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Rx

OLPICAD 5

Cac dau hidu lvu y va khuyén cdo:

Doc ki hiedng dén str dung trieée khi ding.

Dé xa tam tay tré em.

Théng bao ngay cho bdc sy hodic diege sy nhitng tde dung khong mong muén gép phai khi sir
dung thuoc.

Thuée nay chi diing theo don thuoe

1. Thanh phin céng thire thude
MObi vién nén bao phim chira:
Thanh phan hoat chét: olanzapin Smg
Thanh phdn td duge: lactose monohydrat, microcrystallin cellulose, polypl
hydroxy propyl cellulose, magnesium stearat, opadry white (03K 18416)

TAI THANH PHO
i thifaminn

2. Dang bao ché: vién nén bao phim.
M0 ta diic diém thude: Vién nén bao phim hinh tron méu triing hodic hoi tréng, hai mit 10i,

mot mit khic “C5” va mat con lai tron.,

3. Chi dinh

Nguwoi lom

- Olanzapin duge chi dinh dé diéu trj tim than phén liét.

- Olanzapin ¢6 hiéu qua trong viéc duy tri ¢di thi¢n tinh trang bénh trén 1dm sang khi tiép
tuc didu tri cho nhiing bq:nh nhén di c6 ddp img ban dau.

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

- O nhiing bénh nhén ¢6 giai doan hung cam dép tng voi olanzapin, olanzapin duoc chi
dinh dé du phong tai phat trong trudng hop rbi loan ludng cuc.

4. Liéu diing — Cich dimg

( Nguoilon
Tém than phan liét: Liu olanzapin khoi diu khuyén cdo la 10mg/ngay.
Giai doan hieng canr. Liéu khéi dau 1a 15mg hang ngay, ubng mét lin duy nhét trong don tri
liéu hodic 10mg hang ngay tlong liéu phéap phoi hap thude.
Dur phong tdi phat tr ong réi loan hrm?g cure: Lidu khoi dau 1a 10111g/ngf1y Vi nhitng bénh
nhén dang str dyng olanzapin dé didu trj giai doan hung cam, tiép tuc du phong téi phat v&i
cung mirc lidu. Néu ghi nhén giai doan hung cam méi xuét hién - hén hop hodic trAm cam,
can tiép tuc dung olanzapin (véi liéu t6i wu theo nhu cau) cling voi thude diéu tri cdc tridu
chimg cam xtic Uy theo tinh trang bénh trén lam sang.
Khi diéu trj tim than ph'm liét, giai doan hung cam va du phong tai phat trong rdi loan ludng
cue, ¢6 thé didu chinh liéu hang ngay dua trén tinh trang 1am sang cua tung bénh nhén trong
khoang liéu tir 5-20mg/ngay. Chi nén tang lidu cao hon lidu khoi dau khuyén céo sau khi d@
déanh gi4 lai tinh trang bénh nhan va chi nén tang lidu sau khoang thoi gl'm trén 24 gid.
C6 thé str dung olanzapin khéng phu thudc vao bita &n do mirc do hip thu thude khong bi
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anh hudng boi thue dn. Cén giam lidu olanzapin tir tir khi ¢6 ¥ dinh ngiing thube.
Bénh nhin cao tudi
Liéu khoi dau thdp hon (Smg/ngay) it duge chi dinh nhung c6 thé cAn nhéic sir dung cho
bénh nhén tir 65 tudi tré 1én néu cée yéu t6 1am sang cho phép.

Bénh nhin suy than va/hodc suy gan
C6 thé can nhic st dung lidu khoi diu thip hon (Smg/ngdy) & nhitng bénh nhén nay. Trong
truong hop suy gan muc dd trung binh (xo gan, Child-Pugh A hodc B), nén sir dung lidu
khoi diu 12 5mg va cén than trong khi ting s liéu.
Bénh nhan hiit thuéc
Thudng khong can phai thay dbi lidu khéi dau va khoang liéu khi sir dung cho bénh nhan
hat thube va khong hat thude.
Néu bénh nhan ¢ nhiéu hon mot yéu té nguy co c6 thé lam giam chuyén héa thude (gisi
tinh nit, cao tudi, khéng hat thudce), cAn cén nhéc giam liéu.
Can than trong khi ting lidu & nhitng bénh nhin nay.
Trée em
Khong khuyén cdo sir dung olanzapin cho tré em va thiéu nién duai 18 tudi do chua c6 dir
liéu vé do an toan va hiéu qua cua thude trén cée ddi twong bénh nhan nay. Mite dd ting cin
16n hon, thay ddi lipid va prolactin nhiéu hon & thiéu nién so véi & ngudi 16n da duge bao

cao.

Chéng chi dinh
- Man cam véi thanh phan hoat chit hojic bat cit thanh phin t4 dugc nao ctia thube.

- Olanzapin ciing chéng chi dinh & bénh nhan ¢6 nguy co ting nhin dp (glaucoma) goc

hep.

Cianh b#o va thin trong khi ding thude

Trong qué trinh didu tri bing thudce chdng loan than, viéc cai thién tinh trang lam sang cla
bénh nhan c6 thé mit vai ngay dén vai tudn. Bénh nhan can duoc gidm sat chiit ché trong
thoi gian nay.

Sa sit tri é lien quan dén réi loan tam than vathodc réi loan hanh vi: Olanzapin khong
duoc ding dé diéu tri sa sat trf tué lién quan dén rdi loan tam than vi/hoic ri loan hanh vi.
Khéng khuyén cdo sir dung cho nhém bénh nhéan nay do lam tang ty I tir vong va ting nguy
co tai bién mach mau ndo.

Trong céc thtr nghiém lam sang co déi chimg véi gm duge (thoi gian 6-12 tudn) trén bénh
nhén cao tudi (trung binh 78 tudi) bi réi loan tAm than lién quan dén sa sit tri tué va!hoac
cac hanh vi rdi loan, ty 1¢ tir vong & bénh nhén duge didu trj bing olanzapin ting glp 2 lan
so voi nhitng bénh nhin dugc diéu tri bing gia dugce (twong (mg vai 3,5% va 1,5%).

Ty 1& tr vong cao hon khong lién quan dén lidu olanzapin (liéu trung binh hang ngay la
4,4mg) 110’10 thoi gian diéu tri. Céc ycu t6 nguy co 6 thé 1am ting ty 1& tr vong cua bénh
nhan bao gdm tudi > 65 tudi, chimg kho nubt, an thin, suy dinh dudng va mét nude, chire
ning phoi (vi du: viém phdi, ¢6 hoiic khong c6 hit thude), hodc st dung ddng thoi cac thude
benzodiazepin. Tuy nhién, ty I€ tr vong ¢ 11htrng bénh nhan duoc dicu tri bang olan7ap1n
cao hon & nhimg bénh nhan dugc didu tri bang gia duge khong phy thude vao céc yéu tb

nguy co nay.
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Trong céc thir nghiém 1am sang tuong tu, céc téc dung khong mong muon trén mach mau
nao (CVAE, vi du nhu dot quy, con thiéu mau cuc bd thoang qua), bao gdm ca tir vong, da
duge bdo cdo. Cé sy gia tang gdp 3 lan CVAE & nhitng bénh nhén duoc didu tri bing
olan?apm so véi nhitng bénh nhan duge dicu tri bang gia duge (twong lrng vo: 1,3% va
0,4%). TAt ca bénh nhan duge dicu tri b'mg olanzapin va gia dugc gip bién ¢é mach mau
niio déu c6 céc yéu té nguy co tir trude. Tudi > 75 va sa sat tri tué kiéu mach mau/hén hop
duoc xdc dinh 1a cic yéu t& nguy co ciia CVAE khi didu tri bang olanzapin. Hi¢u qua cua
olanzapin khéng duoc thiét ldp trong nhimg thir nghiém nay.

Bénh Parkinson: Khong khuyén céo st dung olanzapin trong diéu i bénh rdi loan tam thin
lién quan dén chi vin dopamin & bénh nhén Parkinson. Trong cde thir nghtcm lam sang, cdc
triéu chirng Parkinson va ao gidc tr¢ nén tram trong hon duge bdo cdo rat phd bién va
thuong xuyén hon so véi gia duge, va olanzapin khéng higu qua hon gia duge tlong, diéu tri
cac fri¢u clmng loan than. Trong cic thir nghiém my, ban dau bénh nhan duge 6n dinh véi
lidu llnp nhét cua cac thube chdng Parkinson (chét chu van dopamin) va duy tri liéu llr(mg
trong sudt qua trinh nghién ctru. Olanzapin duge bét ddu véi lidu 2,5mg/mgay va duoc diéu
chinh dén mure t6i da 1a 15 mg/ngay dya trén danh gia cua chuyén gia.

Hoéi chirmg than kinh de tinh do thude an than (NMS): NMS 14 tinh trang ¢6 khé ning de doa
tinh mang lién quan dén viéc diéu tri bang cic thude chdng loan than. Khi bénh nhéan c6 céac
ddu hiéu va triéu chimg cia NMS, hodc c6 sot cao khéng rd nguyén nhan ma khong cod
nhitng biéu hién 1am sang cia NMS, phai ngung tht ca cac thudc chéng loan thén, ké ca
olanzapin. Breu hién 1am sang cia NMS 12 ting than nhiét, cimg co, thay dbi trang thai tdm
th'm v mat on dinh hé than kinh tw cht (mach hodc huyét ap khéng déu, nhip tim nhanh, dod
md hai va ri loan nhip tim). Cée déu hiéu khéc ¢o thé bao gdm ting creatin phosphokinase,
myoglobin niéu (tiéu co van) va suy thén cdp. Néu bénh nhan xuét hién céc déu hiéu va triéu
chimg biéu hién ciia NMS, hogc c6 biéu hién sét cao khong rd nguyén nhiin ma khong co
biéu hién lam sang khéc cia NMS, phai ngimg sir dung tit ca céc loai thudc chdng loan
than, bao gdm olanzapin.

Teing dieong huyét va bénh ddi théo dirong

DA ¢6 bdo cdo kha hiém vé tinh trang ting dudng huyét va/hoiic xudt hién hojc bf‘:uh dai
thao duorng trdy nén niing hon déi khi két hop \fm nhidm ceton acid hodic hdn mé, bao gom ca
mot sb truong hop gy tir vong. Trong mdt sb trudng hop, ting cén trude do co thé 1a mot

yéu td gy bénh.

Nén theo doi 1dm sang thich horp dua theo huéng dan chong loan than, vi du: do dudng
huyét tai thoi diém ban diu, 12 tudn sau khi bét dau didu tri béng ol'mzapm va hang nam sau
c[o Bénh nhén duge diéu tri bing bt ky loai thube chéng loan than nao, bao gdm olanzapin,
can dwoc theo dai céc ddu hiéu va triéu chimg cia tang duong huyét (ching han nhu chimg
khat nude, da niéu, chimg dn nhiéu va suy nhuge) va nén theo doi thuémg xuyén bénh nhan
dai thao dudng hodc co céc yéu td nguy co ctia bénh déi thio duong dé tranh tinh trang kiém
soat glucose trd nén xAu di. Nén theo doi can ning thuong xuyén, vi du: khoi diu, 4, 8 va 12
tudn sau khi bit ddu diéu tri bing olanzapin va hang quy sau do.

Thay déi lipid: Nhimg thay doi khéng mong mubn vé lipid da duge quan sat thdy & nhimng
bénh nhén dwoc diéu tri bing olanzapin trong cc thir nghi¢m ldm sang c6 dbi chimg véi gm
duge. Thay ddi lipid nén duoe xtr trf 1am S'lll}_., phu hop, d'lc biét 12 & nhitng bénh nhan rbi

loan lipid mau va ¢ nhiing bénh nhan co6 yéu 16 nguy co rbi loan lipid. Bénh nhan diéu tri
3/13

v ok

P I e—

r

Tl




https://trungtamthuoc.com/

véi bt ky thude chéng loan thin nao, bao gdm nlanzapm nén duge theo doi lipid lhxrcmf,
xuyén theo huéng din sir dyng thudc chéng loan than, vi du: khoi déu, 12 tudn sau khi bét
diu diéu tri bing olanzapin va mdi 5 ndm sau do.

Hoat tinh khdng cholinergic: Trong khi olanzapin chimg minh hoat tinh khéang cholmclyc
in vitro, kinh nghiém trong cac thir nghiém lam sang cho thiy ty 1é thdp xay ra cdc bién cb
lién quan. Tuy nhién, kinh ng,lm.m lam sang cua olanzapin con han ché & nhlmg bt:nh nhan
c6 bénh ddng thoi, vi vdy can than trong khi st dung cho b¢nh nhan phi dai tuyén tién liét,

1iét rudt va cac tinh trang lién quan.

Chite néng gan: Cac aminotransferase gan, ALT, AST thuong dwoc ghi nhan la téng thoang
qua va khong cé triéu chimg, dic biét 1a trong didu tri sém. Nén than trong va theo ddi &
nhitng bénh nhan ting ALT va/hodc AST, bgnh nhén ¢6 d4u hiéu va triéu ching cua suy
gan, bénh nhén cé cac tinh trang lam han ché chitc nang dy trir gan tir truée, va & nhiting
bénh nhan dang dugc diéu tri voi cic loai thude ¢6 kha nang giy doc cho gan. Trong trudng
hop viém gan (bao gom ton tlur(mg_ té bao gan, gan & mét hoic ton thuong gan hon hop) da
duge chén do zm nén ngung diéu tri v6i olanzapin.

Gmm bach cdu: Can than trong & nhitng bénh nhin giam s6 lwong bach ciu vi/hoic bach
cau tr ung tinh do bit cir nguyén nhan nao, nhimg bénh nhin ding cac thudc gy ra giam
bach cau trung tinh, bénh nhin ¢6 tién sir dimg thude 1am e ché/ gy doc tiy xwong, nhitng
bénh nhan c ché tuy xuong do cdc bénh déng thoi, xa tri hodic héa tri li¢u va bénh nhén
ting bach cau i toan hogc tang sinh tiy. Giam bach céu thudng duge bdo céo khi sir dung
dong thoi olanzapin véi valproat.

Neung diéu tri: Cac triéu ching cAp tinh nhu: v md hdi, mét ngu, run, lo au, budn nén hozic
nén duge béo cdo 1a hiém gip (= 0,01% va < 0,1%) khi ngung dot ngot olanzapin.

Khodng OT: Trong cac thir nghiém lam sang, sy kéo dai QTc ¢6 y nghia lam sang (gia fri
QT hiéu chinh Fridericia [QTcF] > 500 mili gidy tai bt ky thoi diém nao sau thoi diém ban
dau & bénh nhan c6 QTcF ban dau <500 mili gidy) la khong thudng gép (0 1% dén l%) o
bénh nhan duge diéu tri bing olanzapin, khong c6 su khic biét déng ké v& cac bién cb tim
lién quan so voi gia duge. Tuy nhién, nén than uong khi sir dung olanzapin véi cac thude
lam tang khoang QTc, déc biét 1a & ngudi cao tudi, bénh nhan cé hdi chimg QT kéo dai bam
sinh, suy tim sung huyet, phi dai tim, ha kali mau hoéc ha magnesi mau.

Huyét khoi tinh mach:

Su lién quan gitta vige dicu tri bing olanzapin va huyét khdi tinh mach hiém khi xay ra (ty 1é
<0,01%). Mbi quan hé nhan qua gitra hién tuong huyét khdi tinh mach va viée diéu tri bing
olfmmpm chua dugc xac dinh. l"uy nhién, do nlumg bénh nhén bi tam than phén liét thuong
6 cac yéu to nguy co ctia huyét khdi tinh mach, can phai xac dinh va c6 bién phap phong
ngira tat ca cac yéu td nguy co cua huyét khéi tinh mach, vi du nhu ¢6 dinh bénh nhan.

Hoat tinh trén hé than kinh trung wong: Nén than trong khi str dung cling véi rugu va cac
loai thudc tic dong than kinh tu.mg wong khac. Do déc tinh d6i khang dopamin in vitro,
olanzapin c6 thé ddi khang truc tiép va gian tiép tac dung clia cac thube chii véin dopamin.
Déng kinh: Nén sir dung than trong olanzapin trén nhiimg bénh nhéan ¢6 tién sir dong kinh
hosic dé bi anh hudng bdi cic yéu 6 ¢o6 thé lam gidm ngudng dong kinh. Céc con dong kinh
dii dugc bdo céo hiém khi xdy ra ¢ nhung bénh nhéan da duoc diéu tri v6i olanzapin.

Roi iocm van dong muon: Nguy co 1oi loan van déng muon ting 1én khi diéu tri 1au dai, va

do d6 néu xuét hién cdc dAu hiéu hoiic triéu chimg cia £oi loan van dong mudn & bénh nhén
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str dung 0]’1112‘1])11] nén can nhéc gmm lidu hoiic ngung diéu tri. Nhitng ridu chimg ndy c6
thé tam thoi xdu di hogic thim chi xudt hién sau khi ngung didu tri.

Fla huyét dp fue thé: Ha huyét ap tu thé thuong dugc bhl nhin & nguoi cao tudi trong céc thir
nghiém lam sang voi olanzapin. Cling nhu nhitng thudc chéng Joan thin khac, khuyén céo
nén do huyét dp dinh ky ¢ nhing bénh nhén trén 65 tudi.

Dét tir do tim: Trong mdt nghién ciru quan sat héi ciru, nguy co d6t tir do tim & nhitng bénh
nhén diéu tri véi olan?apm duge gia dinh la khoang gép dbdi so v6i nguy co ¢ nhitng bénh
nhan khong st dung thudc chdng loan than.

Tré em: Olanzapin khong duge chi dinh dé sir dung trong diéu tri cho tré em va thanh thiéu
nién. C’iC nghién ctru & bénh nhén tir 13-17 tubi cho thdy cac phan tmg bét loi khéc nhau,
bao gbm ting cin, thay dbi céc thong sé chuyén hoa va tang nong do prolaclm

Lactose: San phim ndy c6 chira lactose. Bénh nhén c6 cac vAn d& di truyén hiém gip vé
khong dung nap galactose, thiéu men Lapp lactase hogic kém hp thu glucose-galactose

khong nén dung san phim nay.

St dung thude cho phu nii ¢ thai va cho con bt

Phu nit ¢6 thai

Khéng c6 cée nghién um ddy du va dugce kiém soat tdt trén phu nir ¢6 thai. Bénh nhén nén

théng bdo cho bdc si néu c6 thai hodic du dinh ¢6 thai trong khi diéu tri vai olanzapin. Tuy

nhién, boi vi cac n;_,hlcn ctru con han ché, chi nén st dung olanzapin trong thai ky khi loi ich

Ién hon nguy co tiém t'mg dbi véi thai nhi.

Céc bdo cdo tu phat vét hiém khi c6 céc biéu hién run, ting truong luc co, thdr o va budn ngi

& tré sinh ra tir nhitng ba me di st dung olanzapin trong 3 thang cubi thai ky

Nguy co bi cdc phan tmg c6 hai ¢ tre 50 sinh ¢6 ngudi me st dung thube chdng loan than

(bao gém olanzapln) trong ba thang cudi cta thai ky, bao gdm céc triéu chimg ngoai thap
vivhoic cai thude ¢6 thé khac nhau v& mirc do nghiém trong va thoi gian. Pa c6 bdo cdo vé

tmh trang kich dong, tang truong Ilrc, giam truong luc co, run, budn ngy, suy hd hi‘ip hodc

161 loan an u(mg. Do do, tré so sinh can dugc theo doi cin than.

Cho con bit

11011;:, nghién ciru trén phy nir khoe manh cho con b, olanzapm duoc bai tiét qua sita me.

Liéu trung binh & tré so sinh (mg/kg) trong trang thai én dmh duge woe tinh 1a 1,8% lidu
olanzapin ciia me (mg/kg). Bénh nhan khong nén cho con bd néu dang dung olanzapin.

Kha ndng sinh san

Anh huéng 1én kha ndng sinh san chua duge biét.

Anh hwéng ciia thude 1én kha niing lii xe, viin hanh may moéc

Chua ¢6 nghién ciru nao vé anh hudng dén kha ning l4i xe va van hanh may moc dé duge
thuwe hién. Vi olanzapin co thé gdy ra budn ngl va chéng mit, nén canh béo voi bénh nhén
vé vin hanh may méc, bao gdm ca xe c6 dong co.

Twong tic, twong ky, ciia thude

Twong tac:

Tre em

Céc nghién ciru trong tée chi duge thue hién & nguoi lon.
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10. T

Céc tiwong tdc anh hieong dén olanzapin

Do olanzapin dugc chuyén hoa boi CYP1A2, nhiing chét co thé kich thich hofic (rc ché
chuyén biét isoenzym nay co thé anh huang dén duge dong hge cua olanzapin.

Cam irng CYPIAZ2:

Clmyén héa ctia olanzapin c¢6 thé bi cam tmg boi hit thudc 1a va carbamazepin, ¢ thé lam
giam ndng do olanzapin. Quan sat théy chi lam tang do thanh thai ohnzapm & mire do nhe
dén trung binh. Hau qua trén 1dm sang c6 the con han ché, nhung cén theo doi 14m sang va
¢6 thé xem xét viée ting liéu olanzapin néu cén.

Uc ché CYPIA2:

Fluvoxamin, mot chét e ché CYP1A2 chuyén biét, da dwoc chimg minh lam e ché viée
chuyén héa ctia olanzapin déng ké. Nong do dinh (Cmax) ctia olanzapin ting trung binh sau
khi dung fluvoxamin 12 54% ¢ nguai nit khong hat thude 14 va 77% & ngudi nam hit thude
14. AUC ctia olanzapin ting tuong tng la 52% va 108%. Nén can nhéc ding liéu khoi dau
thap hon & nhitng bénh nhin dang st dung fluvoxamin hogc bt ky thubc e ché CYP1A2
nao khac, nhu ciprofloxacin. Nén can nhéic giam liéu olanzapin néu bat dau diéu tri véi mot
thude re ché CYP1A2.

Giam sinh kha dung

Than hoat tinh lam giam sinh kha dyng duong ubng ctia olanzapin tir 50 dén 60%, vi vdy
nén dung it nhit 2 gidr trude hodc sau khi dung olanzapin.

Fluoxetin (mot thude re ché CYP2D6), liéu duy nhét cia thudc khéng acid (nhom, magnesi)
hoic cimetidin khong anh hudng dang ké dén duoc dong hoc clia olanzapin.

Anh hirong ciia olanzapin dén cde thuéc khdc

Olanzapin co thé dbi khéng tac dung ctia thude chu van dopamin tryc tiép va gian tiép.

In vitro, olanzapin khéng trc ché céc isoenzym CYP450 chinh (nhw 1A2, 2D6, 2C9, 2C19,
3A4) va cling khong cé su trc ché chuyén hoa cua cdc hoat chét sau day: thude chéng tram
cam ba vong (hiu hét CYP2D6), warfarin (CYP2C9), theophyllin (CYP1A2) hodc diazepam
(CYP3A4 va 2C19).

Olanzapin khon{, ¢6 tuong tac khi phéi hop voi lithium hmc bipeuclcn

Theo d&i nong do valproat huyét tuong cho thdy khéng cAn chinh liéu valproat khi st dung
ddng thoi voi olanzapin.

Hoat tinh trén hé than kinh trung wong

Nén thin trong & nhitng bénh nhan ubng rugu hoidc dung céc thubc (rc ché hé than kinh

trung uong.
Khong k]myen céo st dung déng thdi olanzapin véi cac thudc khang Parkinson & nhing

bénh nhan bi bénh Parkinson va sa sit tri tug.

Khodng QTec:

Nén thin trong khi str dung ddng thoi olanzapin vai cac thube 1am ting khoang QTe.

dc dung khéong mong m udn ciia thude

Newroi [on

Céc tac dung khong mong muén thudng gip nhit (thudng thiy or > 1 % bénh nhén) lién

quan dén viée sir dung olanzapin la budn ngu, ting cén, ting bach cdu ai toan, ting prolactin,
cholesterol, glucose va tr 1glycend bénh déi thao dudng, ting sy them &n, chéng mdt, chimg

ngdi khong yén, Parkinson, rbi loan van dong, ha huyét ap thé dimg, tic dung khing
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cholinergic, ting enzym gan thodng qua khong tri¢u chimg, phat ban, suy nhugce, mét moi va

phu né.

Bang dudi day liét ké cac tac dung khong mong mubn . Trong mdi nhém tAn sudt, tac dung
khéng mong muén duge trinh bay theo thir ty giam dan mire do nghiém trong. Céc thuat ngit
tan sudit duoc dinh nghia nhu sau: RAt thudng gip (>10%), thuomg gip (1% va < 10%), it
gip (> 0,1% va < 1%), hiém gap (0,01% va < 0,1%), rét hiém gip (< 0,01%), khong 13
(khéng thé wée tinh tir dit ligu ¢o san).

Rit thwong
gap

Thwong gip

it gap

Hi¢m gap

Khong 1o

Roi loan mdu va hé bach huyét

Ting bach cau ai toan
10

Giam bach cau

Giam bach cau trung
tinh '

Giam tiéu cau
11

R6i loan hé thong mién dich

|

| Qud mén'

Roi loan chuyén héa va dinh dudng

Tang can '

Tang nong do
cholesterol>?,  ting
glucose 1, ting

. - 12
triglycerid®®, glucose
niéu, ting cam gidc
ngon miéng.

Tién wién hodic
lam trdm trong
thém bénh dai
thdo duong doi
khi kém nhiém
acid-ceton hoic
hén mé, gom ca
mot s6 truomg
hop tir vong. !

A ~ A .
Roi loan hé than kinh

Budn ngl

Hoa miit, chimng ngoi
khéng yén %, bénh
Parkinson®, 16i loan

van dong®.

Péng kinh xay
ra & phan 1én
truong hop c¢o
titn st dong
kinh hodc co céac
yéu tb nguy co
ciia dong kinh. !
R6i loan truong
luc co (gdbm cd
chuyén dong
mit xoay tron) '
R&i  loan vén
dong muon !
Mét tri nho
Chimg loan véan
ngon.

Hoi chimg chén
khong yén.

11

Roi loan tim mach

|Nhip tim cham,

Ha than nhiét
)

Hoi chimg
than kinh dc
tinh '2

Cac triéu
chirng ngung
thuoe” 12

[ Nhip  nhanh \
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khoang QT kéo
dai.

tam  thit/irung
thét, dot tir'!

R
Roi loan mach miu

Ha huyét ap
thé dimg'?

Thuyén tic
huyét khéi (bao
gbm thuyén tic
phdi va huyét
khéi tinh mach
siu)

Ao P ~ £
Roi logn hd hip, ngue va trung thit

[ Chiy mau mii ° |

A . a .
Roi loan tiéu hoa

C6 tac dung khang
cholinergic nhe, tdo
bon va khd miéng
thoang qua.

Chuéng bung ?

Viém tuy'!

Roi loan gan mit

Tang cac
aminotransferase gan
(ALT, AST) thoang
qua, khong triéu
chimg, ddc biét & giai
doan dau diéu tri.

Viém gan (bao
gdm ton
thuong té bao
gan, o mat
hoic ton
thurong gan
hon hop) "

A ‘
Roi loan da va 1

no dwdi da

Phat ban

Phan Ung nhay
cam voi  anh
sang, rung toc.

Phan g
do thude
kém ting
bach cau 4i
toan vi cac
triéu chimg
toan than
(hoi chimg
DRESS)

ROi logn mo co

xwong va mo licn Jcét

Pau co ?

Tiéu co van'!

R6i logan thiin va tiet ni¢u

Tiéu khong ty
chu , son tiéu, bi
tiéu, kho tiéu.

Mang thai, thai

nghén va cic tinh tran

chu sinh

Hoi chimg
ngung
thube & tré
so sinh

A A A . o 3 A -
Roi loan h thong sinh sian va tuycn vu

R0i loan chire ning
cuong duong & nam

0i6i

Vo6 kinh
Vi phi dai
Da tiét sira ¢ nir

Cuong dau
duong vét kéo
dai.'
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Giam ham muon tinh | Vi to & nam
duc & nam va nir gioi

Todn than

Suy nhugc, mét moi,

pht

S6t 10
Ciin lim sang
Tang ndng do | Ting phosphatase Tang bilirubin
prolactin huyét | kiém' toan phan
twong. ® Ting creatin

phosphokinase'

Tang gamma
glutamyltransferase'®
Ting acid uric'”

W;’mg cAn ¢6 y nghia 1am sang dugc quan sat thay trén Chi sé khdi co thé (BMI). Sau khi
diéu tri ngén han (thoi gian trung binh 47 ngay), tang can > 7% so voi khéi lugng co thé ban
( diu 12 rét thudng gip (22,2%), > 15% la thuong gap (4,2%) va > 25% 1 it gip (0,8%). Bénh
nhén ting > 7%, > 15% va = 25% khéi luong co thé ban d4u khi dung thude 1au dai (it nhét
48 tuan) 1a vt thuong gap (1an luot 14 64,4%, 31,7% va 12,3%).
2 Tang trung binh céc gia tri lipid lc doi (cholesterol toan phan, cholesterol LDL va
triglycerid) cao hon & nhitng bénh nhén khong cé bang ching vé 16i loan diéu hoa lipid lic
ban dau.
3 Quan sét gid tri & mirc binh thudng ban dau lae doi (<5,17 mmol/l) va tang 1én mirc cao (=
6,2 mmol/l). Nhimg thay dbi vé tdng mirc cholesterol lic doi tir mirc giéi han lic ban dau
5,17- <6,2 mmol) dén cao (> 6,2 mmol) 1a rat thuéng gip.
4 Quan sét gid trj & mirc binh thudng ban dau ltc doi (<5,56 mmol/l) va ting 1én mirc cao (=
7 mmol/l). Nhiing thay déi vé dudng huyét lae doi tir giéi han lic ban dau (& 5,56- <7
mmol/l) dén cao (> 7 mmol/l) 1a rat thuong gép.
5 Quan sat gid trj & mrc binh thuong ban dau lae doi (<1,69 mmol/l) va ting 1én mirc cao (=
2,26 mmol/l). Su thay dbi triglycerid luc d6i tir imre gi6i han ltc ban diu (= 1,69 mmol/I-
<2.26 mmol/l) dén cao (> 2,26 mmol/l) la rat thuong giip.
6 Trong céc thir nghiém lam sang, ty 1é mic bénh Parkinson va 161 loan trwomg lye co & bénh
nhén duoc diéu tii bing olanzapin cao hon vé mit sb lugng, nhung khong khéc bict ¢6 ¥
nghia théng ké so véi gid duge. Nhimg bénh nhan duoc diéu tri bang olanzapin ¢6 ty 1§ méc
bénh Parkinson, chimg loan than kinh va rbi loan truong luc thip hon so v&i nhiing ngudi
dung lidu hiéu chinh cta haloperidol. Do khong c6 thong tin chi tiét vé tién sir méc cic
ching o1 loan vén ddng ngoai thap cip tinh va mudn, hién tai khong thé két luan rang
olanzapin it gy ra rdi loan van dong mudn vavhodc cac hoi ching ngoai thap mudn khic.
7 Céc triéu chimg cf'ip tinh nhu dé md hai, mit ngt, run, lo lﬁng, budn ndn va ndn di duge
bao cdo khi ngimg olanzapin dot ngot.
8 Trong c4c thir nghiém 1dm sang kéo dai dén 12 tudn, ndng do prolactin huyét tuong vuot
qud gi¢i han twén cua gidi han binh thuong & khoang 30% bénh nhan dugc didu tri bing
olanzapin ¢6 gia tri prolactin ban diu binh thuong. O phan 16n nhitng bénh nhén nay, mire
tang n6éi chung 1a nhe, va duy tri dudi hai ldn gi6i han trén cua gi6i han binh thuong.
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? Tac dung khong mong mudn duge xdc dinh tir cdc thi nghiém 1am sang trong Co s¢ dir
liéu tich hop olanzapin (Olanzapin Integrated Database).

10 Duge danh gia bing cac gid tri do duge tir cac thir nghiém 1am sang trong Co s¢ dit lidu
tich hop olanzapin.

1 Tac dung khong mong mudn duoe xdc dinh tir bdo cdo hiu tlep thi ty phat véi tAn sudt
duoce xdc dinh bing cach str dung Co sd dir ligu tich hop olanaapm

12 T4c dung khéng mong mudn duge xac dinh tir bao cdo hiu tiép thi tu phat voi tan sudt
ude tinh & gidi han trén cua khodang tin cdy 95% bang cach st dung Co s dir liéu tich hop
olanzapin.

Dime thube thoi gian dai (it nhdt 48 tuan)

Ty 1& bénh nhan gip nhitng thay dbi bat loi, co ¥ nghia 1am sang nhu ting cén, tdng glucose,
cholesterol toan phan/LDL/HDL hoc mglyceud da tang theo thoi glan O nhimg bénh nhén
trudng thanh da hoan thanh 9-12 thang diéu tri, tc do ting dudng huyét trung binh cham lai
sau khoang 6 thang.

Théng tin bé sung vé cdc dén so dc biét

Trong cac thir nghiém lam sang trén bénh nhén cao tudi bi sa sut tri tug, didu tri bing
olanzapin ¢6 lién quan dén ty 1& tir vong va phéan tmg 6 hai trén mach mau ndo cao hon so
voi gia duge. Cac phan mg co hai rit phd bién lién quan dén viée sir dung olanzapin & nhom
bénh nhan nay la dang di bét thuong va té ngi. Viém phdi, ting than nhiét, hon mé, ban do,
4o gidc thi gide va tiéu khong kiém soat duge quan sat thay thm:‘mg gap.

Trong céc thir nghi¢m lam sang & bénh nhin r6i loan tam than do thude (ch vgm dopamin)
lién quan dén bq:nh Parkinson, cac triéu chimg Parkinson va 4o giac trd nén trAm trong hon
da duoc bdo cho rit thudong gip va thuong xuyén hon so véi gia dugc.

Trong mdt thir nghiém lam sang ¢ bénh nhan hung cam lucmgb cure, phdi hop Vaipm‘lt voi
olanzapin lam giam ty 1¢ bach ciu 1a 4,1%; mdt yéu t6 tiém ning c6 thé 1a do ndng d¢
valproat huyét twong cao. Olanzapin dwoc st dung cing voéi lithium hogce valproat lam tang
mire dd run, kho miéng, ting cam gidc thém &n va ting can (>10%). R&i loan ngdn ngit cling
duge béo cdo phd bién. Khi diu tri két hop olanzapin v6i lithi hodc dwalploex cod 17,4%
bénh nhan liing > 7% so v6i khéi lugng co thé ban dau trong thoi gian didu tri cp tinh (1én
dén 6 tudn). Diéu trj olanzapin dai han (lén dén 12 théng) dé ngan ngira tai phat & bénh nhan
i loan ludng cuc c6 lign quan dén viée ting > 7% khéi lugng co thé ban déu & 39,9% bénh

nhan.

Chéng chi dinh olanzapin cho tré em va tr¢ vi thanh nién dudi 18 tudi. Trong moi nhém thn
sudt, phan tmg duoc trinh bay theo thir ty giam dan mirc d6 nghiém trong. Mic du khong c6
nghién ciru 1am sang nao dugc thiét ké dé so sanh thanh thiéu nién véi nguoi 1én da duge
thue hién, dit liéu tir cde thir nghiém danh cho thanh thiéu nién duoc so sanh véi dit liéu ctia
céc thir nghiém danh cho ngudi 16n.

Bang sau day tom tét cac tac dung khong mong muén duoc béo cdo véi tan sudt nhidu hon &
bénh nhan vi thanh nién (tir 13-17 tudi) 80 voi bénh nhan trudng thanh hodc chi duge xéac
dinh trong cac thir nghiém lam sang ngin han & bénh nhan vi thanh nién. Tang cén cé y
nghia lam sing (> 7%) duong nhu xay ra thuong xuyén hon & dén sb vi thanh nién so véi
ngudi trudng thanh voi mire phoi nhiém twong duong. Mic dd tdng cén va ty 1¢ bénh nhan

vi thanh nién ting cin cé y nghia lam sang khi ding thude lau dai (it nhit 24 tuan) cao hon
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so v6i st dung ngan han. Céc thuat ngir tan suét duoc dinh nghia nhu sau: Rét thuong gap
(>10%), thudmg gap (=1% va < 10%).

A A - -+ . o
Roi loan chuyén hoa va dinh duwdong
Rél thirong gap: tang can'?, ting ndng dd triglycerid", ting cam gidc them an.
Thirong gép: tang ndng do cholesterol®.

A A A .
Roi loan hé than kinh
Rat thirong gdp: an than (bao gdm ngu lim, thd o, budn ngt)

Roi loan h¢ ticu héa
Thirong gdp: khd miéng

R6i loan hé gan mit
Rét thirong gdp: enzym gan ALT/AST ting cao

Cin lam sang
Rdt thiong gdp: giam bilirubin toan phan, GGT ting, ndng do prolactin huyét twong ting'®

13 Sau khi diéu tri ngdn han (thoi gian trung binh 22 ng,ay), ang > 7% so vai khoi lwong co thé
ban dau (kg) 1a rit thudmg giip (40,6%), > 15% so vdi khoi lwong co thé ban dau 12 thudng g‘xp
(7,1%) va > 25% la thuong gap (2,5%). Néu sir dung trong thoi gian dai (it nhit 24 tudn), c6
89,4% ddi tuong ting > 7%, 55,3% ting > 15% va 29,1% ting = 25% so voi khéi lugng co thé

ban dau ctia ho.
" Quan sat gi4 tri & mire binh thudng ban dau lae doi (<1,016 mmol/l) tang 1én mirc cao (> 1,467

mmol/l) va thay ddi gia trj triglycerid lic do6i tir mirc giéi han ltc ban dau (= 1,016 mmol/l -
<1,467 mmol/l) Ién mirc cao (> 1,467 mmol/l).

15 Thay ddi tong ndng do cholesterol mire binh thuong ban dau lic d6i (<4,39 mmol/l) ting 1én
muec cao (= 5.17 mmol/l) la thuong gép. Thay dbi tong ndng do cholester ol mire binh thudng ban
dau lac déi (= 4,39- <5,17 mmol/l) ting 1én mic cao (> 5,17 mmol/l) la rit thuong gip.

16 Nidng dd prolactin huyét tuong ting cao duge bio céo & 47,4% bgnh nhén vi thanh nién.

11. Qua li¢u va cdch xir tri
Triéu chitng

- Tridu chimg rit thudng gip khi qua lidu (>10%) bao gdm mach nhanh, lo &w/hung hang,
rbi loan van ngdn, cdc triéu chimg ngoai thap khac nhau, giam mirc d¢ y thie tir an than
dén hon mé.

- Céc di chimg nang khéc cta qua lidu bao gdbm mé sang, co gidt, hon mé, c¢o thé ¢6 hoi
chiing thin kinh dc tinh do thude an thin, we ché hé hp, ting huyét ép hogc ha huyét 4p,
loan nhip tim (< 2% cdc tr chmg, hop qm lidu) va ngung tim phoi. Két cyc tir vong da
duge béo cdo cho qua lidu cip tinh thap nhit 1a 450mg nhung trudng hop song, sOt cling
da duoge bdo cdo sau khi ding qua lidu cép tinh khodng 2g olanzapin dudng ubng.

X tri

- Khéng c6 thude giai doc diic hiu cho olanzapin. Khong khuyén cdo gay nén. C6 thé xem
xét trinh tw xir 1y qua lidu chudn (nhu rira da d'ly, dung than hoat tinh). St clung ddng thoi
than hoat tinh lam giam sinh kha dung duong udng ctia olanzapin tir 50% dén 60%.

- Piéu tri tricu chimg va theo ddi chirc ning sdng cdn clia cde co quan dya trén tinh trang
lam sang, bao gdm diéu trj ha huydt ap va trgy tim mach kém hé trg chirc ning ho hip.

- Khéng nén str dung epinephrin, dopamin, hodc cac thudc cudng giao cam dong vén beta
khac do viée kich thich beta c6 thé lam ha huyct ap nang hon.

- CAn theo ddi tim mach dé phat hién céc rdi loan nhip tim ¢6 thé xay ra. Nén tiép tuc theo
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12.

doi va giam sat chat ché cho dén khi bénh nhan héi phuc.

Pic tinh dwge lwe hoc

Nhém diroc 1y Nhom thude chéng loan than.
Ma ATC: NOSA HO3.
Olanzapin 14 thude chdng loan llmn chdng hung cam va én dinh tam trang thé hién mot hoat
tinh duge ly hoc rdng trén mot s& hé thu thé. Olanzapin c6 4i lyc véi cic thu thé serotonin
SHT2A/2C, SHT3, 5HT6; dopamin D1, D2, D3, D4, DS; thy thé muscarinic cholinergic m1-
m5; al adrenergic; va thu thé histamin H1. Olanzapin lam giam dép (mg né tranh cé didu
kién, 12 mdt thir nghiém xac dinh tac dung chdng loan than khi dung lidu thép hon liéu gy
ra chimg giit nguyén thé, 1a mot tac dung khoéng mong mudn trén chire ning van dong.
Khéng gidng nhu mot s6 thudc chéng loan than khac, olanzapin gty ting dap tmg trong thir
nghiém "lam giam chimg lo au".
Tré em
Dit liéu vé& hiéu qua c¢é kiém sodt ¢ thanh thiéu nién (tir 13 dén 17 tudi) dwge gi6i han trong
céc nghién ciru ngdn han trén bénh (Am than phan liét (6 tudn) va hung cam lién quan dén rdi
loan lugng cuc I (3 tudn) thue hién vai s6 luong dudi 200 thanh thiéu nién. Olanzapin duoc
str dung nhu linh hoat tir 2,5 va co thé 1én dén 20 mg/ngay. Trong thoi gian diéu tti bing
olanzapin, thanh thiéu nién tang cén nhiéu hon dang ké so véi ngudi 16n. Mic do thay ddi
nong dd cholesterol toan phdn, LDL cholesterol, triglycerid lic d6i va prolactin ¢ thanh
thiéu nién nhiéu hon so véi nguoi 16n. Khong co dir liéu co kiém so4t vé sur duy tri tac dong
hode tinh an toan dai han.

DPic tinh dwoe djng hoc
Hip thu
Olanzapin dugc hép thu tdt sau khi udng, dat ndng d dinh huyét twong trong vong 5 dén 8
gio. Thirc an Lhoncr anh hudng dén su hiip thu clia thudec. Chua xac dinh duge sinh kha dung
tuyét déi dudmg udng so véi duong tinh mach.
Phén bo
Khoang 93% olanzapin gin két véi protein huyét tuong khi ndng do thube trong khoang 7
dén 1000 ng/ml. Olanzapin gén két chu yéu véi albumin va alpha 1-acid-glycoprotein.
Chuyén héa
Olanzapin duge chuyén héa tai gan qua qua trinh lién hop va oxy hoa. Chét chuyén héa
chinh 1a 10-N-glucuronid va khéng qua duge hang rao mau ndo. Cac cytochrom P450-
CYP1A2 va P450-CYP2D6 tham gia vao viéc tao ra cac chét chuyén hoa N-desmethyl va 2-
hydroxymethyl. Tac dung dugc 1y chu yéu la do olanzapin.
Thai trir
Sau khi dung duong uéng, thoi gian ban thai trung binh ctia olanzapin ¢ ngudi khée manh
thay dbi phu thude vao tudi va gi6i tinh.
O ngudi cao tudi khoe manh (65 tudi trd 1én) so voi dbi tuong khong phai ngudi cao tudi,
thoi gian ban thai trung binh kéo dai (51,8 so véi 33,8 gio) va df thanh thai giam (17,5 so
voi 18,2 L’glu) Su thay dbi duge dong hoc quan st duoc & ngudi cao tudi nim trong pham
vi so véi déi tugng khong phai ngudi cao tudi. Bbi v6i 44 bénh nhén tAm than phén ligt > 65
tudi, dung liéu tir 5 dén 20 mcjngay khong ¢o su lién quan dén bat ky hd so phén biét ndo vé
cac tac dung khong mong mudn.
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14.

15.

16.

O d6i twong nir gidi so véi nam gidi, thoi gian ban thai trung binh hoi kéo dai (36,7 so voi
32,3 gi®) va do thanh thai giam (18,9 so véi 27,3 1/gio). Tuy nhién, olanzapin (5-20 mg) cho
thiy mirc dd an toan twong duong & bénh nhén nit (n = 467) nhu & bénh nhén nam (n = 869).
Suy than

O bénh nhan suy than (do thanh thai creatinin <10 ml/phut) so v6i nguoi khoe manh, khong
¢6 su khéc biét ¢6 y nghia vé thoi gian bén thai trung binh (37,7 so v6i 32,4 gid) hode do
thanh thai (21,2 so véi 25,0 1/gio). Mot nghién ciru cho thdy khodng 57% olanzapin dwoc
danh déu phong xa xuét hién trong nuéce tiéu, chu yéu la cht chuyén hoa.

Newoi hiit thuée

O ngudi hit thude ¢6 1di loan chire niang gan nhe, thoi gian ban thai trung binh (39,3 gid)
kéo dai va d¢ thanh thai (18,0 I/gid) giam tuong tu nhu déi tugng khoe manh khong hiit
thude (twong (mg 48,8 givr va 14,1 1/gio).

O déi tuong khong hat thudc so véi dbi tugng hit thube (nam va nit), thoi gian ban thai
trung binh kéo dai (38,6 so voi 30,4 gio) va do thanh thai giam (18,6 so v&i 27,7 1/gio).

D4 thanh thai trong huyét twong cuia olanzapin thip hon & ngudi cao tudi so v&i ngudi tré, &
ni¥ so v6i nam va & nguoi khong hit thude so véi nguoi hit thuée. Tuy nhién, mirc do anh
hudng cua tudi tac, gi6i tinh hodc hit thude dbi véi do thanh thai va thoi gian ban huy cia
olanzapin 14 nhé so véi sur khéc biét tong thé gitra cac ca nhén.

Trong modt nghién ciu vé ngudi da tring, ngudi Nhat Ban va nguoi Trung Quéc, khong c6
su khdc bidt vé cac thong sb duge dong hoc gitta ba ching tdc.

Trée em

Céc dac tinh duge dong hoc ctia olanzapin & thanh thiéu nién (13-17 tudi) tvong ty nhu &
nguoi 16n. Nong dé olanzapin trung binh & thanh thiéu nién cao hon khoang 27%. Su khdc
biét vé nhan khiu hoc giita thanh thiéu nién va ngudi 16n bao gbm trong luong co thé trung
binh thdp hon va sb luong thanh thiéu nién hut thudc 14 it hon so véi ngudi 16n. Céc yéu to
d6 ¢6 thé g6p phan 1am cho ndng do olanzapin trung binh & thanh thiéu nién cao hon so véi

nguoi 1on.
Quy cdch dong gdi: Hop 1 vi x 10 vién, Hop 10 vi x 10 vién

Pidu kién bio quén, han dimg, tiéu chuan chit Iirgng ctia thude
Pitu kién bio quan: Bao quan dudi 30°C.

Han dimg;: 18 théang k& tir ngay san xuat

Tiéu chuiin chiit lwong: USP

Tén, dia chi co s& sén xuiit thude
CADILA PHARMACEUTICALS LIMITED
1389, Trasad road, Dholka - 382225, District: Ahmedabad, Gujarat, An Do
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