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PSYCHOLANZ-5

Vién nén bao phim Olanzapine 5 mg

CANH BAO:

Chi sit dung thudc nay theo don

Doc ky hudng dén sit dung trudc khi sit dung.

Néu cdn thém théng tin, xin hdi ¥ kién bdc st.

Khong ding qud liéu chi dinh.

Xin théng bdo cho bdc st biét cdc tdc dung khéng mong mudn trong qud trinh sit dung.
Khéng sit dung thubc da qud han ding.

Dé thudc ngoai tam vdi ciia tré.

THANH PHAN: Z/
M&4i vién nén bao phim c6 chifa: }u

Hoat chdt: Olanzapine 5 mg.

Td dugc: Lactose, cellulose vi tinh thé, natri starch glycolat (Primojel), pregelatinsed starch,
talc tinh ché, silic dioxid dang keo khan (Aerosil-200), magnesi stearat, HPMC 15 cps, titan
dioxid, td dugc mau vang (Eurolake quinoline yellow), dibutyl phthatlat.

DUQC LUC HQC :

Olanzapine 12 thu§c chéng loan thin c6 hoat tinh duge 1y hoc rong trén mot s6 hé receptor.
Trong céc nghién ciu tién 14m sang, Olanzapine c¢6 4i luc cao vdi cdc receptor: serotonin
5HT,anc, dopamine Dy_4, muscarinic M, s, adrenergic o va histamin H,. Olanzapine lién k&t
y&u v3i GABA,, BZD va B-adrenergic.

Cd ché hoat dong cla Olanzapine ciing nhu cdc thudc cé tac dung diéu tri tdm than phan liét
khdc chua duge biét rd. Tuy nhién, ngudi ta cho riing né ¢6 tdc dung diéu tri tim thin phin
liét thong qua sy lién k&t chat chi vAn dopamin va serotonin type 2 (SHT,). Cd ché tic dung
clia Olanzapine trong diéu tri con hung cdm cap tinh ¢6 lién quan dén r6i loan ludng cuc I
chura duge biét.

DUGC PONG HOQC :

Olanzapine hdp thu t6t khi uéng, dat ndng dé dinh trong huyét tuong trong vong 5 dén 8 gid.
ThuSc chuyén hod 1an ddu qua gan dén 40%. Thdc 4n khdng dnh hudng dén sy hip thu.
Néng do Olanzapine trong huyét tuong tuy€n tinh va ty 1& véi lidu diing trong céc thit nghiém
nghién cifu c6 liéu ding tir 1 d€n 20 mg.

Olanzapine phan bd rong rai trong cd thé, thé tich phan bd x4p xi 1000L. thudc lién két 93%
v4i protein huyét tudng.

Olanzapine dugce chuyén héa tai gan qua cd ché lién hdp va oxy héa. Chat chuyén héa lvu
thong chinh la 10-N-glucuronide, va khdng qua dugc hang rao médu nio. Cac cytochrom Pysg
CYP1A2 va P50 CYP2D6 tham gia vao viéc tao ra cdc chit chuyén héa N-desmethyl va 2-
hydroxymethyl. C4 hai chat chuyén héa nay déu c6 hoat tinh dugc 1y hoc in vivo thap hon
nhiéu so v6i Olanzapine trong cdc nghién cifu trén dong vat. Sau khi diung dudng udng, thdi
gian bdn thai trung binh & ngudi khde manh thay ddi phu thudc vao tudi va gidi tinh. Thoi
gian bdn théi trung binh 12 33 gid va do thanh thdi huy€&t tuong trung binh ciia Olanzapine 12
26 L/gig.

6] nhitng ngudi cao tudi (65 va cao hon) khde manh so véi nhitng ngudi tré tudi, thdi gian bdn
thdi trung binh 1a kéo dai (51,8 so véi 33,8 gid) va do thanh thdi gidm di (17,5 so véi 18,2



L/gid¥). Céc thay ddi dugc déng hoc & ngudi cao mdi vin ndm trong pham vi thay ddi cia
ngudi tré i G 44 ngudi bénh tam than phin liét (65 tudi), Héu ding tir 5 d&n 20 mg/ngay
khong cé sir khac biét ndio vé cic tdc dung ngoai ¥.

O phu ntr so véi nam gidi, thdi gian ban thai trung binh 12 kéo dai (36,7 so vdi 32,3 gid¥) va
dd thanh thai gidm di (18,9 so véi 27,3 L/gi®). Tuy nhién, dd an toan ciia Olanzapine (5-20
mg) tudng dudng nhau & nhitng bénh nhin nit (n=467) va nam (n=869).

Khong c6 st khac nhau ddng k€ vé& thdi gian ban thai trung binh (37,7 so vdi 32,4) hodc do
thanh thai (21,2 so v6i 25,0 L/gi®) cia Olanzapine giita ngudi suy thin (dd thanh thai
creatinin < 10 mL/phiit) v8i ngudi khde manh.

o} ngudi bénh hiit thudc ma c6 réi loan nhe chitc ning gan, thdi gian ban thai trung binh (39,3
gid) kéo dai v d6 thanh thai (18,0 L/gid¥) gidm twdng 1y nhwr dé1 vSi nhitng ngudi khée manh /
khong hiit thude (twong itng 13 48,8 gid va 14,1 L/gid). %L&,
d nhitng ngudi khéng hit thude so vdi hit thudce (nam gidi va nit gidi), thdi gian ban thai
trung binh bi kéo dai (38,6 so vdi 30,4 gid¥) va d6 thanh thai gidm (18,6 so véi 27,7 L/gio).

D6 thanh thdi huyét tuong cia Olanzapine thap hon & ngudi cao tudi so véi ngudi tré téi, 3
nif gidi so véi nam gidi, va & ngudi khong hiit thude so v8i ngudi hiit thude. Tuy nhién, mifc
d6 4nh hudng clia tudi tdc, gidi tinh, hodc hit thude d€n do thanh thai va thdi gian ban thai
cla Olanzapine 1 nhd khi so sdnh véi st khdc nhau chung giifa cdc cd thé.

Thudc théi trir chi yéu qua mrde tiéu (57%) va phan (30%) & dang chuyén hod khéng con
hoat tinh. Chi khodng 7% thai qua nudc ti€u & dang khéng déi.

CHI BINH:

- Tam than phéin liét: Olanzapine duge chi dinh d€ diéu trj ngdn han (6-8 tudn) bénh tAm
than phan liét.

- Cdn hung cdm Iudng cue: Olanzapine ding dé di€u tri con hung cdm cip tinh ¢6 lién quan
dén cde r6i loan hidng cife 1,

LIEU LUGNG VA CACH DUNG :

Thusc diing duding udng, diing theo sur chi din eila béc si.

Tam than phan liét:

Liéu thuong ding: Thudgng bit dau diéu tri véi lieu 5-10mg, ding mdt 14n trong 24 gid ma
khong cin chii ¥ dén bita 4n, liéu tdn cdng 12 10mg/ngay trong vong vai ngay. Chi diéu chinh
liéu néu cin va 6 thi€u 1a 1 twin san khi bat diu diéu tri vi Olanzapine chi dat trang thai
cin bang sau khodng 1 tuin & nhitng bénh nhan di€n hinh. N&u cdn diéu chinh liéu, nén ting
hodc gidm 5mg méi 1an.

Mitc liéu 10-15mg/ngay 1a ¢é tdc dung dién tri hiéu qua tim thin phén liét. Tuy nhién, liéu
16n hon 10mg/ngay ciing khong ¢6 hiéu qud hon liéu 10mg/ngay. Chi ting liéu 1én hon lidu
tin cong 10mg/ngay (ching han lidu 15mg/ngay hodc 16n hon) khi di ¢6 ddnh gid 14m sang
chinh x4c. Sif an toan ciia miic léu hon 20mg/ngay chua duge chitng minh trén 1am sang.
Con hung cam Iw@ng cufe:

Liéu thuomg dung: Thudng bit diu diéu tri v6i liéu 10-15mg, mot 1an méi ngay ma khong
cin chd ¥ dén bita dn. N&u cin, ¢ thé diéu chinh Liéu it nhat sau khi d3 diéw tri 24 gig, theo
nhu nghién cifu trén nhém bénh nhian ddi chitng. Khi cin diéu chinh liéu nén thay ddi 5mg
mdi lan.

Olanzapine ¢6 tdc dung di€u tri hung cdm ngdn han véi liéu 5-20mg/ ngay. P9 an toan clia
mifc li€u hon 20mg/mgay chua dude chitng minh trén 14m sang.

Tac dung dién tri 13u dai cia Olanzapine chuta duge chifng minh r5. Néu mudn diéu tri l4u
hon cin xem xét lai tic dung 14u dai cda thude.



Liéu diung cho cdc nhém bénh nhén déc biét:

Tré em : Olanzapine chua dude nghién cifu & ngudi ditdi 18 tudi.

Ngudi bénh cao tudi - Khong nén ding thudng quy vdéi liéu khéi diu 1a 5 mg/ngdy, nhung
nén can nhic déi v6i ngudi bénh han 65 i khi ¢ kém cdc y&u t& 1dm sang khéng thudn
loi.

Nguoi bénh suy thin va/hode suy gan: Nén cin nhic dé dung liéu khdi ddu thdp la
5 mg/ngay d nhitng ngudi bénh nay. Trong trudng hdp suy gan trung binh (xd gan, loai A
hoic B Child-Pugh), nén ding liéu khdi ddu 5 mg va cén than khi ting lidu.

Nguori bénh ni so voi ngudi bénh nam : Khong ¢6 khac nhau vé liéu khdi dau va pham vi liéu
théng thudng & bénh nhin nam va ni.

Negudi bénh khéng hit thudc so vdi ngudi bénh co hit thude : Khong ¢d khdc nhau vé lidu
khdi dau va pham vi liu thong thudng 3 ngudi bénh khdéng hit thudc va ngudi bénh ¢é hiit
thudc.

Khi ¢6 nhiéu hon mét y&u t& 1am chim qud trinh chuyén hda clia Olanzapine (nit gidi, khdng )
hdt thude, ngudi gia 2 65 tdi), nén cin nhic d€ ding liéu khdi ddu thap. Nén cin thin kh'/
¢6 chi dinh ting liéu § nhitng ngudi bénh nay. M
Thoi ky c6 thai: Khong ¢6 cdc nghién cifu ki€m sodt chit ché va diy di & ngudi mang thai.
Phu nit duge khuyén nén bdo cho thidy thudc néu ho ¢é thai hoic ¢é ¥ dinh mang thai khi
dang diing Olanzapine. Do kinh nghiém cdn han ché & ngudi, chi nén diing thudc nay & ngudi
mang thai khi 1di ich dem lai hon hin m6i nguy hai cho bao thai.

Thot ky cho con bii: Ngudi bénh khdng nén cho con bd khi dang diing Olanzapine.

CHONG CHI PINH:

Bénh nhin qud min vdi Olanzapine hofic b4t ky thanh phin nio cla thudc.

KHUYEN CAO VA THAN TRONG:

Héi chitng an thdn kinh dc tinh (NMS): Triéu chitng phic tap ¢6 nguy cd giy tlf vong dudc coi
12 hoi chitng an than kinh 4c tinh d dugc bdo cdo khi ding cdc thuSc chdng loan than kinh,
trong dé c¢é Olanzapine. Cdc bi€u hién clia NMS bao gdm sdt cao, citng cd, trang thdi tim
thin thay déi va ¢é bi€u hién khéng &n dinh clta hé thin kinh thuc vt (mach hodc huyét 4p
khéng déu, nhip tim nhanh, todt md hdi, loan nhip tim). Nhitng ddu hiéu khdc gém ting
creatinin phosphokinase, myoglobin niéu (tiéu cd van) va suy thin cip.

R&1 loan vén ding mudn: ¢6 thé€ xuit hién cdc triéu chitng &t loan vin ddng mudn khi diing
cdc thude diéu tri loan thdn kinh. Mic dil triéu chifng nay thudng thdy & ngudi gia, dic biét
12 bénh nhin nif cao tudi, khi mdi bat didu diéu tri nhung né khdng thé du bio trude. Nguy cd
bi r6i loan vin @dng mudn ¢é thé ting cao ciing vdi thdi gian va téng liéu diéu tri cda cde
thuSc chifa loan than kinh. Tuy nhién, khi diing liéun thip trong th&i gian ngdn it thiy bifu
hién ciia triéu chiing nay.

Ha huyét dp thé ditng: Olanzapine ¢6 thé giy ha dp th& ding két hgp v6i chéng mat, nhip tim
nhanh. Trén mdt s& bénh nhin, ngdt, dic biét trong thdi ky dau diing thudc, c¢é thé€ dnh
hudng dé€n dic tinh chen oy-adrenergic. Nguy ¢d ha 4p thé ding va ngit ¢6 thé gidm thi€u
bing cdch ding liu khdi ddu Smg mot 14n mdi ngay. Olanzapine cin thin trong khi ding
trén cdc bénh nhin cé tién sit bénh tim mach (tién sit nhdi mau ¢d tim hoidc thi€u mdu cuc
bd, suy tim), cdc bénh vé€ ndo mach, vi cdc tinh trang ¢6 thé gy ha huyét 4p cho bénh nhin
(mAit nude, gidm thé tich méu, va ding cdc tri liéu vdi cdc thude ha huyét dp).

Déng kinh: Olanzapine can dudc sif dung thin trong trén cdc bénh nhén ¢6 tién sit ddng kinh
hoic cdc tinh trang ¢6 nguy ¢d 1Am gidm ngudng dong kinh, vi du chitng mat tri Alzheimer.
Tdng transaminase: Can thin trong trén cic bénh nhin c¢6 diu hiéu va triéu chitng suy gan,



bénh nhén ¢6 chifc ndng gan han ch& va trén cdc bénh nhan di diéu tri v6i cdc thude ¢6 kha
niang gay doc cho gan. Pdnh gid transaminase 12 can thi€t trén cdc bénh nhin ¢é c4c bénh
dang k€ vé gan.

Nguy co ty ti va tdm thdn phdn liét: can theo ddi ra't chit trén cdc bénh nhin nguy cd cao
trong qué trinh diéu tri.

SUDUNG CHO PHU NU CO THAI VA PANG NUOI CON BU:

Thoi ky ¢6 thai: Khong c6 cdc nghién cifu kiém soat chit ché va diy di & ngudi mang thai.
Phu nit dugc khuyén nén bdo cho thay thudc néu ho c¢6 thai hoic c¢é ¥ dinh mang thai khi
dang ding Olanzapine. Do kinh nghiém cdn han ch& & ngudi, chi nén diing thudc nay & ngudi
mang thai khi 1¢i ich dem lai hon hin m&i nguy hai cho bao thai.

Thoi ky cho con bi: Ngudi bénh khong nén cho con b khi dang ding Olanzapine.

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

Khong nén ldi xe hodc diéu khi€n mdy méc khi dang diing thudc vi Olanzapine c6 thé gay
budn ngu.

TUGNG TAC THUOC:

Chua c6 nghién cifu ddy dd vé tuong tdc clda Olanzapine véi cdc thudc khac nhung cin o
vao tdc dung trén than kinh trung uvong cda Olanzapine, nén thin trong khi diing ciing véi cdc ;
thudc tac dung trén than kinh trung wong va rigu. /
Olanzapine ¢6 thé 1lam mét tdc dung clia levodopa va cdc chit chii van dopamin

Anh huéng ciia cdc thuéc khdc dén Olanzapine:

Cdc yéu t6 tao ra CYP 1A2 hay enzym glucuronyl transferase nhu omeprazol va rifampicin c6
thé lam ting thai trit Olanzapine. Uc ché CYP 1A2 giip lam gidm thai trir. Mac da
Olanzapine bi chuyén hod bdi nhiéu hé thdng enzyme nhung ting cudng hodc dc ché mot
enzyme don doc ciing c6 thé 1am thay ddi ddng k€ do thanh thdi cda Olanzapine. Chinh vi
th€, khi tdng hodc gidm liéu can dic biét Iutu ¥ dén tirng loai thude.

Cimetidin va cdc thuéc antacid: liéu duy nhit cimetidin (800mg) hoic nhém, magie khong
4nh hudng dén sinh kha dung clia Olanzapine diing dudng udng.

Than hoat: s& 1am gidm ndng do t6i da trong huyét tuong va sinh khd dung ciia Olanzapine
dudng ubng dén 60%. C6 thé diing than hoat d€ diéu tri khi qué liéu Olanzapine.
Carbamazepin: Liéu diéu tri cda carbamazepin (200mg, 2 14n m&i ngay) ¢6 thé 1am ting thai
trt Olanzapine dén 50%. Ting liéu carbamazepin c6 thé lam ting hon nifa thai trir
Olanzapine.

Ethanol: liéu duy nhit 45mg/ 70kg ethanol khong dnh hudng dén dudc dong hoc cia
Olanzapine.

Fluoxetin: (liéu duy nhat 60mg hoic liéu 60mg/ngay trong 8 ngay) c¢6 thé 1am ting nhe
(16%) ndng do t5i da trong mdu ciia Olanzapine va gidm nhe do thanh thii (16%). Anh
hudng clia thude nay 1a rat nhd so véi toan bo sinh khd dung do dé khdng cin diéu chinh liéu
khi diing déng thai 2 thudc.

Fluvoxamin: 1a mot chdt ic ch€ CYP 1A2 nén né lam gidm thai trit Olanzapine, 1am ting
néng do t8i da trong mau 54% & bénh nhan nit khong hiit thudc va 77% & bénh nhan nam hiit
thudc. N6 1am tang sinh khd dung & 2 nhém déi tugng én lan lugt 1a 52% va 108%. Cin
gidm li€u Olanzapine khi ding cling v6i fluvoxamin.

Valproat: nhitng nghién ctu in-vitro sit dung microsome gan ngudi cho thdy Olanzapine it (¢
ch€ con dudng chuyén hod chinh cla valproat 1a lién hdp glucuronic. Nguge lai, valproat
cling it &nh hudng dén su chuyén ho4 clia Olanzapine.

Anh huéng ciia Olanzapine dén nhitng thudc khdc:



Trong cdc nghién cifu in-vitro ding microsome gan ngudi cho thdy Olanzapine it &c ch€ CYP

1A2, CYP 2C9, CYP 2D6 va CYP 3A. Chinh vi thé€, Olanzapine khéng giy ra tudng tic

nghiém trong nao vdi cdc thudc chuyén ho4 trung gian bdi cdc enzym nay.

Liéu duy nhat Olanzapine khong 4nh hudng d€n dugc déng hoc cia imipramine hay chat

chuyén hod cé hoat tinh ctia né desipramine va warfarin, theophyllin va ch4t chuyén ho4.

Ding nhiéu liéu Olanzapine ciing khong anh hudng dén dong hoc cla diazepam va chat

chuyén hod hoat dong cda né 1a N-desmethyldiazepam, lithium, ethanol hay biperiden. Tuy

nhién, khi diing cling v6i diazepam hoic ethanol, ¢6 kha ning bi ha huyét 4p thé ding.

TAC DUNG KHONG MONG MUON (ADR):

Céac tdc dung khong mong muén thudng duge bdo cdo véi Olanzapine gém:

- Toan than: dau ring, triéu chitng ciim, cing thing, c6 y dinh t sat.

- Tim mach: ha huy€t 4p, tai bi€n mach mau ndo, suy tim sung huyét.

- Heé tiéu hod: ting ti€t nude bot, khat nude, khé nudt.

- Tuyén ndi ti€t: iéu dudng.

- Hé mdu va bach huy&t: gidm bach cdu, thi€u m4u.

- B4t thudng vé chuyén hod va dinh dudng: nhiém toan, ting phosphatase kiém.

- HE& cd xuong: cing khdp, viém khdp, chudt rit chan.

- Hé than kinh: m&ng mi, cdm xiic khong dn dinh, hung cdm, phdn ng tim thin phin liét,
di cdm, kich thich than kinh trung uong. /

- Heé ho hap: khé thd, c¢6 thé ngitng thd, hen. M

- Da va phin mém: ra mé héi, eczema.

- Céc gidc quan: viém mang két, di€c, khd mit, dau mit, viém mit, dau tai, U tai, thay déi
vi gidc.

- Hé ti€t niéu va sinh duc: ti€u tién ra mau, mat kinh, chdy m4u t cung, viém am dao (nit
gi6i).

QUA LIEU:

Kinh nghiém khi ding qua liéu Olanzapine con han ché. Trong c4c thi nghiém 1dm sang, ¢6

67 bénh nhin ding qui liéu Olanzapine cip tinh do vd y hodc ¢g tinh. G bénh nhan diing

liu cao nhit dugc phat hién 12 300 mg, c6 triéu chitng chéng mit va néi nhiu. Véi sd ludng

bénh nhan han ché€ dugc ddnh gid tai bénh vién, ké ca bénh nhan ding 300 mg, khong thdy

c6 cdc dau hiéu c6 hai & cdc chat dugc xét nghiém va dién tdim dd. C4c dau hiéu sinh ton

vén trong mifc gidi han binh thudng & nhitng bénh nhan diing qué liéu.

Dua vao cdc dif liéu trén dong vat, cdc triéu chitng qud li€u 1a nhitng triéu chitng cla sy ting

qud mifc nhitng tdc dung dudgc ly da biét cia thudc. Céc triéu chitng nay bao gdm budn ngd,

giin dong ti, mit md, e ché hd hap, ha huyét 4p, va cé thé c6 cac r6i loan ngoai thap.

Khong c6 thude gidi doc dic hiéu cho Olanzapine. Vi vdy, cin bit dau véi cdc bién phéap

diéu tri hd trg thich hgp. Can xem xét kha ning qué liéu clia nhiéu loai thudc khac nhau.

Trong trudng hdp ngd ddc cip tinh, cdn thi€t 14p va giit thong dudng hd hap, ddm bido qud

trinh oxy héa va thong khi day di. Nén xem xét diing than hoat, vi than hoat ldm gidm sinh

kha dung cda Olanzapine diing dudng udng tit 50 dé€n 60%. N€u can, nén rifa da day (sau khi

dat 6ng thong vao khi quin, néu bénh nhin hén mé). Tham phan loc mau khong tdch bd

dugc nhiéu Olanzapine.

Ha huyé&t 4p va truy mach nén diéu tri bing cac bién phdp thich hdp nhu truyén dich va/hoic

thudc kich thich giao cdm nhu norepinephrine (khdng dung epinephrine, dopamine, hoic cédc

thudc kich thich giao cdm khéac c6 hoat tinh chd van béta, vi kich thich béta ¢6 thé€ 1am ning

thém tinh trang ha huy&t 4p trong hoan cdnh receptor alpha bi phong b& do Olanzapine). Can



theo ddi tim mach dé phat hién nhitng chiing loan nhip tim. Ti€p tuc theo ddi k¥, cho dén khi
ngudi bénh hdi phuc.

TIEU CHUAN CHAT LUQNG: Tiéu chudn cd s

BAO QUAN:

Giff thudc & nhiét d6 dudi 30°C. Tranh 4nh sdng

HAN DUNG:

24 thang ké tir ngay san xuit.

S6 16 san xuat (Batch No.), ngay sdn xuat (Mfg. date), han ding (Exp. date): Xin xem trén
nhan hdp va vi. /
DANG BAO CHE VA QUY CACH PONG GOI:

Ho6p chita 3 vi x 10 vién nén bao phim.

Sdn xuat bdi:
IPCA LABORATORIES LTD.
P.O. Sejavta, Dist. Ratlam, Pin. 457 002, (M. P.) An D4.

Ngay xem xét lai t& hudng dan sit dung: 17/11/2011

PHO CUC TRUONG

N uyé;z Vim %%am%



