tng ngoai y dugce thé hién theo thir tw giam dan do nghiém trong.
tan so liét ké dudi day duoc dinh nghia nhu sau: Rat hay gip (> 1/10), hay gip (> 1/100 dén <
1/10).

Roi loan chuyén héa va dinh dudng

Rt hay gap: Tang can', tang ndng do triglycerid', ting cam giac thém an.
Hay gap: Tang nong do cholesterol]S

Réi loan hé thin kinh

Rat hay gap: tac dung an than kinh (bao gdm ngu lim, ngi mé, buon ngu).

\

R6i loan tiéu héa
Hay gap: Kho miéng.

R(‘éi loan gan mat
Rat hay gap.: Tang aminotransferase gan (ALT/AST).

Xét nghiém
Rt hay gdp: Giam bilirubin téng, ting GGT, ting ndng do prolactin huyét twong'®.

Sau khi diéu tri ngan han (trung vi thoi gian 22 ngay), tang can > 7% so v6i ban dau la rat hay

gap (40,6%), > 15% so v6i ban dau 1a hay gap (7,1%) va > 25% la hay gap (2,5%). Véi didu tri

dai han (it nhat 24 thang), 89,4% tang > 7%, 55,3% ting > 15% va 29,1% ting > 25% so v&i

ban dau.

"“Quan sat ddi v6i ndng do binh thudng luc d6i & thoi diém ban dau (< 1,016 mmol/l) ting 1én

cao (> 1,467 mmol/l) va thay dbi triglycerid luc d6i ¢ thoi diém ban dau (> 1,016 mmol/l - <
N 1,467 mmol/l) ti cao (> 1,467 mmol/l).

15Thay ddi ndng do cholesterol binh thudng lic doi ¢ thoi diém ban dau (< 4,39 mmol/l) tang

[én cao (> 5,17 mmol/l) 1a hay gip. Thay ddi cholesterol luc doi ¢ thoi diém ban dau (> 4,39

mmol/l - <5,17 mmol/l) t6i cao (= 5,17 mmol/l) la rat hay gap.

16Tang ndng do prolactin trong huyét twong da dugc bdo cdo & 47,7% bénh nhén tudi vi thanh

nién.

QUA LIEU:

Triéu chimg rat phd bién khi qua lidu (ty 1& > 10%) bao gdm nhip tim nhanh, kich dong / gdy

hén, ching loan can ngodn, céc triéu chimg ngoai thap khac nhau, va mirc do giam y thirc khéac

nhau tir an thin dén hon mé.

Céc di chirg c6 y nghia y hoc khac cua qua lidu bao gdm mé sang, co gidt, hon mé, hoi chung

an than kinh 4c tinh, suy giam ho hap, tang huyét ap hodc ha huyét 4p, loan nhip tim (<2% cac

truong hop qua lidu) va ngung tim phéi. Hau qua gay tur vong da duoc béo céo cho qua lidu cap

tinh thip nhat 1a 450 mg nhung ciing ¢6 bdo cdo song sot sau khi dung qua lidu cap tinh khoang

2 g olanzapin dudng udng.

Xir tri khi qud liéu

Khong cé thudc giai doc dac hiéu dbi vai olanzapin. Khong khuyén cao gdy non. Cac bién phap

tiéu chudn dé xur tri qua lidu c6 thé duge chi dinh (vi du rira da day, uong than hoat tinh). Sir
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dung dong thoi than hoat tinh da cho thay lam giam khoang 50-60% sinh kha dung duong uéng

cua olanzapin.

biéu tri triéu ching va glam sat chirc nang cua co quan quan trong nén dugc thuc hién theo

biéu hién 1am sang, bao gém ca diéu tri ha huyét 4 ap, truy tuan hoan va hd tro chirc nang hd hap.
Khong dung epinephrin, dopamin, hodc cac thudc kich thich giao cam khac c6 hoat tinh chu

van béta, vi kich thich béta ¢ thé lam ning thém tinh trang ha huyét ap. Can theo ddi tim mach

dé phat hién nhing chimg loan nhip tim. Giam sét y té chat ch& va can tiép tuc theo ddi cho dén

khi bénh nhan hdi phuc. -
TIEU CHUAN CHAT LUQNG: /{ZQ/
LSP 37

HAN DUNG: /
36 thang ké tir ngay san xuét.

S6 16 san xuat (Batch No.), ngay san xudt (Mfg. date), han ding (Exp. date): xin xem trén nhén

hop va vi.

BAO QUAN:

Bao quan noi khé mat, dugi 30°C, tranh anh sang va am.

DANG BAO CHE VA QUY CACH PONG GOI:

Hop 10 vi x 10 vién nén bao phim.

San xuét tai Bangladesh boi:
SQUARE PHARMACEUTICALS LTD.
Square Road, Salgaria, Pabna, Bangladesh

Ngay xem xét lai ndi dung huéng dan sirdung: ...................

TUQ.CUC TRUONG
PTRUSNG PHONG

Pham Thi Vim H an
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