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Olanzapine S5mg - Vién nén phin tdn trong miéng

THANH PHAN

M&i vién nén phén tin trong miéng chira:

Hoat chat: Olanzapine 5mg.

Ta dugc: Calci carbonat 17,55mg; Maize starch pregelatinized 0,975mg, Maize starch 0,975mg,

Lactose monohydrat 94,1875mg, Crospovidon (loai A) 3,75mg; Aspartam 1,25mg; Magnesi stearat
1, 3125mpg.

DUQC LUC HQC

Olanzapine 12 thubc chéng loan than, chéng hung cam va 6n dinh tinh than ¢6 hoat tinh dugc Iy hoc
rong trén mot s6 hé thu thé.

Trong cac nghién ciru tién 14m sang, olanzapine c6 ai luc (Ki; < 100 nM) v&i céc thu thé cta serotonin
5 HT2A/2C, 5 HT3, 5 HT6; dopamine D1, D2, D3, D4, D5; muscarinic M1-M5; adrenergic Al; va
histamine H1. Céc nghién ciru v& hanh vi dong Vit cho thdy olanzapine c6 tic dung ddi khang vdi
SHT, v6i dopamine, va khang cholinergic, phti hop véi kha ning gin két vao cac thu thé. Olanzapine
¢6 4i luc manh hon véi thu thé cla serotonin SHT2 trén in vitro so v6i D2 va hoat tinh SHT? trén in
vivo manh hon so véi hoat tinh D2. Cac nghién ciru dién sinh ly da chimg minh olanzapine gy giam
mdt cach chon loc sy kich hoat céc té bao than kinh dopaminergic & mesolimbic (A10), nhung it co tac
dung dén thé van (A9) trong chirc nang van dong. Olanzapine 1am giam dép tng né tranh c6 diéu kién,
12 mot thir nghiém xac dinh tac dung chéng loan than khi ding lidu thip hon lidu gy ra chimg gitr
nguyén thé, 12 mot tac dung phu trén chirc ndng védn dong. Khong giéng nhu mét sé thude chéng loan
thén khac, olanzapine giy ting d4p (mg trong mdt thir nghiém "lam giam lo 4u".

Trong mét nghién ciru lidu ubng duy nhit (10 mg) ding phuong phap chup rongen cét 16p phat
positron (PET) & nhitng ngudi tinh nguyén khoe manh, olanzapine chiém gitr thu thé SHT2A nhiéu
hon so véi thu thé dopamin D2. Hon nita, mt nghién ciru hinh 4nh diing phuong phép chup rongen
cét 16p phat photon don dién toan (SPECT) & nhitng ngudi bénh tim thin phén liét cho thiy nhiing
ngudi bénh dap tng véi olanzapine chiém gilr D2 ciia thé van it hon so vé6i nhiing nhitng ngudi bénh
dap tmg v6i risperidone va mot sé thudc chéng loan thin khac, nhung tuong dwong véi nhitng nhitng
nguoi bénh dap Umg véi clozapine.

C4 hai trong hai thir nghiém c6 kiém chitng bing gia dwoc va hai trong ba thir nghiém c6 kidm ching
bing chét so sanh trén 2.900 bénh nhan tdm than phén liét véi ca hai tridu ching duong tinh va am
tinh, thdy olanzapine da cai thién ddng k& cdc tridu chimg duong tinh ciing nhu 4m tinh.

Trén tré em

Kinh nghiém diéu tri & nhém thanh thiéu nién (tir 13-17 tudi) chi gi6i han khi didu tri cho du6i 200
bénh nhan va chi ¢6 dir lidu vé hidu qua ngén han véi bénh tdm than phén 1iét (6 tudn) va hung cam ¢
kém rdi loan ludng cuc (3 tudn). Olanzapine dugce dung véi lidu linh hoat tir 2,5 dén 20mg/ngay.
Trong sudt qué trinh diéu tri, bénh nhan & dd tudi thanh thiéu nién ting cin nhanh hon ngudi tredng
thanh. Su thay di chi sé cholesterol toan phan lic doi, LDL cholesterol, triglycerid va prolactin &
thanh thiéu nién thi nhiéu hon so véi thay ddi & ngudi trudng thanh. Khong ¢ dit 1iéu hiéu qua va an
toan khi diéu tri 14u dai.
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DUQC PONG HQC

Hiip thu: Olanzapine hép thu tét khi ubng, dat néng d6 dinh trong huyét trong trong vong 5 dén 8 gio.
Thirc #in khéng anh huéng dén sw hép thu. Chua xac dinh sinh kha dung tuyét déi duong udng so v6i
dudng dimg tinh mach. Nong do olanzapine trong huyét tirong 13 tuyén tinh va ty 18 voi lidu ding
trong céc thir nghiém nghién ctru ¢6 lidu ding tir 1 dén 20mg.

Phdn bé: Khoang 93% olanzapine gin két véi protein huyét twong khi nbng o tir 7 - 1000ng/mL.
Olanzapine gén két chit yéu v6i albumin va al-acid-glycoprotein.

Chuvén hod: Olanzapine dugc chuyén héa tai gan qua co ché 1ién hop va oxy héa. Chét chuyén héa
lua thong chinh [& 10-N-glucuronide, va khdng qua duge hang rao mau nfo. Céc cytochrom P450-
CYPIA2 va P450-CYP2D6 tham gia vao viéc tao ra cdc chit chuyén hoa N-desmethyl va 2-
hydroxymethyl. Ca hai chét chuyén héa nay déu ¢6 hoat tinh dwoc [ hoc trén in vivo thip hon nhidu
so véi olanzapine trong cac nghién clru trén déng vat. T4c dung dugc 1y chi yéu I3 do thube me.

Thai trir: Sau khi diing dudng udng, thoi gian ban thai trung binh & ngudi khde manh thay dbi phu
thudc vao tudi va gidi tinh. Sau khi ding dudng udng & ngudi khoe manh, thoi gian bén thai trung
binh 12 33 gi®y (21 - 54 gi& cho bach phin vi thir 5 dén 95) va do thanh thai huyét tyong trung binh coa
olanzapine 13 26L/gidr (12 dén 47L/gié cho bach phan vi thir 5 dén 95). '

O nhitng ngudi cao tudi (65 va cao hon) khoe manh so véi nhitng ngudi tré tudi, thoi gian ban thai
trung binh 1a kéo dai (51,8 so v&i 33,8 gio) va d§ thanh thai giam di (17,5 so va&i 18,2L/gid). Céc thay
déi duge dong hoc & ngudi cao tudi vin nim trong pham vi thay ddi cia ngudi tré tudi. O 44 ngudi
bénh tdm than phan liét (65 tudi), lidu ding tir 5 - 20meg/ngay khéng c6 su khic biét nao v& céc tac
dung phu.

G phu nif so v6i nam gidi, thoi gian béan thai trung binh 12 kéo dai (36,7 so véi 32,3 gid) va d6 thanh
thai giam di (18,9 so voi 27,3L/gid). Tuy nhién, dd an toan cdia olanzapine (5-20mg) tuwong duong
nhau & nhitng bénh nhan nit (n=467) va nam (n=869).

Suy than: Khéng ¢ su khic nhau dang ké vé thoi gian ban thai trung binh (37,7 so véi 32,4) hodc do
thanh thai (21,2 so véi 25,0L/gid) cla olanzapine gilta ngudi suy thin (d9 thanh thai creatinin <
10mL/phit) v&i ngudi khoe manh. Khodng 57% olanzapine gin phong xa duge thai qua nude tiéu, cha
yéu duéi dang cic chéit chuyén hoa.

Hit thube

O nguoi bénh hat thude ma 6 rdi loan nhe chire nang gan, thoi gian ban thai trung binh (39,3 gid) I
kéo dai va d6 thanh thai (18,0L/gid) gidm twong tw nhu déi véi nhiing ngudi khée manh khéng hut
thubc (tuong tmg 12 48,8 gicr va 14,10/gid).

O nhitng ngudi khong hat thude so véi hat thube (nam gidi va nit gidi), thdi gian ban thai trung binh la
kéo dai hon (38,6 so v&i 30,4 gid) va do thanh thai giam (18,6 so véi 27,7L/gid).

D4 thanh thai huyét tuong clia olanzapine thip hon & ngudi cao tudi so véi ngudi ré tudi, & nit gidi so
v&i nam gidi, va & ngudi khong hit thude so véi ngusi hat thude. Tuy nhién, mirc dé anh hudng cia
tudi tdc, gidi tinh, hodc hut thude dén do thanh thai va thdi gian ban thai ciia olanzapine 1a nhé khi so
sanh v6i su khac nhau chung giita cic ca thé.

Trong mdt nghién cfru & ngudi da tring, Nhit Ban va Trung Qubc, khong ¢6 su khac nhau v& céc
théng s6 duge ddng hoc giita ba nhém ngudi nay.

Thanh thidu nién

Duge ddng hoc ctia olanzapine 12 tuong tyr giita thanh thidu nién va ngudi truéng thanh. Trong nghién
clru 1am sang, sy phoi nhiém véi olanzapine cao hon khodng 27% & thanh thiéu nién. Su khéc biét vé
théng ké giira thanh thiéu nién va ngudi trudng thanh da tinh ca yéu 18 trong lirong co thé cta thanh
thiéu nién thi nhe hon va ¢6 it thanh thiéu nién hit thude hon. Nhimg yéu t6 nay c6 thé di gop phén
dan t6i sy phoi nhiém véi olanzapine cao hon & thanh thiéu nién.




CHI DINH

Olanzapine duge chi dinh cho ngudi trudng thanh dé diéu tri:

- TAm thin phan liét.

- Olanzapine c6 hiéu qua trong viéc duy tri hiéu qua 1dm sang khi tiép tuc didu trj & nhimg bénh nhan
d3 ¢ ddp tmg & lan diéu tri dau tién.

- Bénh nhan hung cam thé trung binh ti niing.

- D6i v&i bénh nhan ¢ cée rdi loan thé ludng cuc dd cé dap Ting vdi olanzapine, olanzapine duoc chi
dinh dé phong ngira bénh tai phat.

CHONG CHI PINH
Chéng chi dinh diing olanzapine & ngudi bénh da c6 tidn sir min cam v6i bét eir thanh phan néo ciia
thube. Olanzapine cling chéng chi dinh & ngudi bénh da ¢ nguy co bénh gldcom gdc hep.

LIEU LUQNG VA CACH DUNG

Liéu lwong:

Ngwéi trirdmg thanh

Tam thin phén liét

Liéu khoi dau khuyén cdo 1a 10mg/ngay.

Hung cam

Liéu khoi ddu 14 15mg/ 1 1an/ ngay trong phac d6 don tri liéu hodc 10mg/ngay trong phac 4 két hap.
Diing trong giai doan duy tri véi bénh nhin bi rdiloan luéng cuc

Liu khéi dau khuyén cdo 1a 10mg/ngdy. V6i nhitng bénh nhan da duge didu tri hung cam voi
olanzapine trudc dé, tiép tuc didu tri theo phéc db véi lidu tuong dwong dé duy tri dép ang dat dugc.
Néu xuit hién hung cam mdi, trAm cam hodic cam xuc hén hop (c6 ca giai doan hung cadm va trim
cam) xuit hién thi nén tiép tuc diing olanzapine va ¢in thiét 1ap lidu tdi uu trong trudng hop nay cung
v6i cac bién phép hd tro tri liéu dé didu tri triéu chitng theo tinh trang 14m sang.

Trong digu tri tdm thin phan liét, hung cam va didu tri duy tri cho bénh nhan r6i loan ludng cue, liéu
hang ngay c6 thé duoe didu chinh dua trén tinh trang 14m sang trong khoang tir 5-20mg/ngay. Viée
ting liéu cao hon so véi lidu khuyén cdo chi nén tién hanh sau khi danh gid lai v& mat 1am sang va
thudng xay ra trong khodng thoi gian khong it hon 24 gid.

Thitc An khéng &nh hudng téi hdp thu nén ¢ thé udng olanzapine ma khong can quan tdm dén bita an.
Nén giam lidu mét cach tir tir khi ngimg dung thudc.

Véi cde nhém bénh nhin dic biét:

Tre em

Olanzapine chua dugc nghién ctru & nhitng bénh nhan duéi 18 tudi do thiéu dit liéu an toan va hidu
qua,

Newoi gia

Khéng nén ding thudng quy lidu khdi déu thip 1a 5 me, nhung nén can nhic di v6i ngudi bénh trén
65 tudi khi c6 kém céc yéu t6 14m sang khang thuén loi.

Newoi bénh suy thin v/ hodc suv ean: Nén cin nhic d& dimg 1idu khéi ddu thdp 1a Smg & bénh rhan
nay. Trong trurong hop suy gan trung binh (%o gan, loai A hogic B Child-Pugh), nén diing liu khoi déu
Smg va cAn than khi ting lidu.

Gigi tinh: Khéng c6 khac nhau vé liéu khoi ddu va pham vi liéu théng thudng & ngudi bénh nam va
ngudi bénh nik.

Newoi bénh hit thuée: Khong c6 khac nhau vé liéu khai ddu va pham vi lidu théng thudng & ngudi
bénh khéng hat thube va ngudi bénh c6 bt thube. Khi ¢6 nhidu hon mét yéu té lam chim qué trinh
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chuyén héa cta olanzapine (nir gioi, tudi gia, khong hat thudc), nén can nhéc dé ding 1idu khai déu
thip. Nén cén than khi ¢6 chi dinh ting lidu & nhitng bénh nhén nay (xem thém phin Twong tic thude
va Dwge dong hoc).

Cach dung:

Dung duong uéng.

Nén dit thube trong miéng tai vi tri d& dang duge hoa tan boi nude bot dé 6 thé nubt dé dang hon. Vi
vién nén phén tén trong miéng rit d& v&, do d6 nén udng thude ngay sau khi mé vi thudc. Ngodi ra ¢6
thé hoa tan thudc trong mdt ly nude diy hodc trong ly db udng thich hop khdc (nude cam, tio, sita hay
ca phé) va diing ngay sau khi chudn bi.

CANH BAO VA THAN TRONG

Nhitng bénh kém theo: Olanzapine ¢é hoat tinh khang cholinergic in vifro, nhung trong cac tha
nghiém 1dm sang, cdc tridu chitng lién quan xuét hién véi ty 16 thép. Do kinh nghiém 14m sang ding
olanzapine & nhitng ngudi bénh cé cic bénh kém theo cdn it, nén cén thén khi chi dinh olanzapine cho
bénh nhan phi dai tuyén tién liét, the rudt 1iét, hodic c4c tinh trang lién quan.

R6i loan tdm thdn 6 lién quan 161 mat tri nhd/rdi loan himh vi

Olanzapine khéng duge chip thuan dé didu tri rdi loan t4m thin ¢6 lién quan téi mét tri nhé / hode réi
loan hanh vi vi su gia ting ty 18 tir vong va nguy co tai bién mach m4u nfo.

Bénh Parkinson

Viéc sur dung cac olanzapine trong didu tri ri loan tdm thin lién quan dén céc chét cha van dopamine
trong bénh nhan bi bénh Parkinson khéng duge khuyén céo.

Ting dircng huyét va tidu duong

Can theo ddi cac chi s§ 1am sang phit hop véi hudng dan sir dung thude chéng loan thin, vi du: do
duomg huyét lac khéi ddu diéu tri, 12 tudn sau khi diéu tri véi olanzapine v m8i nam sau d6. Bénh
nhan didu trj véi bit ky dai 1y thudc chbng loan thin nao, bao gbm olanzapine, cin duge kiém tra céc
diu hidu va tridu ching cua ting dudng huyét (hay khat nuée, tiéu nhidu, dn nhidu va mét moi) va
bénh nhén bj tiu dudng hodic ¢6 cac yéu td nguy co bénh tiéu duomg cin duge theo dbi thudng xuyén
dé kiém sodt duong huyét. Can theo d&i trong lrgng thudng xuyén, vi du: lac khéi déu didu tri, 4, 8 va
12 tudn sau khi bfit déu didu trj olanzapine va mdi 4 thing sau do.

Réi loan chuyvén héa lipid

Céc r6i logn viée chuyén héa lipid d& duge quan sat thdy & nhitng bénh nhéan didu tri bing olanzapine
trong céc thir nghiém 14m sang déi chiing gia duge. Thay @8i lipid cdn duge theo ddi mét céch thich
hop trén 1am sang, dic biét 14 & nhitng bénh nhin rdi loan m& mau va & bénh nhan c6 yéu td nguy co
cho sur phat trién ciia rdi loan lipid. Bénh nhan didu tri v&i bit k¥ loai thube chéng loan than nao, bao
gdm olanzapine, can duge theo dai thudng xuyén v& chi sé lipid phtt hop véi hudng dan str dung thube
chéng loan thén, vi du ltc khéi dau didu tei, 12 tufin sau khi didu tri v6i olanzapine va mdi 5 ndm sau
do.

Chirc nang gan o
Céc enzym gan transaminase, ALT, AST d6i khi ting thoang qua, khéng ¢6 biéu hién tridu chimg, dé014
biét & giai doan dau ctia dot didu trj. Can cAn thén theo dai cac bénh nhan ¢6 ting ALT hoic/va ASF
bénh nhén ¢6 cdc ddu hiéu va tridu chitng suy gan, bénh nhén da cé sin cée tinh trang chirc ning gan
han ché va bénh nhén dang ding céc thude c6 doc tinh trén gan. Trong truéng hop ting ALT va‘hodc
AST khi dang diéu tri, cin theo d&i vi ¢an nhic giam lidu.

Giam bach cdu

Ciing nhu v6i cac thube chdng loan thin khac, cin cén thén khi diing olanzapine & nhiing ngudi bénh
c6 56 lrgng bach clu vi‘hosic bach ciu trung tinh thép do bat cif nguyén nhén nio, ngudi bénh ¢6 tidn
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str trc ché/ngd dbe tiy xuong do thude, ngudi bénh ¢é e ché tay xwong do bénh kém theo, xa trj liéu
hodc hoa trj liéu, va ngudi bénh cé cée tinh trang ting bach ciu wa eosin hodc bénh ting sinh tiy
Xuong.

Héi chirng an thdn kinh de tinh

Hoi chitg an thin kinh 4c tinh 13 tinh trang c6 khd ning de doa tinh mang ngudi bénh, 1ién quan dén
diéu tri bing thudc chdng loan thén. Hiém cé béo cdo vé& trudng hop hdi chimg an thin kinh 4c tinh
lién quan dén olanzapine. Nhimg biéu hién ldm sang ctia hdi chitng an thin kinh 4c tinh 13 sbt cao,
cling co, trang thai tdm thén thay ddi, va ¢6 bidu hién khéng én dinh cia hé than kinh thuc vt (mach
hoic huyét &p khdng déu, nhip tim nhanh, to4t md héi, loan nhip tim). Nhiing ddu hiéu khéc gdm ting
creatinin phosphokinase, myoglobin niéu (tiéu co van), va suy than cdp. Cén ngimg ngay tit ca cic
loai thube chdng loan than, k& ca olanzapine, khi bénh nhan cé cac biéu hién va triéu chirng ctia hdi
chimg an thin kinh 4c tinh hodc khi ¢6 sét cao khéng 18 nguyén nhin ma khong c6 céc biéu hién [am
sang ctia hi chitng an thén kinh 4c tinh.

Déng kinh

Cén can than khi diing olanzapine & ngudi bénh c6 tién sir ddng kinh hoiic ¢6 nhiing yéu t& 1am giam
ngudng dong kinh, Dng kinh hiém khi xay ra & nhimg ngudi bénh khi didu tri bing olanzapine. Phan
[én nhitng ngudi bénh nay ¢6 tién sir dong kinh hodic ¢6 nhiing yéu td nguy co ctia bénh ddng kinh.
Loan vdn déng mudn: Trong céc nghién ciu so sanh trong thdi gian 1 nam hodc it hon, ty 18 tai bién
chimg loan van dong & bénh nhan khi didu trj olanzapine thip hon c6 ¥ nghia théng ké. Tuy nhién,
nguy co loan van déng mudn tang 1én khi ding thude chdng loan thin trong thoi gian dai, nén cdn
giam lidu hoiic ngimg thude khi xuét hién cdc ddu hidu hodc céc tridu chimg nay. Nhing triéu chimg
loan v&n déng mudn cé thé ning 18n theo thoi gian hojic thdm chi xut hién sau khi ngimg didu tri.
Hoat déng hé than kinh trung wong

Vi olanzapine ¢6 tdc dung cht yéu trén hé than kinh trung vong, nén phai cén than khi ding két hop
véi cac thude khac cling tic dung trén hé than kinh trung wong va rugu. Vi olanzapine thé hién tinh déi
khang véi dopamine trén in vitro, nén olanzapine c6 thé d6i khang véi tic dung cua cdc chit chu van
dopamine gian tiép va true tiép.

Ha huvét ap tie thé dimg

It khi x4y ra & nhitng ngudi 16n tudi trong nhiing thuy nghiém 14m sang olanzapine. Cling nhu déi véi
nhimg thude chong loan than khac, nén do huyét ap dinh ky & nhitng ngudi bénh trén 65 tudi.

Roi loan khodne OT

Trong nhifng thir nghiém 1am sang, olanzapine khong lién quan dén ting kéo dai khoang QT tuyét doi.
Chi c6 8 trong s6 1685 dbi tuong c6 ting khoang QT trong nhidu trudng hop. Tuy nhién, ciing nhu déi
v6i nhitng thude chdng loan than khac, nén ¢in than khi ké don olanzapine ciing v6i nhitng thude da
biét 14 Jam ting khoang QT, diic biét & ngudi cao tudi.

Ngirng dimg thuoc

Triéu chitng cép tinh nhir 6 md hdi, mat ngi, run, lo ling, budn nén, hodc ndén mira xudt hién vai ty 18
hiém (<0,01%) khi dirng diéu tri olanzapine mdt cach dot ngdt.

Huyét khoi

Huyét khéi tinh mach lign quan téi thoi gian didu tri d2 dirge béo cdo v&i ty 18 khong thudng gip &
0,1% va <1%). Tuy nhién ko thiét 1ap duge quan hé nhdn-qua gifra viée ding thube va huyét khéi tinh
mach. Tuy nhién, vi bénh nhan tAm than phén liét thrdng c6 kém theo cdc yéu t& nguy co din t6i
huyét khdi tinh mach, tit ca cac yéu t6 nguy co cta bénh huyét khdi tinh mach sdu can duge xdc dinh
va phong ngtra.

Ngimg tim dot ngét




Trong bao céo sau ban hang, khi didu tri olanzapine di c¢6 trudng hop bénh nhin dt tr do tim ngung
hoat dong. Trong mdt nghién ciru thudn tdp quan sat, hdi cu, nguy co dot t&r do tim xuét hién & nhiing
bénh nhan dugc didu tri bing olanzapine cao khoang gip déi so véi & bénh nhan khdng sir dung thude
chdng loan thén.

Lactose

San pham thudc ndy cé chira lactose monohydrat. Bénh nhén c¢6 vin d& v& di truyédn hidm gip vé
khong dung nap galactose, thiéu hut Lapp lactase hoic dung nap glucose-galactose khong nén ding
thude nay.

Aspartame

San phdm thube nay ¢6 chira aspartam. C6 thé gdy hai cho bénh nhan bi chimg phenylketon niéu.

Kha ning sinh sdan, mang thai va cho con bu

Chura ¢6 dir lidu day di va chinh x4c vé nh huéng cia thubc trén phy nit cé thal. Bénh nhan nén duge
khuyén cdo tham khao ¥ kién bac s¥ néu c6 thai trong qué trinh ding thude. Vi cée kinh nghiém diéu
tr1 trén nguoi 14 han ché, olanzapine chi nén ding néu loi ich vuot trdi so nguy co trén thai nhi.

Déi voi tré so sinh ma ba me dung cac thube chong loan thin trong thai ky thit ba ¢é nguy co bi cic
phan Ung phu gdm: phan tng ngoai thap & cac mirc dd khac nhau. D ¢é béo cdo xay ra nhiing triéu
chimg kich déng, ting truong luc, giam trirong luc, run, budn ngd, suy ho hip, rdi loan dn udng. Do
d6, cac ddi trong tré so sinh ndy nén duge theo ddi cin thén.

Cho con bu:

Trong mdt nghién ciru trén phu nir khée manh va dang cho con b, olanzapine dugc bai tiét vao sira
me, Miuc dd tiép xtc voi olanzapine (mg/kg) & tré trong giai doan On dinh 1a khoang 1,8% liéu cua
ngudi me. Do d6, bénh nhin dugce khuyén khong nén cho con bh trong thdi gian ditu tri véi
olanzapine.

TAC PONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Chua ¢ nghién ciru v& anh huéng cua thudc [én kha ning l4i xe va van hanh mdy mdc, nhung vi
olanzapine c6 thé gdy ra tinh trang mo mang va budn ngt nén bénh nhén cin cén than khi 141 xe hoic
vén hanh may moc.

TAC DUNG KHONG MONG MUON

Phén loai téc dung khéng mong mudn:

Rt thuong gip (> 10%); Thuong gip (1-10%); It gap (0,1-1%); Hiém gip (0,01-0,1%); Rét hiém
(<0,1%).

Neuoi truong thanh

Hé co quan Tén s6 Tidc dung khong mong mubn
Thudng gap Tang bach ciu eosin

Mau va bach huyét Khéng thuémg gap | Gidm bach ciu, giam bach cdu trung tinh
Chua biét Giam tiéu cau

Mién dich Chra biét Di ing
Rét thurdng gap Tang cn
Thudng gap Cholesterol cao, dudng huyét cao, triglycerid cao,

Lo Glucose niéu, thém an.
Chuyén hoa e < =k 3
Xuét hién hodc 1am trdm trong bénh tiéu duwdng
Chua biét keém theo nhiém ceton hodc hén mé, trong d6 ¢6 1
i 56 t\ru(‘mg hop tr vong; ha than nhiét.

Than kinh trung wong Sl t‘huérnug gdp Bui?n ngl‘ilv - —— .

Thudng gip Chéng mit, 1o 4u, r6i loan vin dong, parkinson

VR
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Con dong kinh ¢ héu hét cac trudong hop tién sir

Chua biét dong kinh hodc c6 yéu té nguy co co gidt, hoi chimg
thin kinh 4c tinh, loan truomg lyc co (bao gom ca
hién tugng xoay mat), rdi loan van dong mudn

Tim Khoéng thuong gép | Nhip tim chdm, kéo dai khodng QT
Chua biét Nhip that nhanh, rung thét, dot tir
Thudng gip Ha huyét 4p tir thé dimg
Mach i .| Huyét khdi (bao gdbm thuyén tic phdi va huyét khdi
Khong thutng gdp tinh mach siu)
. . Khéng acetylcholin nhe va thoang qua bao gom tdo
Tiéu héa Thudng gip bén va khd miéng
Chura biét Viém tuy
Thudng gép Ting men gan khong thé hién thanh triéu ching
~ I A A + - A - A
Gan mat Chua biét Viém gan (bag gom té bao gan, o mat hodc ton
thuong gan hon hop)
P Thuodng gip Phat ban
Da va mb dudi da Khong thuong gap | Nhay cam anh sang, rung téc
Co xuong khép Chua biét Tiéu co vén
Théan Khong thuong gip | Tiéu khong tu chu, bi tiéu
H& sinh sén va gidi Khéng thuong gip ;?; ikmh, vQ to, tdng tiét sira & phu nit, vi phi & nam
L Chua bidt Cuong dwong
Roi loan chung Thudng gap Suy nhugc, mét moi, phii né
Rat thudng gép Tang prolactin huy€t tuong
Céic chi sb lam sang Khang thudng gip ;‘;;E creatine phosphokinase, tang bilirubin toan
Chua biét Ting phosphat kiém

Bénh nhdn nhi

Olanzapine khong duge chi dinh didu tri & tré em va bénh nhén vi thanh nién duéi 18 tubi. Mic du
khong c6 nghién ciru 1am sang nao duoc thiét ké d& so sanh bénh nhén thanh thiéu nién véi ngudi 16n,
nhung céc dir lidu tir cac thir nghiém trén thanh thiéu nién di duoc so sénh véi nhitng dir lidu trén 16n.

H¢ co quan Tan so Tdc dung khong mong mudn

. Rét thudng gap Téang cén, triglyceride cao, them an
Chuyén héa va dinh dudng

Thuong gép Cholesterol cao
) - S
Réi loan than kinh trung wong RAt thuong gép rSnl:a)I;;;] woc (bao gom: ng lim, th o, mo
R&i loan hé tiéu hoa Thudng gap Khoé miéng
R&i loan gan mat Rét thudng giip Tiang men gan (ALT/AST)
A A s Lo Giam bilirubin toan phan, ting GGT, nong

Thong s0 xét nghigm Rat thuong gp do prolactin trong huyét twong cao.

Théng bdo cho bdc sy nhitng tac dung khong mong muén gdp phdi khi dimg thudc.

DU LIEU AN TOAN TIEN LAM SANG
Déc tinh cdp (liéu duy nhdt)




DAu hiéu ngd doc & loai gdm nhdm ~ déu hidu dic trung cba cac hop chét an than kinh manh: giam
hoat dong, hén mé, run, co cling, tiét nurée bot, ting can. Lidu giy chét trung binh 12 khoang 210 mg/
kg (chudt cong) va 175mg/ kg (chudt nhét). O ché, lidu udng duy nhét 18n dén 100mg/ kg duoc dung
nap ma khong gy tir vong. Diu hiéu 1am sang bao gdm: mét diéu hoa, run, ting nhip tim, hé hip khé
kh#n, co ddng tir, va chan in. O khi, fidu ubng duy nhét 1&n dén 100 mg/ kg din dén kist suc, va & lidu
cao hon dan tdi triéu chirng nira tinh nira mé.

Déc tinh ¢ liéu lip lai

Trong cac nghién citu trong thdi gian 3 thang & chudt cbng, va 1 nim & chudt nhit va chd, anh hirdng
chtt yéu xdy ra trén than kinh trung vong gbém: trAm cam, khéng acetylcholin, va céc rdi loan huyét
hoc ngoai vi, suy nhuge than kinh trung rong. O liu cao xdy ra sy giam céc thong sb ting trudng.
Hidu tmg nguoc phil hop véi tridu chimg prolactin cao & chudt bao gdm: gidm trong luong cia budng
trimg va tir cung; thay ddi hinh thai trong biéu mé 4m dao va trong tuyén vi.

Pée tinh huvét hoc

Hiéu fmg trén cac thong sé huyét hoc di duge tim thdy trong mdi loai, bao giam bach cAu ngoai vi lién
quan dén lidu & chudt cong va giam khéng djic hiéu cia té bio bach ¢iu ngoai vi & chudt nhit. Tuy
nhién, khéng ¢é bang chimg v& tinh gdy déc té bao tiy xuong. Giam bach cdu ¢6 hdi phue, giam tidu
cdu, thiéu mau da xudt hién & mot vai con ché didu tri v&i lidu 8 hodc 10 mg/ kg / ngay (téng [AUC]
twong duong véi lidu 16n hon tir 12 - 15 lan 16n hon so véi lidu 12 mg ding & ngudi). G ché, khéng cé
tac dung phu trén t& bao diu dong va cac té bao ting sinh khi giam t& bao mAau.

Ddc tinh sinh san

Olanzapine khong ¢6 tac dung gdy quai thai. Suy gidm hoat dong clia hé than kinh trung uong anh
hudng t5i hoat dong giao phbi ciia chudt due. Chu ki ddng duc bi anh hudng khi ding lidu 1,1 mg/ kg
(¢ép 3 14n lidu t6i da cua ngudi) va cic thong sé danh gid hoat déng sinh san bi thay ddi & chudt khi
duing 1idu 3 mg/ kg (9 1an lidu t8i da ciia ngudi). G thé hé con ciia nhitng con chudt diing olanzapine,
¢d su cham tré trong phat trién cua thai va giam nhe mire do hoat déng & chudt con.

D6t bién

Olanzapine khong giy ddt bién hotic vun gen trong céc test tiéu chuén, trong d6 bao gdm céc test trén
in vivo va in vitro va trong cac thit nghiém trén dfng vt cd vu.

Péc tinh ung thu

Dua trén cde két qua nghién ciru & chudt, ¢ thé két ludn ring olanzapine khéng gay ung thu.

TUONG TAC THUOC

Céc thube ¢ nguy co twong tac

Vi olanzapine duge chuyén hoa béi CYP1A2, cac chit ¢6 kha nang cam irng hoiic (rc ché dic hiéu hé
enzym nay déu c6 kha ning anh hudng téi duge dong hoc ciia olanzapine.

Cac chit cam ng CYP1A2

Chuyén héa ciia olanzapine c6 thé bj ting 18n boi thude 14 va carbamazepin va dén t&i giam ndng do
olanzapine. Chi ¢6 su ting nhe hodic trung binh vé d& thanh thai caa ofanzapine. Dit liéu vé& hiu qua
|4m sang cila twong tac con han ché, tuy nhién viéc theo doi trén lam sang duoc khuyén cdo va cd thé
tang liéu olanzapine néu can thiét.

Uc ché CYP1A2

Fluvoxamin, mdt chét e ché dac hiéu CYP1A2, da cho thdy kha ning ire ché chuyén hoa olan. Sau
khi diing fluvoxamin, ndng dé dinh trung binh ciia olanzapine tang 54% & bénh nhan nam khong hat
thudc va 77% & bénh nhan nam c6 hit thube. AUC cia olanzapine tdng trung binh 52% & ngudi khdng
htit thudc va 108% & ngudi bénh hut thude. Bénh nhén dang ding flovoxamin holic céc chét (e ché
CYP1A2 khac, nén ding olanzapine véi 1i8u khoi ddu thdp hon. C6 thé giam 1idu néu cin thiét.

\ %



Giam sinh kha dung

Than hoat tinh 1am giam sinh kha dung caa olanzapine dudng udng tir 50 - 60% va nén duge ding it
nhét 2 gitr trrde hodc sau khi ding olanzapine.

Kha ning dnh hwéng dén cde thude khéc ciia olanzapine

Olanzapine c6 thé dbi khing véi téc dung ting cudng cua cdc chdt chu van tryc tiép/gian tiép
dopamine

Olanzapine khong trc ché enzyme chinh cua hé CYPA450 trén in vitro (vi duy, 1A2, 2D6, 2C9, 2C19,
3A4). Do d6, olanzapine khong c6 trong tic dic bidt va khdng ¢b sy {re ché qua trinh chuyén héa cua
cac chit hoat dong sau ddy: thude chéng trdm cam ba vong (dai dién chi yéu 13 CYP2D6 dudng),
warfarin (CYP2C9), theophylline (CYP1A2), hodc diazepam (CYP3A4 va 2C19).

Khéng ¢o6 sy tirong tac khi dung olanzapine chung véi lithium hodc biperiden.

Viée theo dbi ndng 46 valproate huyét tuong cho thdy khong cin didu chinh lidu valproate khi diing
chung vdi olanzapine.

Hoat tinh ttc ché than kinh trung vong

Cén thén trong & nhimg bénh nhan udng rwrgu hoic dang diing cde thude tre ché thin kinh trung wong.
Viée sir dung ddng thdi olanzapine véi cac thue chéng Parkinson & bénh nhdn bénh Parkinson va
giam tri nhé khéng dugc khuyén cdo.

Khoang OT hiéu chinh

Cén than trong néu olanzapine dang duge ding ddng thdi véi cdc thube cb thé lam ting khodng QT
hiéu chinh.

QUA LIEU

Triéu chitng rat phd bién trong qua lidu (> 10%) xdy ra bao gdm: nhip tim nhanh, kich ddng/ tirc gidn,
roi loan vén ddng, céc triéu chimg ngoai thap, va giam y thirc & mic do khac nhau tir suy nhirge than
kinh dén hén me.

Di chimg dang k& khac ctia qué 1idu bao gbm mé sang, co giat, hon mé, hoi chiing an thén 4c tinh, suy
ho hdp, ting huydt 4p hoac ha huyét ap, rdi loan nhip tim (<2% cdc trudng hop ding qua lidw), va
ngimg tim dan dén tr vong d dirge bdo cdo khi qua lidu cdp & lidu 450mg, nhung d3 ¢ trudng hop
sdng sét sau khi ubng khoang 2g olanzapine.

Xur trf

Khéng ¢& thude déi khang diic hiéu nao véi olanzapine. Céc bién phdp gy non khéng duge khuyén
céo. Céc quy trinh tiéu chudn xtr ly qué liu c6 thé dwoc tién hanh (rira rudt, ding than hoat tinh). Viée
dung than hoat tinh cho thdy su giam sinh kha dung duong uéng cia olanzapine tir 50-60%.

Diéu tri tridu chimg va giam st cic chire ning co quan quan trong nén duge thue hién tiy theo biéu
hién lam sang, bao gdm diéu tri ha huyét 4p va hd tro chiic ning hd hép. Khéng st dung epinephrine,
dopamine, hogc thudc cudng giao cam khic cé hoat cudng beta giao cam vi kich thich beta ¢6 thé lam
tram trong thém tinh trang ha huyét ap. Gidm sat tim mach dé phét hién sur rdi loan nhip néu xudt hién.
Giam sat chit ch& cho dén khi bénh nhan hdi phuc.

TINH TUGNG KY
Khéng cé sy trong ky giita cac thanh phan ctia thude.

HAN SU DUNG
36 thang ké tir ngay san xuét.
Khong dung thude qua han sir dung ghi trén bao bi.
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TIEU CHUAN: Nha san xuét.

PONG GOI VA BAO QUAN
Hop 28 vién (4 vi x7 vién).
Béo quan & nhiét do dudi 30°C. Tranh xa tAm tay tré em!

NHA SAN XUAT
GENEPHARM S.A.
18 Km Marathon Avenue, 15351 Pallini, Hi Lap

TUQ. CUC TRUONG
P.TRUONG PHONG
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