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Rx
OLPICAD 10

Cthe diu hidu lvu § va khuyén cdo:
Doc ky hiedng dén st dyng trieée khi ding.

Dé xa tam tay Iré en.
Théng béo ngay cho béc sy hodic dwge sy nhitng tic dung khéng mong muon gdip phai khi sir
dung thuéc.

Thude nay chi dimg theo don thioc

1, Thanh phin céng thire thude
M®i vién nén bao phim chira:
Thémh phan hoat chdt: olanzapin 10mg
Thanh phan ta dirge: lactose monohydrat, microcrystallin cellulose, polyp
hydroxy propyl cellulose, magnesium stearat, opadry white (03K 18416)
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2. Dang bao ché: vién nén bao phim.
Mé ta diic diém thude: Vién nén bao phim hinh tron mau triing hodic hoi tring, hai mét 181,

mdt mat khiie “C7” va mit con lai tron.

3. Chidinh

Nguwoi lon

- Olanzapin duoc chi dinh dé didu tri thm than phén liét.

- Olanzapin c6 hiéu qua trong vi¢e duy tri cai thién tinh trang bénh trén 1am sing khi tiép
tuc diu tri cho nhimg bénh nhan da ¢6 ddp g ban dau.

- Olanzapin dugc chi dinh dé diéu tri giai doan hung cam tir vira dén nging.

- @ nhiing bénh nhén c6 giai doan hung cam ddp (mg vdi olanzapin, olanzapin duge chi
dinh dé dy phong tai phat trong trudng hop 181 loan ludng cyec.

4, Litu diing — Cach dimg
( Ngioi (dn
_ Tém than phan liét: Lidu olanzapin khoi dau khuyén cdo la 10mg/ngay.
Giai doan heng cam: Libu khéi ddu 13 15mg hang ngay, ubng mét lan duy nhét trong don tri
liéu hodic 10mg hang ngay trong liéu phéap phdi hop thude.
Dir phong tai phat trong vdi loan heong cye: Lidu khoi ddu 12 10mg/ngay. V&i nhitng bénh
nhén dang st dyng olanzapin dé diéu tri giai doan hung cam, tiép tuc dyr phong tai phat voi
cung muc lidu. Néu ghi nhén giai doan hung cam méi xuét hién - hdn hgp hoic trdm cam,
cAn tiép tuc ding olanzapin (vOi lidu thi wu theo nhu cau) cling vdéi thube diéu trj cdc tridu
chimg cam xuc tiy theo tinh trang bénh trén 1dm sang.
Khi diéu trj tAm thn phén liét, giai doan hung cam va dy phong tai phat trong roi loan ludng
cye, ¢6 thé diéu chinh lidu hang ngdy dya trén tinh trang lam sang cla tmg bénh nhan trong
khodng lidu tir 5-20mg/ngay. Chi nén tang lidu cao hon lidu khoi diu khuyén cdo sau khi da
dénh gi4 lai tinh trang bénh nhén va chi nén tang lidu sau khoang thoi gian trén 24 gid.
C6 thé sit dung olanzapin khong phu thude vao bita an do mirc d6 hép thu thude khdng b
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anh hudng bai thire an. Cén giam lidu olanzapin tir tir khi c6 y dinh ngimg thude.

Rénh nhin cao tudi

Lidu khai ddu thap hon (Smg/ngay) it duge chi dinh nhung ¢o thé cén nhiic sir dyung cho
bénh nhén tir 65 (udi trer 1én néu cae yéu th 1am sang cho phép.

Bénl nhin suy thin va/hode suy gan

C6 thé cAn nhéc st dung lidu khoi déau thﬁp hon (Smg/mgdy) & nhimng bénh nhén nay. Trong
trudng hep suy gan mirc dd trung binh (xo gan, Child-Pugh A hoiic B), nén sir dyng liéu
khoi dau 1 Smg va céin than trong khi tang lidu.

Bénh nhin hit thube

Thudmg khong cin phai thay déi lidu khoi déu va khodng lidu khi sir dung cho bénh nhan
hut thude va khéng hat thude.

Néu bénh nhin c6 nhidu hon mot yéu t6 nguy co ¢b thé 1am giam chuyén hoa thude (gi6i
tinh 0¥, cao tudi, khéng hat thude), cin cin nhic gidm liéu.

Can thin trong khi ting lidu & nhimg bénh nhén nay.

Tré em

Khong khuyén céo sir dung olanzapin cho tré¢ em va thiéu nién dudi 18 tudi do chua c6 dit
Jicu vé dd an todn va higu qua ctia thudc trén cac déi twong bénh nhan ndy. Mirc dj ting can
1¢n hon, thay dbi lipid vA prolactin nhidu hon & thiéu nién so véi & ngudi lon di duge bao

cao.

‘ & i
Chong chi dinh
3 . . A £ A - . A 5 4
- M3An cam véi thanh phén hoat chat hodic bat cir thanh phan t4 duge nao cla thudce.
- Olanzapin ciing chong chi dinh ¢ bénh nhén c¢6 nguy co ting nhin ap (glaucoma) goc

hep.

Cinh bdo va than trong khi ding thuoe

Trong qua trinh diéu tri béng thudc chdng loan than, viéc cai thién tinh trang lam sang cua
bénh nhén co thé mét vai ngay dén vai tudn. Bénh nhén cin duoc gidm sdt chit che trong
théi gian nay.

Sa siit (i tué lién quan dén réi loan tam thén va/hodic réi loan hanh vi: Olanzapin khong
duogce dung dé didu v sa sat trf tué lién quan dén 161 loan tAm thin vavhoic rdi loan hanh vi.
Khong khuyén céo st dung cho nhom bénh nhin ndy do lam ting ty ¢ tr vong va tang nguy
co tai bién mach mau nio.

Trong cdc thit nghiém lam sang co dbi chimg véi gid duoe (thoi gian 6-12 tudn) trén bénh
nhén cao tudi (trung binh 78 tudi) bi roi loan tim than lién quan dén sa sat tri tué vvhoiic
céic hanh vi rdi logn, ty 1& t&r vong & bgnh nhén dugce didu tri bang olanzapin ting gdp 2 1an
so véi nhitng bénh nhin duge didu trj bing gia dugc (tuong ting vai 3,5% va 1,5%).

Ty 1& tir vong cao hon khéng lién quan dén lidu olanzapin (lidu trung binh hang ngdy la
4 4mg) hogc thoi gian diéu tri. Céc yéu td nguy co ¢6 thé 1am tang ty 1é 1 vong cua bgnh
nhéan bao gom tudi > 65 tudi, chimg kho nudt, an than, suy dinh dudng va mAt nude, chirc
ning phdi (vi dy: viém phdi, c6 hogic khéng c6 hut thude), hoic sir dung dbng thoi céc thube
benzodiazepin. Tuy nhién, ty 1¢ t vong & nhirng bénh nhén duoc didu tri bing olanzapin

cao hon & nhitng bénh nhén dwoe dicu fri bing gia duge khong phu thude vao cde yeu 10

nguy co nay.
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Trong céc thir nghiém 1dm sang tuwong ur, cac tac dyng khdng mong mudn trén mach mau
nio (CVAE, vi dy nhu dot quy, con thiéu mau cuc bd thodng qua), bao gbm ca tir vong, da
duve béo cdo. Co sy gia ting ghp 3 lin CVAE & nhiing b¢nh nhin duge diéu i biing
olanzapin so v6i nhitng bgnh nhan dugce didu wi bing gia duge (twong ling vai 1,3% va
0,4%). Tt cd bénh nhén duge diéu tri bing olanzapin va gid duge gap bién ¢d mach méau
nio déu ¢ cdc yéu td nguy co tir rude. Tudi > 75 va sa sit b tug kidu mach méu/hdn hop
duoc xéc dinh 1a cic yéu té nguy co cia CVAE khi didu tri bing olanzapin. Higu qua clia
olanzapin khong duge thiét 14p trong nhitng thir nghi¢m nay.

Bénh Parkinson: Khong khuyén cdo st dung olanzapin trong diéu tri bénh r6i logn tam thin
lién quan dén chu van dopamin & b¢nh nhan Parkinson. Trong cac thir nghiém lam sang, cic
friéu chimg Parkinson va do gidc tro nén trAm trong hon duge bao cdo vt phé bién va
thudmg xuyén hon so véi gid duge, va olanzapin khong hiéu qua hon pia duge trong diéu tri
cée triéu chimg logn than. Trong cac thir nghi¢m nay, ban dhu bénh nhin duge dn dinh véi

.

Jlidu thAp nhit cta céc thude chéng Parkinson (chat ¢hi van dopamin) va duy tri lidu hugng
trong sudt qua trinh nghién ctu. Olanzapin duge biit diu v6i lidu 2,5mp/ngdy va duge didu
chinh dén murc tbi da 12 15 mg/ngay dua trén dénh gia cia chuyén gia.

Héi chitng than kinh de tinh do thude an thin (NMS); NMS 1a tinh trang c6 khd ning de doa
{inh mang lién quan dén vige didu i biing cdc thubc chéng logn than, Khi bénh nhin c6 cde
déu hiéu va triéu chimg ctia NMS, hoiic cd sbt cao khong ré nguyén nhin ma khong ch
nhitng biéu hién lim sang ciia NMS, phai ngung (it ca céic thube chdng loan thén, ké ca
olanzapin. Biéu hi¢n 1dm sing clia NMS la ting than nhiét, cimg co, thay ddi trang thai tAm
thin va mét dn dinh hé than kinh ty chi (mach hoge huyét 4p khong déu, nhip tim nhanh, dé
mb hdi va rbi loan nhip tim). Céc déu hidu khdic c6 thé bao gbm ting creatin phosphokinase,
myoglobin niéu (tiéu co van) va suy thén cAp. Néu bénh nhan xudt hign cde déu hidu va triéu

3

chimg biéu hién cua NMS, hodc c6 bitu hién st cao khéng ré ngayén nhén ma khéng co
biéu hién 1am sang khdc cia NMS, phii ngimg st dung tit ca cdc logi thuéc chdng loan
thin, bao gdm olanzapin.

Tang diong huyét va bénh ddi thdao dieong

D3 ¢6 bdo cdo kha hiém vé tinh trang ting dudng huyét va/hodic xudt hién hofic bénh dai
théo dudng (o nén nang hon doi khi két hop voi nhi&m ceton acid hodc hon mé, bao gém cd
mot sb trwdng hep géy tir vong, Trong mot sb trudmg hop, tang cin trude do cd thé 13 mdt

yéu to gly bénh.

Nén theo doi 1am sang thich hop dua theo hudng dén chéng loan thdn, vi du: do dudng
huyét tai thoi diém ban ddu, 12 tuén sau khi bt ddu didu trj bing olanzapin va hang nim sau
d6. Bénh nhan dugce diéu tri bing bét k¥ logi thube chdng loan thdn ndo, bao gdm olanzapin,
cin duoe theo ddi cac dAu hiéu va triéu chimg cua ting dudng huyét (ching han nhw chimg
khat nude, da niéu, ching dn nhidu va suy nhuge) va nén theo ddi thuong xuyén bénh nhan
déi théo dudng hofic ¢6 cac yéu th nguy co clia bénh dai thdo dudng d& trénh tinh trang kiém
sodt glucose tro nén xAu di. Nén theo ddi can ning thuong xuyén, vi du: khoi déu, 4, 8 va 12
fudin sau khi bit ddu didu trj bing olanzapin va hang quy sau do.

Thay déi lipid: Nhimg thay dbi khéng mong mudn vé lipid d dugc quan sat thdy & nhitng
bénh nhin duogc diéu i bing olanzapin trong céc thir nghi¢m lAm sang co d6i chimg voi gia
dwoc. Thay dbi lipid nén duge xir trf 1dm sang pht hop, déc bigt 13 ¢ nhiing bénh nhan roi

loan lipid mau va & nhiing bénh nhan co yéu t& nguy co rdi logn lipid. Bénh nhén diéu tri
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véi bt k¥ thube chdng loan thin nao, bao gdm olanzapin, nén duge theo ddi lipid thudong

xuyén theo hwéng din st dung thude chéng loan thin, vi dy: khei ddu, 12 tuéin sau khi bt

dhu didu tri bing olanzapin va mdi 5 nam sau do.

Hoat tinh khéng cholinergic; Trong khi olanzapin chimg minh hoat tinh khang cholinergic

in vitro, kinh nghiém trong céc thir nghi¢m lém sang cho thdy ty 16 thap xdy ra cdc bién ¢

lién quan. Tuy nhién, kinh nghiém lim sing cua olanzapin con han ché & nhimmg bénh nhéan
¢6 bénh dong thai, vi vy can than trong khi st dung cho bgnh nhén phi dagi tuyén tién ligt,
1iét rudt va cac tinh trang lién quan.

Chite néing gan: Che aminotransferase gan, ALT, AST thutmg duge ghi nhan la ting thoang
qua va khong c6 trigu chiing, dac biét la trong didu trj s6m. Nén thin trong va theo doi &
nhitng bénh nhin ting ALT va/hofic AST, bénh nhéin co dau hidu va triéu ching cia suy
gan, bénh nhéin ¢é cic tinh trang lam han ché chic ndng dy trit gan (i {ruede, va & nhimng
bénh nhin dang dugc didu tr] véi cdc logi thude 6 kha ning giy dde cho gan. Trong truong
hop viém gan (bao gbm ton thwong té bao gan, gan (r mét hofic tén thuong gan hdn hep) da
duoc chdn dodn, nén ngung diéu tri véi olanzapin.

Gidm baeh edu: Chn than trong & nhimg bénh nhan gidm sb lwong bach ciu va/hoidc bach
cau trung tinh do bit e nguyén nhin ndo, nhitng b¢nh nhén diing cac thudc phy ra giam
bach c¢éu trung tinh, bénh nhén cé tidn sir dung thude lam e ché/ giy doc thy xuong, nhimg
bénh nhén e ché tay xuwong do céc bgnh ddng thii, xa tri hodic hda trj ligu va bénh nhin
ting bach cAu di toan hoiic ting sinh tay. Giam bach cau thudng dugce bdo cdo khi st dung
déng thai olanzapin voi valproat,

Ngung diéu tri: Cée trigu chimg cép tinh nhu: va md hoi, mat ngu, run, lo du, budn ndn hodic
non droe bao céo 12 hiém gip (> 0,01% va < 0,1%) khi ngung dot ngdt olanzapin.

Khodng OT: Trong céc thiv nghigm 1am sang, sy kéo dai QTc c6 y nghia lim sang (gid tri
QT hi¢u chinh Fridericia [QTcF] 2 500 mili gidy tai bét ky thoi didm nao sau thdi diém ban
diu & bénh nhan ¢6 QTcF ban dau <500 mili gidy) la khong thudng gap (0.1% dén 1%) &
bénh nhén dugc didu tri bz'”mg olanzapin, khong c6 sy khac biét dang ké v& cdc bién ¢b tim
lién quan so v6i gia duge. Tuy nhién, nén than trong khi sir dung olanzapin v6i céac thude
lam tang khoang QTe, ddc biét 1a & ngudi cao tudi, bénh nhén ¢ hoi ching QT kéo dai bém
sinh, suy tim sung huyét, phi dai tim, ha kali mau hodc ha magnesi mau.

\ Huyét khoi tinh mach:

Syt lién quan gitta viée diéu tri bing olanzapin va huyét khéi tinh mach hiém khi xay ra (y 18
<0,01%). M&i quan h¢ nhén qué giifa hin tugng huyét khdi tinh mach va vige dicu tri bang
olanzapin chwa duge xéc dinh. Tuy nhién, do nhitng bénh nhén bi tdm than phén ligt thudmg
¢6 cac yéu tb nguy co cia huyét khdi tinh mach, cAn phai x4c dinh va c6 bign phap phong
ngtra tt ca céac yéu {6 nguy co clia huyél khéi tinh mach, vi dy nhu ¢b dinh bénh nhén.
Hoat tinh trén hé thén kinh trung wong: Nén than trong khi sur dyng ciing véi rugu va cic
loai thude téc dong than kinh trung wong khéc. Do ddc tinh dbi khang dopamin in vitro,
olanzapin c6 thé dbi khéng true tiép va gidn tiép the dung cua cic thube chil van dopamin.
Béng kinh: Nén sir dung thin trong olanzapin trén nhitng bgnh nhan cé tién sir dong kinh
hodic dé bi dnh huong bdi cdc yéu t6 c6 thé [am giam ngudng dong kinh. Céc con dong kinh
da duoce bdo cdo hiém khi xay ra & nhitg bénh nhin da duoe diéu tri v6i olanzapin.
REi loan vén déng mudn: Nguy co rbi loan vin dong mudn ting 1&én khi didu tri lau dai, va
do dé néu xuat hién cic du hiéu hoiic tridu chimg cta rdi loan vin dong mudn & bénh nhan
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st dung olanzapin, nén can nhic giam liéu hofic ngung didu tr]. Nhimmg triéu chimg nay c6
thé tam thoi x4u di hodc thim chi xudt hién sau khi ngung diéu tri.

He huyét dp te thé: a huyét 4p tur thé thudmg dwge ghi nhdn & ngudi cao tudi trong céc thir
nghiém lam sang véi olanzapin. Ciing nhu nhimg thude chéing logn thin khac, khuyén cdo
nén do huyét ép dinh ky & nhimg bénh nhdn trén 65 tudi.

Dét tik do tim: Trong mét nghién ctru quan sat hdi etru, npuy co dft tir do tim ¢ nhimng bénh
nhan diéu tri véi olanzapin dwoc gia dinh la khoang ghp dbi so v6i nguy co & nhitug bénh
nhan khong str dung thude chéng loan than.

Tré em: Olanzapin khong dugce chi dinh dé sir dung trong didu tri cho tré em va thanh thiéu

nién. Cac nghién ctru & bénh nhin tir 13-17 tudi cho thdy cdc phan img bat loi khdc nhau,
bao gdm ting cin, thay doi céc thong so chuyén hoa va ting ndng dj prolactin.
Lactose; Sén pham nay c6 chira lactose. Bénh nhan 6 chic vin dé di truyén hiém gip vé

khong dung nap galactose, thiéu men Lapp lactase hofic kém hiip thu glucose-galactose

khong nén ding san pham ndy.

St dung thube cho phy nit ¢6 thai vi cho con bi

Phu nit ¢6 thai

Khong co cée nghién ciru ddy dit va duge kiém sodt (bt trén phuy nit ¢6 thai. Bénh nhan nén
théng bao cho béc si néu c6 thai hotic dy dinh cé thai trong khi diéu tri véi olanzapin, Tuy
nhién, boi vi cde nghién ciru con han ché, chi nén str dyng olanzapin trong thai ky khi loi ich
1ém hon nguy co tiém tang doi véi thai nhi,

Cic biio cdo t phat rét hiém khi ¢6 cdc bidu hign run, ting truong lye co, ther o va budn ngit
& tré sinh ra tir nhitng ba me dé sit dyng olanzapin {rong 3 thang cudi thai ky.

Nguy co bi cdc phan ting c6 hai & tré so sinh ¢6 ngudi me sir dyung thude chéng loan thin
(bao gdm olanzapin) trong ba thing cudi clia thai ky, bao gém cde tridu chimg ngoai thap
vivhoic cai thube c6 thé khac nhau vé mirc @6 nghiém trong va thoi gian. Da c6 béo cho vé
tinh trang kich dong, tang truong lyc, giam trirong lyce co, run, budn ngt, suy hd hip hoiic
16 loan an ubng. Do dé, tré so sinh can duoc theo ddi cin than.

Cho con bit

Trong nghién ctru trén phu nir khoe manh cho con by, olanzapin duoc bai tiét qua sita me.
Liéu trung binh & tré so sinh (mg/kg) trong trang thai én dinh duge wéce tinh 1a 1,8% liéu
olanzapin ctia me (mg/kg). Bénh nhéan khong nén cho con bii néu dang ding olanzapin.

Khe ning sinh san

Anh huéng 18n kha néng sinh san chua duoc biét.

Anh huing cia thude 1én khi niing ldi xe, vin hanh miy moéc
Chua ¢6 nghién ciu ndo ve anh huéng dén kha ning l4i xe va van hanh mdy moc di duge
thuc hién. Vi olanzapin co the géy ra budn ngti va chéng mit, nén canh bao vai bénh nhin

v& vin hanh may méc, bao gom ca xe c6 dong co.

Twong tic, twong ky clia thude

Twong tic:

Tré em

Cte nghién ctru trong tac chi duoe thye hién & ngudi lom.
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10.

Cdc treong (ac anh nrong dén olanzapin
Do olanzapin dwoe chuyén héa boi CYPLA2, nhimg chit co thé kich thich hogic frc ché

chuyén biél isoenzym nay cd thé anh hudng dén duge ddng hoe cta olanzapin.

Cam trng CYPIA2:

Chuycn hoa ¢ia olanzapin ¢ thé bj cam tmg bai hit thude 14 va carbamazepin, co thé 1lam
giam ndng do olanzapin. Quan sit thdy chi lam ting d6 thanh thai olanzapm & muc do nhe
dén trung binh. Hau qua trén 1am sang m thé con han ché, nhung cin theo ddi lam sang va
¢6 thé xem xét viée tang lidu olanzapin néu cin.

Ut ché CYPIA2:

Fluvoxamin, mot chét tic ché CYP1A2 chuyén biét, di duge chimg minh lam e ché viée
chuyén héa ctia olanzapin ding ké. Nong dé dinh {Cl‘l‘l'lx) cia olanzapin ting trung binh sau
khi ding fluvoxamin 12 54% & ngudi nit khéng hit thube 14 v 77% & ngudi nam hit thude
14. AUC ciia olanzapin tang tuong tmg la 52% vi 108%. Nén cin nhic ding lidu khoi diu
thap hon ¢ nhiing bénh nhén dang siv dyng fluvoxamin hojic bit ky thube (e ché CYP1A2
nio khéc, nhur ciprofloxacin. Nén céin nhiic giam lidu olanzapin néu bt dAu diéu tj voi mot
thude tre ché CYPIA2.

Gicimn sinh kha dung

Than hoat tinh lam giam sinh kha dung duong ubng cla olanzapin tir 50 dén 60%, vi vy
nén dung it nhét 2 gid truée holic sau khi dung olanzapin.

Fluoxetin (mét thude tic ché CYP2D6), liu duy nhét ctia thude khang acid (nhdm, magnesi)
ho#c cimetidin khéng dnh hudng dang ké dén duoc déng hoc clia olanzapin.

Anh heéng ciia olanzapin dén cde thude khde

Olanzapin ¢6 thé ddi khang tdc dung cuia thude chi van dopamin tryc tiép va gidn tiép.

In vitro, olanzapin khong trc ché cac isoenzym CYP450 chinh (nhu 1A2, 2D6, 2C9, 2C19,
3A4) va cling khong ¢co sy e c¢hé chuyén héa ctia cdc hoat chét sau day: thubce chéng trim
cam ba véng (hiu hét CYP2DG), warfarin (CYP2C9), theophyllin (CYP1A2) hoiic diazepam
(CYP3A4 va 2C19).

Olanzapin khong ¢6 tuong tic khi phdi hop véi lithium hmc blpcuden

Theo ddi ndng dd valproat huyét twong cho thiy khong cén chinh lidu valproat khi sir dung
ddng thoi véi olanzapin,

Hoai tinh trén hé thin kinh rung wong
Nén thin trong & nhitng bénh nhén ubng ruou hofic ding cac thube e ché hé than kinh

trung uong.
Khong khuyén cdo sir dung ddng thoi olanzapin vdi cac thube khing Parkinson & nhiing

bénh nhén bi bénh Parkinson va sa sit trf tug.

Khoang OTc:

Nén than trong khi str dung ddng thoi olanzapin véi cic thude lam ting khoang QTe.

ar A A = A
Téc dung khdng mong muon ciia thuie

Newdi lon

Cac tac dung khdng mong mudn tlmb'ng gip nhét (thudmg thiy 0 > 1 % bénh nhén) lién

quan dén viée str dung olanzapin 12 budn ngy, ting cin, ting bach céu 4i toan, ting prolactin,

cholesterol, glucose va tuglyccn(l bénh dai thdo dudng, tang sur thém 4n, chong mit, chiing

ngdi khéng yén, Parkinson, 161 loan van dong, ha huyét ap thé dimg, téc dyng khing
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cholinergic, ting enzym gan thodng qua khong triéu chimg, phét ban, suy nhuge, mgt moi va
phil né,

Bang dudi déy liét ké cac the dung khong mong mubn . Trong mdi nhom tan sudt, tdc dung
khéng mong mubn duge trinh bay theo thir ty giam déin mure dd nghiém trong. Céc thuéit ngit
tan suit duoc dinh nghia nhu sau: RAL thuomg gip (210%), thuong giip (21% va < 10%), it
gip (= 0,1% va < 1%), hiém gap (0,01% va < 0,1%), rat hiém gip (< 0,01%), khong 1d

(khong thé wdce tinh tir dit liéu c6 sin).

Riit thuing
gap

Thwong gip

it gip

Hi¢m giip

Khéng rd

R&i loan méu va h bach huyét

ey A .
[ang bach cau ai toan
10

33 2
Giam bach céu
Giam bach ciu trung
tinh '°

Giam tiéu cau
Tl

Roi logn h¢ thong mién dich

| Qua man''

Roi loan chuyén héa va dinh duing

triglycerid®®, glucose
niéu, ting cam giac
ngon migng.

Tang cin ! Téng m’ing do Tién trién hofic | Ha thén nhiét
cholesterol®®,  tang | 1am trdm trong | V!
glucose x ting | thém bénh dai

thao dudng doi
khi kém nhiém
acid-ceton hodc
hén mé, gom ci
mit sd trudng
hop tir vong. !!

A n X i
Roi loan h¢ thian kinh

Buon ngu

& . X
Hoa mit, chimg ngd1
khéng yén °, bénh
Parkinson®, r6i loan
van dong®.

Pong kinh xay
ra & ph?m lém
truong hop co
tien sir  dong
kinh hodc c6 cic
yéu t6 nguy co
chia dong kinh. !!
R&i loan trwong
lyc co (gbm ca
chuyén dong
mét xoay tron) !
R4 loan vin
dong mudn !
Mat tri nhg !
Chimg loan vén
ngon.

Héi ching chéin
khong yén.

Hoi chimg
than kinh 4c
tinh '?
Céc

chimg

thube” 12

triéu
ngimg

Ef)i Toan tim mach

|

|Nhip tim cham,

| Nhip  nhanh |
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tam  that/rung

khoing QT kéo 1
thét, dot tir'!

dai.

A r
i loan mach mau
Y
Ha huyét ap y
thé dimg'®

Thuyén tic
huyét khoi (bao
gbm thuyén tic
phdi va huyét
khoi tinh mach
sdu)

_Rﬁi loan hé hip, ngwe va trung thiit

[ Chay mau mii ® | |

R6i loan tiéu hoa

C6 tae dung khang
cholinergic nhe, tao
bon va khdé miéng
thodng qua.

Chudng bung® | Viém tuy'’

R6i loan gan mét
( Tiang cac
aminotransferase gan
(ALT, AST) thoéng
qua, khang triu
chirng, ddic bigt o giai
doan déu didu tri.

Viém gan (bao
gé)m ton
thwong 1€ bao
gan, Ur mét
hoiic thn
thuong gan
hén hop) !

A .
Roi logn da va i

no dwdi da

Phat ban

Phan tng nhay
cam voi  anh
sang, rung toc.

Phan (mg
do thube
kém tdng
bach céu i
toan va cac
triéu chirng
toan thin
(h¢i chimg
DRESS)

Roi loan md co

xwong va md lién ket

Pau co’

Tiéu co vin'!

_Réi logan thiin vi tict ni¢u

Tiéu khong tu
chu , son tiéu, bi
tigu, kho tiéu. '

Mang thai, thai

nghén va cdic tinh trang chu sinh

Hoi chirng
ngung
thude & tré
so sinh

K A A . P 3 A -
Roi loan h¢ thong sinh san va tuyen vu

ROI loan chitc ndng
cuong duong ¢ nam

gidi

V6 kinh
Vi phi dai
Pa tiét sita & niy

Cuong dau

duong vit kéo

dai."?
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9 & . - ) »
Giam ham muon tinh | Vi to & nam
duc & nam va nir gidi

Toan thin

Suy nhuge, mét moi,

ph

Sét 10
| Ciin lam sang
T;mg néng do Tang plmqphatase T#ng bilirubin
prolactin huyét | kiém'” toan phin
twong, ® Téng creatin

phosphokinase'!

Tang gamma
glutamyltransferasc
Tiing acid uric'”

10

! Tiing cin c6 y nghia lam sang duge quan sal thay trén Chi s6 khdi co thé (BMI). Sau khi
didu tri ng?m han (thod gian trung binh 47 ngay), ting cin 2 7% so voi khéi lugng co thé ban
ddu 1a it thuong gip (22,2%), = 15% 1a thuong gip (4,2%) va 2 25% la it gap (0,8%). Bénh
nhén ﬁng > ?%, > 15% va > 25% khéi luong co thé ban dAu khi ding thude lau dai (it nhét

48 tudn) 1a rat thwong gip (14n lwot 12 64,4%, 31,7% va 12,3%).

2 Tang trung binh cac gid tri lipid lic doi (cholesterol toan phan cholesterol LDL va
tr 15chu|d) cao hon & nhitng bénh nhén khong ¢d bing chimg vé 1di logn didu hoa lipid lGe
ban dAu,

3 Quan sit gid trj & mire binh tlur(‘mg ban dau lac déi (5,17 mmol/l) va ting lén mie cao (=
6,2 mmol/1). Nhiing thay dbi vé tdng mire cholesterol lic déi tr mire gidi han lic ban dau
5,17- <6,2 mmol) dén cao (= 6,2 mmol) la réit thuemg gap.

* Quan st gia tri & mic binh thlrorng ban déu ltc doi (<5,56 mmol/l) va tang 1én mic cao (>
7 mmol/l). Nhitng thay ddi vé dmmg huyét lic d6i tir gidi han lic ban ddu (> 5,56- <7
mmol/l) dén cao (> 7 mmol/l) 1 rat thudong gip.

S Quan sat gia tri & mure binh thudng ban dau lic doi (<1,69 mmol/l) va ting [&én mic cao (=
2,26 mmol/l). Sur thay doi triglycerid ltic doi tir mic giGi han lic ban déu (> 1,69 mmol/I-

( <2,26 mmol/l) dén cao (> 2,26 mmol/l) 13 rat thudmg gap.

' S Trong cdc thir nghiém ldm sang, ty 1€ méic bénh Palkimon va rdi loan truong luc co ¢ bénh
nhin dm;:rc diéu tri bing olanzapin cao hon vé mat sb luong, nhtmg khang khac bigt co y
nghia thdng ké so véi gia duge. Nhilng b¢nh nhén dugce didu tri bang olanzapin ¢d ty 1§ méc
bénh Parkinson, chimg loan than kinh va rdi loan truong lyc thép hon 50 v6i nhimg ngum
ding IlCll hiéu chinh cua haloperidol. Do khdng c6 théng tin chi tiét vé tidn sir méc cac
chimg rdi loan vén dong ngoai thap cdp tinh va mudn, hién tai khong thé két luan rang
olanzapin it gay ra r6i loan vén ddng muon va/hodc céc hoi clurng ngoai thap mudn khac.

7 Céc triéu chiing cép tinh nhur dd md hdi, mit ngh, run, lo Jing, budn nén va ndn da dugce
bao cdo khi ngling olanzapin djt ngdt.

§ Trong céc thir nghiém lam sang kéo dai dén 12 tudn, nong dd prolactin huyét trong vugt
qua gidi han trén clia giéi han binh thudng & khoang 30% bénh nhin dugc diéu tri bing
olanzapin ¢é gid tri prolactin ban déu binh thuong. O phén lén nhitng bénh nhén nay, mirc
ting noi chung 12 nhe, va duy tri dudi hai lAn gi¢i han trén cha gi¢i han binh thudng.
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? Tac dyng khéng mong mudn duoe xde dinh tir cdc thir nghi¢m lam sang trong Co sé& dir
lidu tich hop olanzapin (Olanzapin Integrated Database).

10 Puge danh pid bing cc gid tri do duge tir ce thir nghig¢m 1am sang trong Cor so dit ligu
tich hgp olanzapin,

U Tac dung khéng mong mudn duge xédc dinh tir bdo cdo hiu tidp thi ty phat vi tin sudt
duge xéc dinh b*fing cich sir dung Co s& dir li¢u tich hop olanzapin.
12 Tac dung khong mong mudn duge xée dinh tir bdo ¢do hiu tiép thi tr phat voi tAn sut
wée tinh & gidi han trén cha khoang tin cdy 95% bang cdch sir dung Co s& dir ligu tich hop
olanzapin.

Dimg thude thei gian dai (1t shdt 48 tudin)

Ty 18 bénh nhédn gip nhimg thay ddi bit loi, ¢6 y nghia 1dm sang nhw ting cén, tang glucose,
cholesterol toan phan/LDL/HDL hofic triglycerid da ting theo thosi gian. O nhiimg bénh nhén
truomg thanh di hoan thanh 9-12 thang didu trj, the dé ting duong huyét trung binh chim lai
sau khoang 6 thang.

Théng tin bo sung vé cdc ddn s6 ddie biél

Trong cdc thir nghié¢m ldm sang trén bgnh nhin cao tudi bi sa sat tri g, diéu tri bing
olanzapin cé lién quan dén ty 1& tir vong va phan img ¢6 hai t:én mach méu nio cao hon so
voi gia duge, Céc phan tmg ¢6 hai riit phé bién lién quan dén viée st dung olanzapin & nhom
bénh nhan nay 1a dang di bét thuomg va té ngd. Viém phdi, tang thin nhiét, hén mé, ban do,
ao giac thi gidc va tiéu khong kiém soét dugce quan sat thiy thudng gip.

Trong cic thir nghiém lam sang & bgnh nhan rbi loan tAm thin do thude (chii vin dopamin)
lién quan dén bénh Parkinson, céc tri¢u chimg Parkinson v do giac trg nén trim trong hon
da duoc bao cdo rit thudng giip va thudng xuyén hon so voi gia dugc.

Trong mét thir nghiém 1am sing ¢ bénh nhén hung cam ludng cuc, phoi hop valproat vdi
olanzapin 1am giam ty 18 bach cu 12 4,1%; mdt yéu té tiém nang c6 thé 1a do ndng dd
valproat huyét tuong cao. Olanzapin duge sir dung cing v6i lithium hodc valproat [am ting
mite do run, khé miéng, ting cam gidc thém dn va ting can (>10%). R&i loan ngdn ngilt cling
dwoc béo cdo phd bién. Khi didu tri két hop olanzapin vai lithi hodc divalproex, c6 17,4%
bénh nhan ting > 7% so véi khéi lugng co thé ban ddu trong thai gian diéu tj cép tinh (Ién
dén 6 tudn). Didu trj olanzapin dai han (1én dén 12 théng) dé ngiin ngira tai phat & bénh nhan

( g R ) WA s 2 T 4
% 61 loan ludng cue ¢6 lién quan dén viée lang = 7% khdi luong co thé ban dau & 39,9% bénh
nhan.

Chéng chi dinh olanzapin cho tré em va tre vi thanh nién dudéi 18 tudi. Trong mdi nhom tin
sudl, phan img duge trinh bay theo thir ty giam dAn murc do nghiém trong. Mac du khong cd
nghién ctru 14m sang nao duge thiét k& dé so sanh thanh thiéu nién voi ngudi lon dd dugce
thye hién, dit lidu tr cée thir nghig¢m danh cha thanh thiéu nién duoc so sanh véi dit liu cua
céc thir nghiém danh cho ngudi Ién.

Bang sau ddy tém tit cac tac dung khong mong mudn duge bio cdo véi tn sudt nhiéu hon &
bénh nhan vi thanh nién (tor 13-17 tudi) so v&i bénh nhén trudng thanh hoiic chi duge xdic
dinh trong céc thir nghi¢m 1am sing ngdn han & bénh nhén vi thanh nién, Tang cdn co y
nghia lam sang (> 7%) dudng nhur xay ra thudng xuyén hon ¢ dan s6 vi thanh nién so voi
ngudi treéng thanh véi mire phoi nhidm tuong duong. Mire d) ting can va ty 1€ bénh nhan

vi thanh nién ting can cé ¥ nghia lam sang khi ding thude 14u dai (it nhét 24 tudn) cao hon
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50 vGi sir dung ngén han. Cde thufit ngi tn sufit duge dinh nghia nhu sau: RAt thuong gip
(>10%), thudng gip (>1% va < 10%).

R&i logn chuyén héa vi dinh dudng
Ré1 thuome gdp: ting cin'?, ting ndng d§ b glycerid", tang cam gidc thém an.
Thieomg geip: ting ndng dd cholesterol'.

R&i loan hé than kinh

Rét thiromg géip: an thin (bao gdm ngi lim, tho o, budn ngt)
R&i logn hé tidu héa

Thicong gdp: khé migng

R&i loan h¢ gan mit
Rt thiremg gip: enzym gan ALT/AST ting cao

Cin lim sing
Réit thieomg gdp: gidm bilirubin toan phin, GGT ting, ndng do prolactin huyét tuong ting'®

»

13 Sau khi diéu tri ng‘fm han (thoi gian trung binh 22 ngdy), tang = 7% so voi khai lugng co thé

ban diu (kg) 1a rat thuong gip (40,6%), = 15% so voi khéi lweng co thé ban diu 1a thuang gip
( (7,1%) va > 25% la thuong gip (2.5%). Néu str dung trong thoi gian dai (it nhét 24 tuin), co
‘ sa¢%a&rmmgmngzw%:ﬁ3%:m@z15%\@29J%1mg325%sovanménum@caﬂé

ban dau cia ho.

14 Quan sat gi tri & mae binh thudmg ban dau lic déi (1,016 mmol/l) tang 1én mite cao (= 1,467

mmol/l) va thay ddi gia tri triglycerid lic @61 tr mre gidi han lue ban dhu (= 1,016 mmol/l -

<1,467 mmol/l) Ién mirc cao (> 1,467 mmol/l).

IS Thay ddi tdng ndng do cholesterol mirc binh thuong ban ddu lac doi (<4,39 mmol/l) ting 1én

mirc cao (= 5.17 mmol/l1) 1a thudng gip. Thay dbi tong ndng do cholesterol mirc binh thudng ban

dau lac déi (= 4,39- <5,17 mmol/l) tang lén muc cao (= 5,17 mmol/l) Ia rét thudmg gip.

16 Nong do prolactin huyét twong ting cao duge béo cdo & 47,4% bénh nhén vi thanh nién.

11. Qua Lidu va cach xiv tri

Triéu chitng

- Triéu chimg rat thuomg gip khi qua lidu (>10%) bao gdm mach nhanh, lo dw/hung hang,
rdi loan vAn ngdn, cc tridu chimg ngoai thap khic nhau, giam muec do y thitc tir an than
dén hon mé,

Céc di chimg niing khéc ctia qua lidu bao gbm mé sang, co giat, hon mé, ¢6 thé co hoi

chitng thén kinh 4c tinh do thudc an thin, Gc ché hd hip, ting huyét ap hofc ha huyét ap,

loan nhip tim (< 2% céc truong hop qua liéu) va ngung tim phdi. Két cuc tir vong di

duoce bdo cdo cho qua liéu cép tinh thép nhét [a 450mg nhung troong hop song sét cling

da duoge bdo céo sau khi dliing qué liéu cép tinh khoang 2g olanzapin dudng udng.

- Khéng co thude giai doc dde hi¢u cho olanzapin. Khong khuyén cdo gy non. C6 thé xem
xét trinh tu xir 1y qua liéu chuén (nhu rira da day, dung than hoat tinh). Str dyng ddng thoi
than hoat tinh lam gidm sinh kha dyng dudng udng ctia olanzapin tir 50% dén 60%.

- Piéu tri tridu chimg va theo ddi chire nang sbng con cua cic co quan dya frén tinh trang
lam sing, bao gdm diéu tri ha huyét 4p va tryy tim mach kém hd tro chite ning hd hap.

- Khéng nén sir dung epinephrin, dopamin, hodc céc thubc cudng giao cam dbng van beta
khac do viée kich thich beta ¢ thé 1am ha huyét ap niing hon.

- Cin theo dbi tim mach d& phét hién céc o1 loan nhip tim ¢ thé xay ra. Nén tiép tuc theo
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ddi va giam sat chit ché cho dén khi bénh nhiin hoi phye.

12. Die tinh dwoe Iye hoe

13,

Nhim dicere Iy: Nhom thude chéng loan than.

Ma ATC: NOSA HO3,

Olanzapin 12 thude chéng loan thin, chong hung cam va &n dinh tam trang thé hién mdt hoat
tinh duge 1y hoc rong trén moit sd hé thy thé. Olanzapin ¢6 4i lue v6i cac thy thé serotonin
SHT2A/2C, SHT3, SHT6; dopamin D1, D2, D3, D4, D5; thy thé musearinic cholinergic m1-
m$; al adrenergic; va thy thé histamin H1. Olanzapin lam giam ddp Gng né tranh cd diéu
kién, 1a mét thir nghi¢m xde dinh tdc dyng chéng loan thin khi dung lidu thip hon lidu gly
ra chimg gift nguyén thé, la mdt tac dung khéng mong mudn trén chic ning vin dong.
Khong giéng nhu mot s6 thude chdng loan thin khéc, olanzapin gdy ting dap ung trong thir
nghiém "lam gidgm ching lo du".

Tre em

Dir lidu vé hiéu qua ¢o kiém sodt & thanh thiéu nién (1 13 dén 17 tudi) duge gidi han trong
cde nghién cliu ngan han trén bénh tam thiin phén liét (6 tudn) va humg cam lién quan dén rbi
loan lwéng cue 1 (3 tudn) thire hién voi sb luong dudi 200 thanh thiéu nién. Olanzapin dugc
stt dung nhur linh hoat tir 2,5 va c6 thé 1én dén 20 mg/ngdy. Trong thoi gian diéu tri bing
olanzapin, thanh thiéy nién tang cAn nhiéu hon dang ké so vai ngudi 16m. Mire do thay abi
nong dé cholesterol toan phén, LDL cholesterol, triglycerid lic ddi va prolactin & thanh
thiéu nién nhidu hon so vdi ngudi 16n. Khong c6 dit ligu c6 kiém soét vé sy duy tri te dOng

heie tinh an toan dai han.

Pic tinh dwge djng hoe

Hip thu

Olanzapin dugc hip thu t&t sau khi udng, dat ndéng do dinh huyét tuong trong vong 5 dén 8
git. Thirc dn khéng énh hudng dén sy hip thu clia thube. Chura xdc dinh duge sinh kha dung
tuyét déi dudng ubng so véi dudng tinh mach.

Phdn bé

Khoang 93% olanzapin giin két véi protein huyét twong khi nbng dd thube trong khodng 7
dén 1000 ng/ml. Olanzapin gén két chi yéu voi albumin va alpha | -acid-glycoprotein.
Chuyén héa

Olanzapin duoc chuyén hoa tai gan qua qud trinh lién hgp va oxy hoa. Chét chuyén héa
chinh 1a 10-N-glucuronid va khéng qua dugc hang rio mau ndo. Cic cytochrom P450-
CYP1A2 va P450-CYP2DG6 tham gia vao viéc tao ra céc chét chuyén héa N-desmethyl va 2-
hydroxymethyl. Tdc dung duge |y chtt yéu 1a do olanzapin.

Thai trir

Sau khi ding dudmg ubng, thoi gian ban thai trung binh cua olanzapin ¢ ngudi khée manh
thay dbi phy thude vao tudi va gidi tinh.

G nguoi cao tudi khée manh (65 tudi tro 1én) so vai d6i tugng khong phai ngudi cao tubi,
thoi gian ban thai trung binh kéo dai (51,8 so v6i 33,8 gid) va @6 thanh thai gidm (17,5 so
voi 18,2 1/gidy). Su thay déi duoc dong hoc quan st duge & ngudi cao tudi nim trong pham
vi so véi déi tuong khong phai ngudi cao tudi. Dbi v6i 44 bénh nhéin tim thAn phén liét > 65

tudi, dung lidu tir 5 dén 20 mg/ngdy khéng c6 sy lién quan dén bit ky hd so phin biét nao vé

cac tac dung khong mong mudn.
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14.

16.

O @bi trong nit gidi so voi nam gidi, thoi gian ban thai trung binh hoi kéo dai (36,7 so vai
32,3 gitr) va do thanh thai giam (18,9 so véi 27,3 1/gicr). Tuy nhién, olanzapin (5-20 mg) cho
thiy mtrc dd an toan twong duong & bénh nhén nir (n = 467) nhw & benh nhan nam (n = 869).
Suy thén

@ bénh nhan suy than (d thanh théi creatinin <10 ml/phiit) so véi ngudi khoe manh, khong
¢6 sy khic biét ¢6 ¥ nghia v& thoi gian ban thai trung binh (37,7 so véi 32,4 gid) hodc d§
thanh thai (21,2 so voi 25,0 Vgid). Mot nghién cliru cho thiy klioang 57% olanzapin durge
déanh diu phong xa xuat hign trong nude tiéu, chil yéu 13 chét chuyén héa,

Neari it thude

0 ngudi hit thude ¢6 rdi loan chire niing gan nhe, thoi gian ban thai trung binh (39,3 gid)
kéo dai va do thanh thai (18,0 Vgit) gidm twong tir nhur déi tugng khoe manh khéng hat
thudc (twong tng 48,8 gio va 14,1 1/gid).

O @bi twgng khong hut thude so voi dbi twong hit thude (nam va nif), thoi gian bén thii
trung binh kéo dai (38,6 so véi 30,4 gid) va do thanh thai gidm (18,6 so va&i 27,7 Vgid).

D6 thanh thai trong huyét trong clia olanzapin thiip hon & ngudi cao fudi so vai ngudi tré, &
nit so véi nam va & ngudi khong hat thude so véi ngudi hit thude. Tuy nhién, mic dd anh
hudmg cia tudi tde, gidi tinh hojic hat thude dbi voi d6 thanh thai va thoi gian ban hiy clia
olanzapin 1a nho so voi syt khdc biét luug thé gitta cdc ¢é nhén.

Trong mgt nghlcn ciru vé nglrm da tring, nguoi Nhit Ban va ngudi Trung Quéc, khéng cb
sir khéc bigt vé cdc thong sb duoe déng hoe gitta ba chiing (ge.

1ré em

Céc dic tinh duge dong hoc cta olanzapin & thanh thiéu nién (13-17 tudi) twong ty nhur &
ngm’n 16m. Nong do olanzapin trung binh & thanh thiéu nién cao hon khoang 27%. Su khac
biét vé nhan khiu hoc gifta thanh thidu nién va nguoi 16n bao gbm trong lugng co thé trung
binh lhap hon va sé hrong th'mh thidu nién hut thube 14 it hon so véi ngudi 16n. Céc yéu t6
do6 ¢o thé gop phan lam cho ndng dé olanzapin trung binh ¢ thanh thiéu nién cao hon so véi

ngudi lon.
Quy cdch déng goi: Hop 1 vi x 10 vién, Hop 10 vi x 10 vién )
:)‘y\

s A A 9 = " A A A = F.e
. Piéu ki¢én bdo quin, han diing, tiéu chuiin chat lwgng caa thuic

Piéu kién bio quin: Bio quan dudi 30°C.
Han diing: 18 thang ké tir ngay san xudt
Tiéu chuin chit Twong: USP

- . < - o A A
Tén, dia chi co s& san xuit thuoe

CADILA PHARMACEUTICALS LIMITED
1389, Trasad road, Dholka - 3822285, District: Ahmedabad, Gujarat, An Db
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