BOY TE CONG HOA XA HQI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Poc lap - Tu do - Hanh phiic
sé /1099 1 QLD-PK Ha Néi, ngay 0d thang 0%wiam 2020

V/v cap nhat ndi dung to huong
dan str dung

Kinh guri: Adamed Pharma S.A

Dia chi: Piénkow, ul, Mariana Adamkiewicza 64, 05-152
Crosnow, Poland.

Ngay 02/7/2019, Cuc Quan ly Duge nhén duge don dé nghi dé ngay
11/06/2019 va cdc tai liéu c6 lién quan cua cong ty (so tiép nhan 1426/TDNN)
vé viéc' cap nhat ndi dung to hudng dan st dung doi voi thude nude ngoai da
duoc cap so dang ky luu hanh,

Can cr Thong tu sb 32/2018/TT-BYT ngay 12/11/2018 cua Bo Y té Quy
dinh viéc ding ky luu hanh thude, nguyén liéu lam thudc; Thong tu sd
01/2018/TT-BYT ngay 18/01/2018 cua By Y té quy dinh ghi nhin thudc,
nguyén liéu lam thudc va to hudng dan st dung;

~ Can ctr bién ban thdm dinh ho so thay doi/ bé sung, Cuc Quan ly Duoc c6
y kién nhu sau:

Bong y vé viéc cap nhat noi dung to huéng dan sir dung dbi voi thude

Zolafren, s6 dang ky: VN-19298-15, cu thé:

T& hudng dén st dung thay doi ctia thude duge dong ddu xac nhan cua
Cuc Quan ly Duogc va dinh kém theo cong van nay.

Ngoai n6i dung duoc thay doi trén, tat ca cac nodi dung khac gilr nguyén
nhu ho so dang ky thude Iuu tai Cuc Quan ly Dugc.

Cong ty dang ky, nha san xuat phai chiu trach nhiém vé chat luong déi
v6i thudce luu hanh trén thi truong, ndi dung ghi trén nhan thuoe, quy dinh ve so
hiru tri tu¢ lién quan dén nhén hiéu hang hod cua thudc va c6 trach nhiém thong
bao su thay d6i nay dén cac co quan lién quan va khach hang.

Sau 06 thang ké tir ngay ky coéng van nay, thudc trén khéng dugc nhap
kh&u véi to hudng dan sir dung cii cia thude.

Cuc Quan ly Dugc thong béo dé cong ty biét va thuc hién dung céc quy
dinh cua Viét Nam vé luu hanh thude./.

Noi nhin:

- Nhu trén;

- CT. Vii Tuén Cudng (dé b/c);
- Luu: VT, BKT (AH).
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- Rx Thuéc nay chi ding theo don thudc
CUC HUONGDANSU DUNG THUOC

.| PAPHE DUYET
1. Tén thuoc:

Zolafren TD/BS ngiy . 05/ thine A‘Zﬁn .
3 llL(J\.(n] Vi 1| /(mg ."(}] 1) Dt\} .
2. Cac dau hleu-hm-yva-klwyen- thuoc:
“Thuée nay chi ding rheo don thuée” /ﬁ/
“Dé xa tam tay tré em”

“Doc kj huéng dan sir dung truée khi dimg”

“Théng bdo ngay cho bdc sT hodc dwgc s7 nhitng téc dung khéng mong mudn gap phdi khi
s dung thuoc”

3. Thanh phan céong thirc thude:

M&i vién nén chira:

Théanh phan hoat chdt: olanzapin 10 mg

Thanh phan té duoc: Cellulose vi tinh thé: 72 mg, lactose monohydrat: 150,79 mg, natri
tinh bt glycolat (loai A): 2,40 mg, magnesi stearat: 4,80 mg.

4. Dang bao ché:
Vién nén hinh tron, mau vang, hai mat 16i.

5. Chi dinh:

Nguoi lon

Olanzapin dugc chi dinh dé diéu tri tim than phan liét.

Olanzapin c6 hi€u qua trong viéc duy tri cai thién tinh trang bénh trén lam sang khi tiép
tuc diéu tri cho nhimg bénh nhan da cé dap mg ban dau. ;

Olanzapin duge chi dinh dé diéu tri giai doan hung cam vira dén ning.

O nhimg bénh nhan c6 giai doan hung cam dap Ung véi olanzapin, olanzapin duge chi
dinh @& du phong tai phét trong trudong hop rbi loan ludng cue.

6. Liéu dung, cach dang:
Nguoi Ién . o
Tam than phan liét: Lieu olanzapin khoi dau dé nghi la 10 mg/ngay.

Giai doan hung cam: Liéu khéi dau 13 15 mg hang ngay, uong mdt 1an duy nhét trong don
liéu phap hodc 10 mg hang ngay trong liéu phap phdi hop thude.

Du phong tai phat trong roi loan ludng cuc: Liéu khoi dau dé nghi 1a 10 mg/ngay. Vi
nhiing bénh nhan dang sir dung olanzapin dé didu tri giai doan hung cam, tiép tuc du
phong tai phat v6i cung murc lidu. Néu ghi nhéan giai.doan hung cam, hon hgp hodc tram
cam méi xuit hién, can tiép tuc ding olanzapin 476i liéu t6i wu theo nhu cau) cung véi
thube diéu tri cac tridu chimg cam xuc tuy thepAinh trang bénh trén 1am sang.
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Khi diéu trj tim than phén liét, giai doan hung cam hodc dy phong tai phat trong r6i loan
ludng cuc, ¢ thé didu chinh lidu hang ngay dua trén tinh trang 1am sang cua timg bénh
nhéan trong khoang liéu tir 5-20 mg/ngay. Chi nén ting liéu cao hon lidu khai dau dé nghi
sau khi da danh gia lai tinh trang bénh nhéan va chi nén tang liéu sau nhitng khoang thoi
gian khong dudi 24 gio. C6 thé sir dung olanzapin khéng phu thudc vao bita an do mirc
d6 héap thu thude khong bi anh hudéng boi thirc in. Can giam lidu olanzapin tir tir khi dinh
ngung thudc.

Tré em va thiéu nién

Khéng khuyén cdo sir dung olanzapin cho tré em va thiéu nién duéi 18 tudi do chwa cé dit
liéu vé d6 an toan va hiéu qua cua thudc trén cac dbi tugng bénh nhan nay. Muc d¢ ting
can I16n hon, thay ddi lipid va prolactin nhiéu hon & thiéu nién so v6i & ngudi 16n da duoc
ghi nhén trong cac nghién ciru ngén han.

Bénh nhén cao tudi

Liéu khoi dau thip hon (5 mg/ngay) khong thuong xuyén duoc chi dinh nhung c6 thé can
nhic sir dung cho bénh nhén tir 65 tudi tré 1én néu cac yéu t6 1am sang cho phép.

Bénh nhdn suy thdn va’hodc suy gan

C6 thé can nhic sir dung liéu khoi dau thdp hon (5 mg/ngay) & nhitng bénh nhan nay.
Trong truong hop thiéu ning gan murc d9 trung binh (xo gan, Child-Pugh A hodc B), nén
str dung liéu khéi ddu 12 5 mg va can than trong khi tang liéu.

Gidi tinh

Thuong khong can phai thay dbi lidu khoi ddu va khoang liéu khi sir dung cho bénh nhan
nam va nir.

Bénh nhén hit thudc

Thuong khong can phai thay di lidu khéi dau va khoang lidu khi sir dung cho bénh nhén
hut thude va khong hut thude.

Néu bénh nhan c6 nhiéu hon mot yeu t6 nguy co ¢6 thé lam giam chuyén héa thudc (gioi
tinh nir, cao tudi, khong hit thubc), can can nhic giam lidu. Can than trong khi ting liéu &
nhitng bénh nhan nay.

7. Chéng chi dinh: , . ,
Quéa man vdi olanzapin hodc bat ky thanh phan nao cta thuoc. Bénh nhan ¢ nguy co mac
glocom goc hep.

8. Canh bso va thin trong khi ding thudc:

Khi diéu tri loan than, c6 thé phai mat vai ngay dén vai tuan tinh trang bénh nhan trén 1am
sang méi duge cai thién. Bénh nhén can duoc theo doi chit ché trong khl diéu tri.

Loan than lién guan dén mét tri vi/hodc réi loan hanh vi

Olanzapin khéng duge phé duyét dé diéu tri loan than lién quan dén mat tri va/hoic rdi
loan hanh vi ciing nhu khong dwge khuyén céo sir dung cho nhiing bénh nhén nay do
thudc 1am tang ty 1 tir vong va nguy co Xay ra tai bién mach vanh. Trong cac thir nghiém

_
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1am sang c6 ddi chimg gia dugc (trong 6-12 tuan) trén bénh nhan cao tubi (trung binh 78

tubi) bi loan than lién quan dén mat tri va/hodc rdi loan hanh vi, ty 1& tir vong & nhém
bénh nhan sir dung olanzapin tang gip 2 1an so v6i & nhém dung gia duge (ty 1€ tir vong &
2 nhém lan lugt 1a 3,5% va 1,5%). Ty 1€ tir vong cao khong lién quan den lidu olanzapm
(lidu trung binh hang ngay 13 4,4 mg) hay thoi gian didu tri. Cac yéu t6 c6 thé lam ting
nguy co tir vong ¢ nhitng bénh nhan nay bao gém trén 65 tudi, kho nudt, an than, kém
dinh dudng va mat nuée, cac tinh trang & phoi (nhu viém phoi, c6 hodc khong kém theo
tinh trang hit dich) hodc sir dung ddng thoi cac din chit benzodiazepin. Tuy nhién, ty 1&
tir vong & nhém diéu tri bang olanzapin cao hon nhém ding gia dugc khéng phu thude
vao cic yéu td nguy co nay.

Ciing trong cac thir nghiém lam sang nay, cac bién cb bat lgi mach vanh (nhu dot quy,
con thiéu méu co tim thoang qua), ké ca tir vong da dwoc ghi nhén. Ty 1¢ bién c6 bit loi
mach vanh & nhém bénh nhan diéu tri bang olanzapin cao gip 3 lan & nhém ding gia
duoc (v6i ty 18 1an lwot 1a 1,3% va 0,4%). T4t ca bénh nhén sir dung olanzapin va gia
dwogc gip bién ¢ bt loi mach vanh déu mang cic yéu to nguy co. Tudi trén 75 va mat tri
do tén thwong mach ndo/mét tri thé hdn hop da dwoc xac dinh 1a cac yéu t6 nguy co giy
ra bién cb bét loi mach vanh khi diéu tri bang olanzapin. Hidu qua cia olanzapin chua
dugce chitng minh trong cac thir nghiém nay.

Bénh Parkinson

Viée sir dung olanzapin trong diéu tri loan than lién quan dén chi vin dopamin & bénh
nhan mic bénh Parkinson khéng duoc khuyén cdo. Trong cac thir nghiém l4m sang, cac
triéu chimg Parkinson tré nén nghiém trong hon va tinh trang ao gidc dugc ghi nhéan véi
tan sudt rat hay gip & nhom sir dung olanzapin va cao hon so véi nhém dung gia dwgc,
dE)ng thoi két qua thir nghiém cling cho thdy olanzapin khong hiéu qua hon gia dugc trong
diéu tri cac triéu chimg loan than. Trong cac thir nghiém nay, ban dAu bénh phai duoc 6n
dinh bang liéu thap nhit cua cac thuoc diéu tri Parkinson (thudc chu van dopamin) va duy
tri cing liéu cac thude nay trong sudt qua trinh nghién ctru. Olanzapin dugc bat dau sur
dung vdi lidu 2,5 mg/ngay va do lidu 1én t6i da 15 mg/ngay theo chi dinh cua bac si.

Héi chitng an than kinh dc tinh

Hoi chimg an than kinh 4c tinh 14 tinh trang c6 thé giy nguy hiém tinh mang bénh nhan
do sir dung céc thudc chong loan than. Mot s6 truomg hop an than kinh 4c tinh hiém gép
da dugc ghi nhén khi sir dung olanzapin. Céc triéu ching 1am sang cua hoi chimg an than
kinh 4c tinh bao gbm sbt cao, cling co, thay d6i trang thai tim than va dau hleu mét 6n
dinh than kinh thuc vat (mach hodc huyet ap bat thuong, nhip tim nhanh, d6 md héi va
loan nhip tim). C4c d4u hiéu khic bao gom tiing creatinin phosphokinase, myoglobin niéu
(tiéu co van) va suy than cap. Néu & bénh nhan xuit hién cac ddu hiéu va triéu chimg cua
hoi chimg an than kinh 4c tinh hodc biéu hién sbt cao khong rd nguyén nhén ma khong
kém theo céc triéu ching lam sang khac cua héi chimg an than kinh 4c tinh thi phai ngung
sir dung tat ca cac thudc chdng loan than nhu olanzapin. /K/

Tang dwong huyét va ddi thdo duwong
Tinh trang ting dudng huyet va/hodc xuat hién hodc lam ning thém dai thao duong, doi
khi kém theo nhieém toan ceton hodc hon mé da dugce ghi nhan véi tan suat hiém gap, ké
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ca mot s ca tir vong. O mdt so trudng hop, tinh trang ting cin di duoc ghi nhan ¢o thé 1a

yéu t6 nguy co gy ting duong huyét va dai thao dudng.

Can theo ddi bénh nhan trén 14m sang theo cac hudng dan diéu tri d6i véi thude chéng
loan than.

Bénh nhén dugc diéu tri bang bat ky thubc loan thin nao nhu ZYPREXA cén phai dugc
theo ddi cac dAu hiéu va triéu chimg ting dudong huyét (nhu khat nhiéu, da niéu, 4n nhidu
va 6m yéu) con cac bénh nhan dai thao dudng hoic ¢ cac yéu td nguy co déi thdo duong
can duoc theo doi thuong xuyén dé kiém soat dwong huyét. Can niing cia bénh nhén ciing
can dugc theo doi thudong xuyén.

Thay doi lipid

Céc thay d6i khong mong muén & lipid dd dugc ghi nhan ¢ bénh nhén diéu tri bing
olanzapin trong cac thir nghiém lam sang c6 d6i chimg. Co thé didu tri tinh trang thay dbi
lipid theo thuc té lam sang, dac biét la & bénh nhan bi roi loan m& mau va bénh nhan c6
cac yéu tb nguy co tién trién cac rbi loan lipid. Bénh nhan duge diéu tri bang bét ky thude
chéng loan thin nao nhu ZYPREXA cén dugc theo dai thudng xuyén tinh trang lipid theo
céc hudng dan diéu tri thude chéng loan than.

Hoat tinh khang cholinergic

Mic du olanzapin biéu hién hoat tinh khang cholinergic in vitro, dit liéu tir cac thur
nghiém 1dm sang chi phat hién thay ty 1& thip cac bién cb bét lgi lién quan dén hoat tinh
khang cholinergic cia thudc. Tuy nhién, do chua c6 du kinh nghiém lam sang vé viée sir
dung olanzapin cho bénh nhan méc cic bénh kém theo khéc, cin thén trong khi ké don
olanzapin cho bénh nhan phi dai tién liét tuyén, liét tic rudt va céc tinh trang lién quan.

Chutc ndng gan

Tang transaminase, ALT, AST khong biéu hién triéu chimg va thodng qua da dugc ghi
nhéan véi tan sudt hay gap, dic biét & giai doan sém cua dot didu tri. Can than trong khi st
dung cho bénh nhan ting ALT va/hodc AST, bénh nhén c6 cac déu hiéu va triéu ching
suy gan, bénh nhin méc céc tinh trang bénh lién quan dén chirc ning bu kém cia gan va
bénh nhan dang duoc diéu tri bing cac thube c6 kha nang gy doc gan. Khi phat hién thiy
tinh trang tang ALT va/hodc AST trong qua trinh diéu tri, can theo doi bénh nhan va cin

nhic giam liéu. Trong truong hop chin doan bénh nhan bi suy gan, can ngimg sir dung
olanzapin.

Giam bach céau trung tinh

Can thén trong khi st dung olanzapin cho bénh nhan cé s6 lugng bach cau va/hoic bach
cau trung tinh thap bat ke nguyén nhan, bénh nhan dang str dung céac thudc da duge xac
dinh 12 gy giam bach cAu trung tinh, bénh nhan cé tidn sir suy tiy xwong hoic nhiém doc
tiy xuong do ding thude, bénh nhén suy tuy xuong do bénh kém theo, do xa tri hoic héa
tri va bénh nhén tang bach cau 4i toan hoic mac bénh tang sinh tuy xuong. Tinh trang
giam bach ciu trung tinh di dwoc ghi nhan véi tan sudt hay gip khi sir dung dong thoi

olanzapin va valproat. V

Ngirng thuéc
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Céc triéu chimg cap tinh nhu d6 md hoéi, mét ngu, run, lo ling, budtindnhovasnén da dugc

ghi nhan véi tan suat rat hiém géap (< 0,01%) khi nglrng str dung ddt ngdt olanzapin.

Khoang QT

Trong céc thir nghiém 1am sang, tinh trang kéo dai khoang QTc c6 y nghia lam sang (QT
hi¢u chinh theo Fridericia [QTcF] > 500 mili gidy (msec) tai bat ky thoi diém nao sau khi
ding thudc & bénh nhan c6 tri s6 QTcF co ban < 500 msec) thuong it gip (tAn suit 0,1
dén 1%) & bénh nhan diéu tri bang olanzapin va khong cé sw khac biét dang ké vé cac
bién cb & tim khi so sanh gira 2 nhém str dung olanzapin va gia dugc. Tuy nhién, giéng
nhu khi sir dung céc thudc chong loan than khéc, cin thin trong khi ké don olanzapin
cung vdi cac thuéc da duoc biét la gay kéo dai khoang QTc, dic biét 1a cho bénh nhén cao
tudi, bénh nhan méc hoi chimg QT keéo dai bim sinh, suy tim sung huyét, phi dai tim, ha
kali huyét va ha magnesi huyét.

Nghén mach
Céc truong hop nghén mach da dwgc ghi nhan khi sir dung thuoc chong loan than. Do

bénh nhan diéu tri bang thudc chdng loan than thuong mang cac yéu té nguy co nén tat ca
nhimg nguy co ¢6 thé gdy nghén mach can phai dugc xac dinh trude va trong qué trinh
diéu tri bang olanzapin, dong thoi can ap dung cac bién phap di phong.

Hoat tinh trén than kinh trung wong

Do olanzapin c6 tac dung trén than kinh trung wong, cin than trong khi sir dung olanzapin
cung véi cac thude tac dung trung tdm khac va rugu. Do c6 hoat tinh d6i khang dopamin
in vitro, olanzapin c6 thé déi khang tac dung chii vn dopamin truc tiép va gian tiép.

Déng kinh

Cén than trong khi str dung olanzapin cho bénh nhan c¢6 tién sir dong kinh hodc mang cac
yéu t6 nguy co c6 thé lam giam ngudng dong kinh. Dong kinh da dugc ghi nhén véi tan
suat hiém gip ¢ bénh nhan dleu tri bang olanzapin. Trong hiu het cac truong hop, bénh
nhan déu dwogc xac dinh 1a 6 tién str dong kinh hodc mang céc yéu td nguy co dong kinh.

Loan vén dong mudn

Trong cac nghién ctru so sanh trong thoi gian 1 ndm hodc ngin hon, olanzapin 1am giam
c¢6 ¥ nghia thong ké ty 1& xudt hién loan vin dong. Tuy nhién, nguy co loan van dong
mudn ting 1én khi thoi gian diéu tri kéo dai va vi vay, néu quan sat thiy cac déu hiéu va
triéu chuing loan van dong mudn & bénh nhan sir dung olanzapin, nén cin nhéic giam lidu
hodc ngimg thude. Céc triéu chimg nay c6 thé tam thdi giam nhe hodc thim chi xuét hién
sau khi ngimg thude.

Tut huve'r dp tu thé
Tut huyét ap tur thé thuong khong hay gép ¢ bénh nhén cao tuoi trong cac thir nghiém lam
sang vdi olanzapin. Gidng nhu khi sir dung céc thudc chéng loan than khac, can dinh ky

kiém tra huyét ap ctia bénh nhan trén 65 tudi. /ﬁ/

(. §7
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Dét tir do bién cé trén tim
Trong cac bao cao hau marketing, ty 1& dot tir do bién ¢ trén tim da dwoc ghi nhin &
nhirg bénh nhan diéu tri bang olanzapin. Trong mot nghién ciu thuéan tap quan sat hoi
ctru, ty 1& dot tir do bién cd trén tim & bénh nhén diéu tri bing olanzapin cao gap khoang 2
ldn so véi & bénh nhin khéng st dung thudc chéng loan thin. Trong nghién ciru nay,
nguy co gdy dot tir clia olanzapin twong ty nhur véi cac thube chbng loan than khong dién
hinh da dugc danh gid trong mot phan tich gdp.

Sir dung cho tré em va thiéu nién dwéi 18 tusi : :
Olanzapin khong duge chi dinh cho tré em va thicu nién. Céc nghién ctru trén doi tuong
bénh nhén tir 13-17 tudi ghi nhan cac phan umg bat loi khac nhau bao gdm ting can, thay

d6i c4c thong s6 sinh héa va ting ndng d6 prolactin. Két qua theo dai dai han céc bién ¢d
nay chua dugc nghién clru va hién chua rd.

Lactose
Thanh phan vién nén c6 chira lactose. Bénh nhan méc cac bénh di truyén hiém gap khong

dung nap galactose, thiéu Lapp lactase hodc kém chuyén héa glucose-galactose khéng
nén str dung thudc nay.

9. Sir dung thudc cho phu nir ¢6 thai va cho con bi:

Phu nit co thai

Chua tién hanh céc nghién ctru day du va c6 dbi ching trén phu nit mang thai. Can yéu
cau bénh nhéan béo ngay cho bac si biét khi phat hién c6 thai hodc dy dinh mang thai trong
qué trinh didu tri bing olanzapin. Tuy nhién, do chua c6 du kinh nghiém sir dung trong

thai ky, chi nén dung olanzapin cho phu nir c6 thai néu loi ich thu duogc vugt hin rii ro
do6i vaoi thai.

Cac bdo cdo ty phat voi tan suat hiém gip da ghi nhén tinh trang run rdy, ting truong luc
co, ngu li bi va budn ngl & nhing tré so sinh ma ngudi me da sir dung olanzapin trong 3
thang cudi thai ky.

Phu nit cho con b
Trong mét nghién ctru trén ngudi tinh nguyén 1a phu nit cho con by, olanzapin dugc tiét
vio sita. Ty 1 thudc phoi nhiém trung binh (mg/kg) cua tre & trang théi on dinh duge uéce

tinh 14 1,8% lidu olanzapin sir dung (mg/kg). Can yéu cau bénh nhan khéng nén cho tré ba
khi dang str dung olanzapin.

10. Anh hwéng ciia thudc lén kha nang lai xe, van hanh may moc:
Chura tién hanh nghién ctru nao vé anh hudng cua thude dén kha nang lai xe va vén hanh

miy méc. Do olanzapin c6 thé giy ngt ga va chéng mat, bénh nhan cin than trong khi
van hanh may moc hay phuong tién giao thong.

11. Twong tac, twong Ky, cia thude:
Céc nghién ctru vé tuong tac thude méi chi duoc tién hanh trén déi twong nguoi lon.

. , 0 .
Cdc tiwong tdc co6 thé anh hwong dén olanzapin /h/
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Do olanzapin dugc chuyen hoa boi CYP1A2 nén cac chat gy cam tmg hoac trc ché

isoemzym nay c6 thé anh huong dén duge dong hoc cua olanzapin.

Cam ung CYPIA2

Qua trinh chuyén hoéa olanzapin co thé bi cam @mg boi hat thude 14 hodc sit dung
carbamazepin, két qua 1a 1am giam ndng do olanzapin. Chi quan sat thdy hién tuong tang
nhe den vira d6 thanh thai ciia olanzapin. Anh huong 1ém sang thuong khong dang ke tuy
nhién cin theo ddi tinh trang bénh nhan va c6 thé can nhic ting liéu olanzapin néu can.

Uc ché CYP142

Fluvoxamin, mét thudc wc ché dic trung CYP1A2 dd dwoc ghi nhan 14 tc ché rd rét
chuyén hoéa cia olanzapin. Ty 1 ting Cmax trung binh ctia olanzapin sau khi st dung
fluvoxamin 12 54% & nit giéi khong hut thudc va 77% & nam giéi hit thude. Mire d ting
AUC cuia olanzapin & 2 nhém ddi twong nay 1a 52% va 108%. Nén cén nhéc sir dung lidu
khoi dau thip hon cho bénh nhan dang diéu trj bang fluvoxamin hodc bt ky thube trc ché
CYP1A2 nao khac nhu ciprofloxacin. Can nhic giam liéu olanzapin khi bat dau sir dung
thém thudc trc ché CYP1A2.

Giam sinh kha dung

Than hoat tinh 1am giam sinh kha dung ciia olanzapin ding theo duong udng tir 50% dén
60% va do d6, can udng than hoat tinh it nhat 2 gi¢ trude hodc sau khi sir dung olanzapin.
Fluoxetin (mdt thudc e ché CYP2D6), liéu don thudc khang acid (nhém, magnesi) hoic
cimetidin khong anh huéng déng ké dén duge dong hoc cua olanzapin.

Anh hwémg ciia olanzapin dén cdc thuée khdc

Olanzapin c6 thé ddi khang tac dung cua cac thudc chi van dopamin tryc tiép va gian
ti€p.

Olanzapin khéng c6 hoat tinh {rc ché in vitro céc isoenzym CYP450 chinh (nhu 1A2,
2D6, 2C9, 2C19, 3A4). Vi vay, chua c6 twong tac cu thé nao duge khang dinh thong qua
céc thir nghiém in vivo do chwa ghi nhén tac dung tc ché ctia olanzapin ddi véi céc thude
sau: thudc chéng trim cam 3 vong (chu yéu chuyén héa bsi CYP2D6), warfarin
(CYP2C9), theophyllin (CYP1A2) hoac diazepam (CYP3A4 va 2C19).

Olanzapin khong gdy twong tac khi sir dung cung véi lithi hoéc biperiden.

Viéc theo doi ndng d6 valproat trong huyét twong 13 can thiét, tuy nhién khéng can hiéu
chinh lieu valproat khi sir dung cting véi olanzapin.

Hoat tinh trén hé than kinh trung wong
Can than t:ggng khi sfr’ dupg olanzapin cho bénh nhan udng rugu hodc sir dung cac thudc
khac c6 thé gay e ché than kinh trung wong.

Khong khuyen céo sir dung dong thoi olanzapin cung véi cac thudc diéu tri Parkinson &
bénh nhin méc bénh Parkinson va mat tri.

-
Ehintine Ofe /

Can than trong khi sir dung olanzapin ciing v6i cac thude c6 thé gay kéo dai khoang QTec.
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12. Tac dung khong mong muén cia thudc:

Nguwoi lon

Adamkiewicza 8A

Cac phan tmg bit lgi hay gip nhét (dwgc ghi nhin & > 1% bénh nhan) lién quan dén viéc
str dung olanzapin trong cac thir nghiém 14m sang 12 ngi ga va tang can, ting bach cau éi
toan, ting nong d6 prolactin, cholesterol, glucose va triglycerid, glucose niéu, ting thém
an, chong mat, bon chdn, hdi chimg Parkinson, loan van dong, tut huyét ap tu thé ding,
tac dung khang cholinergic, ting men gan thoang qua khong biéu hién triéu chimg, phat

ban, suy nhuge, mét moi va phu.

Bang dudi day liét ké cac phan {mg bit loi va xét nghiém sinh héa ghi nhén dugc tir cac
béo cdo tu phat va trong cac thir nghiém lam sang. Trong mdi nhém tan suat cac phan
ung bét lgi duge sip xép theo thir tw giam din muc d6 nghiém trong. Tan suét phan tmg
bat loi duge quy wée nhu sau: rat hay gip (> 10%), hay gép (= 1% va < 10%), it gap (>
0,1% va < 1%), hiém £3p (= 0,01% va <0,1%), rat hiém gip (< 0,01%), chua rd tan suit
(chua thé uéc lwgng tan suat tir dir liéu hién co).

Rét hay gip | Hay giip | It gip | Chura rd tan suft
R&i loan mau va hé bach huyét
Tang bach ciu 4i toan Mit bach cau Giam tiéu cau
Giam bach cdu
trung tinh

Réi loan hé mién dich

| Phan tmg di tmg

Roi loan chuyén héa va dinh dudng

Tang cén! Ting nong do
cholesterol®?

Tang nong do
triglycerid®?

Tang né‘mg do glucose*

Tién trién hodc lam nang 1
thém dai thao duong, doi *
khi kém theo nhiém toan a’/
ceton hoac hén mé, ké ¢
mot sO ca tir vong

Glucose niéu Giam than nhiét
Tang thém an
Réi loan hé than kinh
Ngu ga Chong mat Hoi ching chan | Pong kinh & nhitng bénh
Bén chdn® khong yén nhén c6 tién sir dong kinh
Ho6i chimg Parkinson® hodc mang céc yéu tb
Loan van dong® nguy co dong kinh
Hbi chtmg an than kinh 4c
tinh
Loan trurong lwe co (ké ca
van nhan)
Loan van dong mudn
Hbi chimg ngimg thudc’
Réi loan & tim ,
8 e
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Kéo dai khoang | dot tir
QTc

Cham nhip tim | Nhip nhanh that/rung that,

ROi loan mach

Tut huyét ap tu thé ding Huyét khéi tinh mach (ké
ca nghén mach phoi va
huyét khoi tinh mach sau)

Ro1 loan tiéu hoa

Tac dung khang Viém tuy
cholinergic nhe, thoang
qua, ké ca tao bon va kho

miéng

R&i loan gan-mat
Tang men gan (ALT, Viém gan (ké ca tic mat
AST) thoang qua khong hoic ton thuong gan hon
biéu hién triéu chimg, dic hop)

biét 1a & giai doan sém
cua dot dicu tri

Roi loan da va m6é mém

Phat ban Nhay cam voi
anh sang
Rung téc

Roi loan co xwrong va mo lién két

| ‘ I Tiéu co van

R&i loan thin va tiét niéu

\ | Tiéu sén | Mét tiéu

R0i loan hé sinh san va tuyén v

| ‘ | Cuong dau duong vat

R6i loan toan than va phan ng tai vi tri su dung

Suy nhugc
Mét moi
Phu
Xét nghiém
Tang nong Tang creatinin | Tang phosphatase kiém
do prolactin phosphokinase
trong huyét Téang bilirubin
twong® toan phan

! Tinh trang tang cén rd rét co y nghia lam sang da dugc ghi nhén & tét ca cac nhém bénh
nhan c¢é Chi s6 khéi lwong co the (BMI) khac nhau. Khi sir dung ngén ngay (trung binh
47 ngay), ty 18 ting cin > 7% rat hay gip (22,2%), tang can > 15% hay gap (4,2%) va >
25% it gap (0,8%). Bénh nhén tang can > 7%, > 15% va > 25% khi dung thude dai ngay

(t6i thiéu 48 tuan) dugc ghi nhin véi tan suét rit hay gip (ty 18 1an luot 12 64,4%, 31,7%

va 12,3%). ﬁ/
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2 Mirc d9 tang trung binh tri sb lipid lic déi (cholesterol toan phaf? TBEEhEsterol va
triglycerid) & nhém bénh nhan khong cé dau hiéu roi loan lipid cao hon.

3 Nong d6 cholesterol lic d6i tir mirc co ban (< 5,17 mmol/l) ting 1én mitc cao (> 6,2
mmol/l). Nhitng thay doi nong d¢ cholesterol toan phan lic déi tir mirc co ban (> 5,17 - <
6,2 mmol/l) 1én mirc cao (> 6,2 mmol/l) rat hay gép.

4 Nong do glucose lic doi tir mire co ban (< 5,56 mmol/l) tang 1én mirc cao (= 7 mmol/l).
Nhirng thay doi néng d6 glucose luc déi tir mirc co ban (= 5,56 - <7 mmol/l) 1én mirc cao
(= 7 mmol/l) rat hay gép.

5 Néng dé triglycerid luc doi tir mirc co ban (<1,69 mmol/l) ting 1én mic cao (= 2,26
mmol/l). Nhiing thay d6i nong d¢ triglycerid luc déi tr mire co ban (= 1,69 mmol/l - <
2,26 mmol/l) Ién mirc cao (> 2,26 mmol/l) rat hay gap.

% Trong céc thir nghiém 1am sang, ty 1€ hdi ching Parkinson va loan truong luc co & bénh
nhan diéu tri bing olanzapin cao hon nhung khong c6 ¥ nghia théng ké so véi & bénh
nhan dung gia dugc. Bénh nhan diéu tri bang olanzapin c6 ty 1 méc hdi chimg Parkinson,
bon chon va loan truong luc co thap hon khi sir dung haloperidol. Do chua c6 théng tin cu
thé vé tién sir cua céc rdi loan van dong ngoai thap mudn va cap tinh ¢ ting bénh nhan,
hién tai chua thé két luin rang olanzapin it gdy ra héi ching loan van dong mudn va/hoic
cac hdi chirng ngoai thap mudn khac.

7 Céc triéu chimg cip tinh nhu d6 mé héi, mat ngu, run rdy, lo ling, budn ndn va non da
dugc ghi nhan khi ngirng sir dung olanzapin dgt ngot.

8 Trong cac thir nghiém 1am sang kéo dai ti 12 tudn, ndong do prolactin trong huyét trong
tang cao va vugt qua giéi han trén thong thudong & khoang 30% bénh nhén diéu trj bing
olanzapin ¢6 tri s6 prolactin co ban & mirc binh thudng. O hau hét bénh nhan, mirc do
tang nong d¢ prolactin thuong nhe va thap hon 2 l4n gi6i han trén thong thlIO'ng O bénh
nhan tdm than phén liét, mirc d6 thay dbi nong dd prolactin trung binh giam khi tiép tuc
diéu tri trong khi & cac nhém bénh nhén khac, néng do prolactm tang lén. Mirc d§ thay
d6i trung binh thuong vira phai. Thong thuong, ¢ bénh nhan diéu tri bang olanzapin, cac
tri¢u chimg lam sang lién quan &én rdi loan tuyén va va kinh nguyét (nhu vo kinh, phi dai
vi, tiét sita & phu nir va phi dai vl & nam) it gdp. Cac phan tmg bt loi lién quan dén chirc
nang sinh duc (nhw rdi loan cuong dwong ¢ nam gidi va giam nhu cdu tinh duc ¢ ca nam
va nit) duoc ghi nhan véi tan suit hay gip.

Sir dung thuéc kéo dai (t6i thiéu 48 tuan)

Ty 1¢ bénh nhén sir dung thudc kéo dai gip phan ung bit lgi, c6 y nghia 1am sang nhu
tdng can, tdng nong dd glucose, cholesterol toan phan/LDLfHDL hodc triglycerid ting 1én
theo thoi gian. O nguoi trudng thanh di hoan tat dot didu tri kéo dai 9-12 thang, toc do
tang duong huyét trung binh cham lai sau khoang 6 thang.

17
Thong tin b6 sung doi voi cdc nhom bénh nhdn ddc biét -’ﬁ/
Trong cac thir nghiém 1am sang trén bénh nhén cao tudi bi mét tri, str dung olanzapin lam
ting ty 1& tir vong va bién c6 bt loi mach vanh so véi dung gia duge. Cac phan tmg bét
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loi rat hay gap do su dung olanzapm 0 nhom bénh nhan nay 1a dang di bat thuong va nga
quy. Viém phdi, tang than nhiét, hong ban, 4o gidc va dai dam ciing di dugc ghi nhan véi
tan suat hay gip.

Trong céc thir nghiém 14m sang trén bénh nhan loan than do cam tmg thuéc (chu vén
dopamin) c6 biéu hién hoi chimg Parkinson, tinh trang ning thém cua triéu ching
Parkinson va do giac dd dugc ghi nhan véi tan suét rit hay gip va véi ty 1é cao hon so véi
dung gia dugc.

Trong mdt thur nghiém 1am sang trén bénh nhan hung cam ludng cuc, sir dung df)ng thoi
valproat cung v6i olanzapin gy giam bach cau trung tinh véi ty 16 4,1%. Mét yéu t6 nguy
co gy ra tinh trang nay la nong d¢ cao cua valproat trong huyét twong. St dung
olanzapin cung vdi lithi va valproat lam tang (> 10%) ty 1€ run ray, kho miéng, tang them
an va tang can. Loan vén ngon noi ciing da dugc ghi nhan véi tan suét hay gap. Trong qua
trinh diéu tri bing olanzapin két hop véi lithi hoac divalproex, tinh trang tang thé trong >
7% so v6i trude khi dung thude dugc ghi nhan ¢ 17,4% s6 bénh nhan diéu tri trong thoi
gian ngén (t6i 6 tuin). Piéu tri kéo dai bang olanzapin (t6i 12 thang) dé du phong tai phat
& bénh nhén rdi loan ludng cuc lam tdng thé trong > 7% ghi nhan dugc ¢ 39,9% s6 bénh
nhan.

Tré em va thiéu nién

Olanzapin khéng dugc chi dinh dé diéu tri cho bénh nhan nhi va thiéu nién dudi 18 tudi.
Mic du chua cé nghién ciru 1am sang ndo dugc thiét ké dé so sanh tryuc tiép 2 nhém bénh
nhan 1a thiéu nién va ngudi 16n di duge tién hanh, dit lidu tir cac thir nghiém trén thiéu
nién dugc so sanh véi dit liéu tir cac thir nghiém trén nguoi 1on.

Bang sau diy tom tit cdc phan img bat loi dugc ghi nhan & thidu nién (tubi tir 13-17) véi
tan suat cao hon so v6i & nguoi 16n hoidc cac phan tmg bat loi chi dugce ghi nhéan trong cac
thir nghiém ngén han & thiéu nién. Tinh trang ting can (> 7%) 5 rét trén lam sang hay
gip hon & bénh nhan thiéu nién so v6i & ngudi 16n khi mirc d6 phoi nhiém thubce 13 trong
dwong. Mitc d0 ting cin va ty 1¢ bénh nhan thiéu nién ting can rd rét trén lam sang khi
dung thudc kéo dai (t6i thiéu 24 tudn) cao hon so vé6i khi ding thudc ngén ngay.

Trong mbi nhém tan sudt, céc phan img bat loi duoc sip xép theo thi t gidm dan mirc d
nghiém trong. Tan suat dugc quy wde nhu sau: rat hay gip (> 10%), hay gap (> 1% va <
10%).

Ro6i loan chuyén héa va dinh duong
Rat hay gdp: tang can’, ting nong do triglycerid'”, ting thém 4n
Hay gdp: tang nong dg cholesterol""

qu loan hé than lpnh
Rat hay gdap: an than (ngu lim, hon mé, ngu ga)

Réi loan tiéu hoa
Hay gap: kho miéng

Ré,li loan gan mat
Rat hay gap: tang transaminase gan (ALT/AST)

el
f
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Xét nghiém ] )
Rat hay gdp: giam bilirubin toan phan, ting GGT, ting nong d6 prolactin huyét twong'?

9 Sau dot diéu tri ngin ngay (thoi gian trung binh 22 ngay), mic d6 ting thé trong (kg) >
7% rét hay gép (40,6%), tang > 15% hay gap (7,1%) va > 5% hay gap (2,5%). Khi diéu tri
dai ngay (ti thidu 24 tuin), 89,4% bénh nhan ting thé trong > 7%, 55,3% ting > 15% va
29,1% tang > 25%.

10 Nong d¢ triglycerid lic doi tang tir mic co ban (< 1,016 mmol/l) Ién cao (> 1,467
mmol/l) va tang tir giéi han thap (1,016 mmol/l - < 1,467 mmol/l) Ién cao (> 1,467
mmol/1).

I Nong d6 cholesterol toan phﬁq lic d6i tang tir mic co ban (4,39 mmol/l) 1én cao (>
5,17 mmol/l) dwgc ghi nhan voi tan suat hay gap. Thay d6i nong do cholesterol lic déi tir
murc gidi han thap (= 4,39 - <5,17 mmol/l) 1én cao (> 5,17 mmol/l) rat hay gap.

12 Tang ndng do prolactin huyét trong dd dwgc ghi nhan & 47,4% bénh nhan thiéu nién.
Thong bdo ngay cho bdc sy hodc dwgc sy nhitng phan irng c6 hgi gap phdi khi sic dung
thuoc

13. Qui lidu va cach xir tri:

Ddu hiéu va triéu chimg:

Céc triéu chimg qué lidu rit hay gip (tAn suit > 10%) bao gdm nhip tim nhanh, kich
dong/hung hédng, loan van ngdn, cac tri¢u chimg ngoai thap khac nhau va giam muc do
nhan thirc tir an than dén hon mé.

Céc triéu chitng rd rét khac khi xay ra qué liéu bao gdm mé sang, It 14n, hon mé, c6 thé
xay ra hoi chimg an than kinh 4c tinh, {rc ché hé hip, hit dich, ting huyét ap hoic tut
huyét ap, loan nhip tim (ty 1& < 2% s6 ca qua liéu) va ngimg tim. Nhitng truong hop tr
vong dad dugc ghi nhan khi ding mirc liéu thap 450 mg nhung céc trudng hop song sot

sau qua lidu cap khi dung liéu t6i khoang 2 g olanzapin theo dudng udng ciing da duoc
ghi nhan.

X Iy qud lieu:
Chua c6 thude giai dgc ddc hi¢u olanzapin. Khuyén cdo gy non. Cé thé ap dung cac quy
trinh chuan dé kiém soat qua lidu (nhw rira da day, sir dung than hoat). Uéng dong thoi

olanzapin cung vdi than hoat lam giam sinh kha dung cta olanzapin theo dudng udng tir
50 dén 60%.

Can tién hanh diéu tri triéu chimg va klem soat cac chirc ning song theo tridu chimg lam
sang nhu diéu tri tut huyét 4p va truy tudn hoan cling nhu hd tro chirc ning ho hap. Khéng
dugce su dung epinephrin, dopamin hodc cac thudc giéng giao cam ciing vdi cac thude chu
van beta do cac thudc kich thich beta c6 thé lam nang thém tinh trang tut huyét 4 ap.

Can giam sat chirc ning tim mach dé phat hién nguy co loan nhip tim. Phai tiép tuc theo
ddi va gidm sat bénh nhan cho dén khi bénh nhan hdi phuc hoan toan. /ﬁ/
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14. Pic tinh dwgc lwe hoe:
Phan loai dugc ly: cac dan chat diazepin, oxazepin va thiazepin. Ma ATC: NO5SAHO03.

Olanzapin 1a thubc chépg loan than, chéng hung cam va 6n dinh tim trang c6 hoat tinh
dugc ly rong trén mot so hé receptor.

Trong cac nghién ctru tién 1am sang, olanzapin c6 i luc (Ki; < 100 nM) véi cac receptor
cua serotonin 5 HT2anc, 5 HT3, 5 HT6; dopamin D1, D2, D3, D4, D5; muscarinic M1-
MS5; al-adrenergic va histamin H1. C4c nghién ciru quan sat hanh vi dong vat cho thiy
olanzapin ¢6 tac dung d6i khang v&i SHT, dopamin va cholinergic, phit hgp véi kha ning
gin két vao céc receptor. Olanzapin c6 &i luc in vitro v6i receptor cua serotonin SHT2
manh hon so v6i dopamin D2 va hoat tinh in vivo trén SHT2 manh hon D2 khi thir
nghiém trén cac mo hinh dong vat. Cac nghién ctru dién sinh ly da chirng minh olanzapin
gdy giam mot cach chon loc su kich hoat céc té bao than kinh dopaminrgic & trung néo
héi vién (A10), nhung it c6 tac dung dén thé van (A9) trong chirc ning vin dong.
Olanzapin lam giam dap (ng né tranh c6 diéu kién, 12 mot thir nghiém xac dinh tac dung
chéng loan than khi dung liéu thap hon lleu gdy ra chimg giir nguyén | thé, 1a mot tac dung
phu trén chiic ning van dong. Khong giéng nhw mét sb thude chong loan than khac,
olanzapin gy tdng dap ung trong mdt thir nghiém "lam giam lo au”.

Trong mdt nghién ctru udng liéu duy nhit (10 mg) ding phuong phap chup Rongen cét
16p phat positron (Positron Emission Tomography, PET) & nhitng ngudi tinh nguyén khoe
manh, olanzapin chiém giir receptor SHT2A nhiéu hon so véi receptor dopamin D2. Bén
canh d6, mot nghién ctru hinh 4nh ding phuong phap chup Rongen cat 16p phét photon
don dién toan (Single Photon Emission Computerised Tomography, SPECT) & nhitng
ngudi bénh tdm than phan liét cho thdy nhitng ngudi bénh dép tmg vé6i olanzapin chiém
gitt D2 cua thé van it hon so véi nhitng ngudi bénh dap tng véi risperidon va mét sb
thuéc chéng loan thin khac, nhung twong dwong véi nhitng ngudi bénh dap tng voi
clozapin.

Ca hai trong hai thir nghiém c6 d6i chimg placebo va hai trong ba thir nghiém c6 ddi
chimg véi thudc so sanh trén 2.900 bénh nhan tim thin phén liét véi ca triéu ching
dwong tinh va am tinh déu cho thiy olanzapin gitip cai thién t6t hon c6 ¥ nghia théng ké
cac triéu chirng duong tinh cling nhu am tinh.

Trong mdt nghién ciru so sanh, mu doi, da qudc gia vé bénh tAm than phan liét, rdi loan
phén liét cim xtic va cac rdi loan lién quan trén 1481 bénh nhan véi céc triéu chimg trdm
cam & mirc d6 khac nhau (tri s co ban trung binh 16,6 theo thang dénh gia trdm cam
Montgomery-Asberg), phén tich thi cap chi s tram cam co ban va sau khi dung thube

cho thiy olanzapin gitp cai thién triéu ching (-6,0) t6t hon c6 y nghia théng ké (p =
0,001) so vdi haloperidol (-3, 1).

O nhitng bénh nhan bi hung cam hodc ¢ giai doan hén hop cia rdi loan ludng cuc,
olanzapin c6 hiéu qua t6t hon gia dwoc va natri valproat (divalproex) trong vi¢c lam giam
cic triéu chimg hung cam trong 3 tuan. Olanzapm cling co hiéu qua twong duong
haloperidol khi so sanh ty 1€ bénh nhan thuyén giam tri¢u chimg hung cam hodc tram cam
sau 6 va 12 tudn. Trong mot nghién ciru st dung phdi hop thudc trén bénh nhén da duoc
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diéu tri bang lithi hodc valproat trong thoi gian t6i thidu 2 tuan, sir dung thém olanzapin
10 mg (cung vdi lithi hodc valproat) giip lam giam céc triéu ching hung cam t6t hon so
v6i diéu tri don doc bing lithi hoic valproat sau 6 tudn.

Trong moét nghién ciru duy phong tai phat kéo dai 12 thang trén bénh nhin & giai doan
hung cam da thuyén giam nho str dung olanzapin rdi sau d6 dwoc cho dung ngau nhién
olanzapin hodc gia dugc, olanzapin cho hi¢u qua vuot troi c6 y nghia thong ké so véi gia
duoc trong viéc du phong tai phat réi loan lugng cuc. Olanzapin ciing cho hiéu qua tot

hon 15 rét so véi gia duge khi so sanh kha ning du phong tai phat hung cam hoic tram
cam.

Trong nghién ciru du phong tai phat thir 2 kéo dai 12 thang trén bénh nhan & giai doan
hung cam d thuyén giam nho str dung phdi hop olanzapin va lithi roi sau d6 duge cho
ding ngiu nhién olanzapin hoic lithi don doc, olanzapin c6 hiéu qua khong kém hon lithi
trong viéc du phong tai phat rdi loan ludng cuc (olanzapin 30,0%, lithi 38,3%; p = 0,055).

Trong mét nghién ciru sir dung phéi hop thude kéo dai 18 thang trén bénh nhan bi hung
cam hodc & giai doan hén hop da duoc 6n dinh bé"tng olanzapin va mot thuéc 6n dinh tAm
trang (lithi hoic valproat), sir dung dong thoi olanzapin ciing véi lithi hoic valproat trong
thoi gian dai khong cho hiéu qua tot hon rd rét so véi lithi hodc valproat don doc trong
viéc ngan chén tai phat r6i loan ludng cuc dua theo tiéu chuén triéu chimng (chfin doan).

Bénh nhén nhi

Kinh nghiém sir dung olanzapin trén thiéu nién (tu()i tir 13 dén 17) méi chi gi6i han ¢ dur
liéu trong diéu tri ngan han tam than phan liét (6 tuan) va hung cam lién quan dén rdi loan
ludng cuc I (3 tuan) trén quan thé it hon 200 thiéu nién. Olanzapm da duogc str dung voi
mtrc lidu linh dong tir 2,5 dén 20 mg/ngay. Trong qua trinh diéu tri bing olanzapin, bénh
nhan thiéu nién tang can nhiéu hon 3 rét so véi ngudi 16n. Mirc d6 thay ddi cac thong sb
cholesterol toan phéan lic déi, LDL cholesterol, triglycerid va prolactin ¢ thiéu nién cao
hon so v&i & ngudi 16m. Chua c6 dir 1iéu vé viée duy tri tac dung va c6 rat it thong tin vé
dd an toan cua thude khi ding kéo dai.

15. Pac tinh dwge dong hoc:

Olanzapin dugc hap thu tot khi udng, dat ndng do dinh trong huyét twong trong vong 5
dén 8 gio. Thitc an khong anh hudng dén hép thu. Chua xac dinh sinh kha dung tuyét dbi
ciia thude khi diing theo dwdng udng so véi dudng ding tinh mach.

Ty 1& gin protein huyet tuong cua olanzapin 1a khoang 93% khi nong d6 thudc trong

huyét twrong tir 7 dén khoang 1000 ng/ml. Olanzapin lién két chu yéu véi albumin va al-
acid-glycoprotein.

Olanzapin dugc chuyen hoa tai gan qua con dudng lién hop va oxy héa. Chat chuyén héa
chinh tim thdy trong tuan hoan la 10-N-glucuronide, chit nay khéng qua dugc hing rao
mau ndo. Cac cytochrom P450-CYP1A2 va P450-CYP2D6 tham gia vao viéc tao ra cac
chat chuyén héa N-desmethyl va 2-hydroxymethyl. Cé hai chat chuyén héa nay déu co
hoat tinh dugc 1y in vivo yéu hon nhiéu so véi olanzapin trong cac nghién ctru trén dong
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vat. Tac dung dugc ly cta thude chi yéu 1a cia olanzapin. Khi ding theo duong udng,
thoi gian ban thai cubi cing trung binh cia olanzapin & ngudi khoe manh dao dong theo
tudi va gidi tinh.

So v&i nhitng ngudi tré tudi, & ngudi cao tudi (65 tudi trd 1én) khoe manh, thoi gian ban
thai trung binh ctia olanzapin kéo dai hon (51,8 so v6i 33,8 gio) va do thanh thai giam di
(17,5 so véi 18,2 1/gid). Bién thién Ve duogc dong hoc & ngudi cao tudi vin nim trong
pham vi bién thién nhu & nguoi tré tudi. O 44 ngudi bénh tAm than phan liét trén 65 tudi,
str dung lidu tir 5 dén 20 mg/ngay khong dan dén sy khac biét nao vé céc tac dung phu.

So v6i nam gidi, & phu nit, thoi gian ban thai trung binh cua thudc kéo dai hon (36,7 so
vo1 32,3 gio) va do thanh thai giam di (18,9 so véi 27,3 1/gio). Tuy nhién, d§ an toan cia
olanzapin (5-20 mg) la twong duong khi so sanh giita bénh nhéan nit (n = 467) va nam (n =
869).

Khéng c6 su khac nhau dang ké vé thoi gian ban thai trung binh (37,7 so véi 32,4) hodc
do thanh thai (21,2 so vai 25,0 1/gid) cua olanzapin & bénh nhéan suy than (d9 thanh thai
creatinin < 10 ml/phut) so v6i & nguoi khée manh. Khoang 57% lidu Olanzapin dugc
danh dau bang chat phong xa duoc thai trir qua nudce tiéu, chii yéu dudi dang cac chét
chuyén hoa.

O nguoi bénh hit thude c6 rdi loan chirc ning gan nhe, thoi gian ban thai trung binh (39,3
gi0) kéo dai hon va d¢ thanh thai (18,0 I/gio) giam di twong tw nhu d6i véi ¢ nhitng nguoi
khée manh khong hut thude (cac tri sé trong tmg 12 48,8 giv va 14,1 1/gio).

So vé6i & nhitng ngudi hut thude (nam gidi va nit gidi), nhitng ngudi khong hat thude cé
thoi gian ban thai trung binh kéo dai hon (38,6 so véi 30,4 gio) va do thanh thai giam di
(18,6 so véi 27,7 1/gio).

D¢ thanh thai huyét trong cia olanzapin thip hon & ngudi cao tudi so v6i & ngudi tré
tudi, & nit gidi so v6i & nam gidi, va & nguoi khong hat thudc so v6i & nguoi hit thude.
Tuy nhién, mitc d6 anh hudng clia cc yéu t6 do tudi, gidi tinh hodc hit thude dén do

thanh thai va thoi gian ban thai cua olanzapin 1a nho khi so sanh v&i sy khac nhau chung
gifra cac ca the.

Trong mot nghién ctru trén ngudi da tring, nguoi Nhat Ban va Trung Quéc, khong ¢ su
khac nhau ve cac thong so dugc dong hoc gitta ba nhom ngudi nay.

Bénh nhan nhi

Thiéu nién (13 dén 17 tudi): Dugc dong hoc cia olanzapin & thiéu nién va ngudi 16n 1a
twong tw nhau. Trong cac nghién ciru 1am sang, ty 1¢ phoi nhiém olanzapin trung binh &
thiéu nién cao hon nguoi 1on khoang 27%. Su khac bi€t vé nhan khau hoc gilra thiéu nién
va nguoi 1on bao gom thé trong trung binh cua thiéu nién thap hon va ty 18 thiéu nién hit

thudc it hon so véi & ngudi 16n. Cac yéu té ndy c6 thé gép phan din dén mic d6 phoi
nhiém thude & thiéu nién cao hon & ngudi 16n. |

h
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16. Quy cach dong géi: /
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Vi PA/nh6m/PVC/nhém dung trong hdp carton chira 4 vi x 7 vién.

17. Piéu kién bao quan, han dung, tiéu chuin chit lrong ciia thudc:

- Béo quan: Bao quan trong bao bi kin & nhiét do khéng qua 30°C. Tranh hoi 4m
- Han ding: 24 thang ké tir ngay san xuit.

- Tiéu chuén chét lugng: TCCS

18. Tén, dia chi ciia co s& san xuat:
Pharmaceutical Works Adamed Pharma Joint Stock Company
95-054 Ksawerow, Szkolna St. 33, Ba lan.

Ngay cdp nhdt hwéng dan sir dung:
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