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Can dinh ky dinh luong ndng do transaminase trong qua trinh sir dung olanzapin cho cac ddi
tuong ndy. Trong truong hop viém gan (bao gdm té bao gan, & mat hoic tdn thuong gan hdn
hop), nén ngirng diéu tri véi olanzapin.

Gidm bach cau: Than trong & bénh nhan ¢ sé luong bach ciu va/ hodc bach cu trung tinh thép
vi bét ctt ly do nao, bénh nhan ding thudc c6 thé gy giam bach ciu, bénh nhan c6 tidn sir suy/
doc tay xwong do thude, bénh nhan suy tiy xuong do cac bénh kém theo, xa tri hodc hda tri va
bénh nhén bi ting bach ciu 4i toan hoic bi ting sinh tiy xwong. Giam bach cau thuong dugce
bao cdo khi ding ddng thoi olanzapin va valproat.

Ngirng thuéc: Da ¢ béo cdo hiém gip nhimg triéu chimg cép tinh nhur @6 md héi, mit ngu, run,
lo lng, budn nén hozc nén khi ngimg olanzapin dot ngot.

Khodng OT: Thubc c6 thé giy kéo dai khoang QT (it gap). Than trong khi dung olanzapin véi
thudc c6 kha ning kéo dai khoang QT, dic biét & ngudi cao tudi, & bénh nhan bj hdi ching
khoang QT dai bdm sinh, suy tim xung huyét, phi dai tim, ha kali huyét hoic ha magnesi huyét.
Huyét khoi: Huyét khoi tinh mach da dugc bao cdo it gip. Mi quan hé nhén qua chwa duoc
thiét 1ap. Tuy nhién, vi bénh nhén bi tim thin phan liét thuong c6 yéu t6 nguy co bi huyét khéi
tinh mach, tit ca cic nguy co cua huyét khbi tinh mach nhu tinh trang bat dong, nén dwoc xéac
dinh va thuc hién cac bién phap phong ngtra.

Hé than kinh trung wong: Do tic dung chinh 1én than kinh trung wong cua olanzapin, nén than
trong khi sir dung thubc phdi hop véi cac thude tic dong 1én than kinh trung wong khéc va ruou.
Than trong véi khan ning lam giam tép trung va hoat dong van dong lién quan dén tac dong an
than cua thudc. .

Vi olanzapin thé hién tinh d6i khang dopamin in vitro, thudc c6 thé dbi khang tac dong cua cac
thude chii van dopamin truc tiép hoic gian tiép.

Co gidt: Than trong khi ding olanzapin cho bénh nhén c6 tién sir dong kinh, chin thuong ving
du hodc dang dugc didu tri bang cac thudc c6 kha niang 1am giam ngudng co gidt do tac dung
co git phu thudc liéu c6 thé xuit hién trong qua trinh diéu tri olanzapin.

Réi loan vdn déng mudn: Than trong v6i ngudi cao tudi dic biét voi nir giéi do nguy co ting rbi
loan vin dong mudn. Trong trudng hop xay ra rdi loan nay c6 thé can nhic kha ning ngimg
thude.

Ha huyét dp tu thé: Than trong khi st dung olanzapin cho ngudi cé bénh tim, bénh mach mau
ndo hodc cdc bénh ly c6 kha ning giy ha huyét ap (mit nudc, giam thé tich tudn hoan, dang
duge diéu tri bang thubc chdng ting huyét 4p) do kha ning ting nguy co ha huyét ap tu thé kem
theo nhip tim chdm, ngit va ngimg nut xoang.

DBét tir do tim: Bién cb dot tir do tim di dugc bao cdo & bénh nhéan dung olanzapin. .

Phan tmg di 1ing thudc kém ting bach cdu di toan va nhitng triéu chitng toan than (DRESS):
DRESS d3 dugc bao cdo khi sir dung olanzapin. DRESS c6 thé biéu hién qua c4c phéan {ng trén
da (nhu phat ban hodc viém da tréc vay), tang bach cdu 4i toan, sdt v&/ hodic ndi hach, véi cac
bién chung toan than nhu viém gan, viém thén, viém phéi, viém co tim va/ hodc viém mang
ngoai tim. DRESS d6i khi gy tr vong. Nglng olanzapin néu nghi ngd bénh nhan bi DRESS.
Khé nuét: Thube tri loan thén c6 thé gay rdi loan véan dong thuc quan, sic. Viém phéi do sac la
nguyén nhan thudng gip gdy bénh hodc tir vong & bénh nhan Alzheimer. Olanzapin khong
duoc chi dinh d diéu tri Alzheimer. ’

Téing thén nhiét: Can dénh gia than nhiét, than trong cho cac bénh nhén lam viéc thé luc ning,
mét nudc, dang dwoc didu tri bang céc thude khang cholinergic do nguy C(z\lfl}' tang than nhiét

cua thudc. \
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Téng prolactin huyét: Ciing nhu céc thubce déi van thi thé dopamine D», olanzapin ting ndng dd
prolactin, va su ting nay kéo dai trong qua trinh diéu tri man tinh.
Tré em:

Olanzapin khong duoc chi dinh cho tré em dudi 13 tudi.

Nghién ctru trén bénh nhan tir 13 - 17 tudi cho thiy nhiéu phan tng khong mong mubn, bao gdm
ting can, thay ddi thong sb chuyén hoa va tang nong do prolactin.

Olanzapin phai dugc sir dung than trong va dudi su gidm sat chit ché ciia thay thubc chuyén gia
trén tré em tir 13 - 17 tudi

ZAPNEX c6 chira lactose, bénh nhan bi rdi loan di truyén hiép gip vé dung nap galactose,
chimg thiéu hut Lapp lactase hogc réi loan hap thu glucose-galactose khong nén sir dung thude
nay.

ZAPNEX c6 chita mau tartrazin yellow c6 thé gay di tng.
ZAPNEX c6 chira polysorbat 80 c6 thé gy di ing va dau thdu dau c6 thé gdy budn nén, non,
dau bung, tiéu chay.

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

Phu nit co thai

Chua c6 nghién ctru day da va c6 kiém soat trén phu nir mang thai. Nén khuyén bénh nhan
thong béo cho béc s§ néu c6 thai hodc c6 y dinh mang thai trong khi diéu tri voi olanzapin. Tuy
nhién, do kinh nghiém trén nguoi con han ché, chi nén st dung olanzapin khi mang thai néu lgi
ich 16n hon nhitng nguy co ¢6 thé c¢6 cho thai nhi.

Tré so sinh phoi nhiém voi thudc chéng loan than trong 3 thang cudi thai ki c6 nguy co bi cac
tac dung khéng mong mubn nhu tri€u chimg ngoai thap va/ hogc tri¢u chimng cai thubc véi nhidu
mirc d6 ning va thdi gian mic khac nhau. Cé bao cdo kich dong, ting/ giam truong lyc co, run,
budn ngu, suy hd hip hozic khé cho dn & tré so sinh, tré so sinh nén duge theo doi can than.

Phu nit cho con bu

Trong nghién ciru & phu nit khée manh cho con by, olanzapin tiét qua sira me. Phoi nhiém trung
binh & tré so sinh (mg/ kg) & trang thai 6n dinh duoc du doan 1 khoang 1,8% liéu olanzapin &
ngudi me. Nén khuyén bénh nhan khong cho con bt khi dang dung olanzapin.

Kha ndng sinh san

Téc dong trén kha ning sinh san van chua 3.

Anh hudng cia thudc ddi véi cong viée (ngudi van hanh may moéc, nguodi dang l4i tau xe,
ngudi 1am viée trén cao va cac truong hop khac): Chua c6 nghién ctru nao vé anh hudng cua
olanzapin 1én kha ning lai xe va van hanh may méc duge thuc hién. Vi olanzapin c6 thé gy
budn ngu va chong mat, bénh nhan nén than trong vé viéc l4i xe hodic van hanh méay moéc.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC

Trdnh khéng nén phéi hop: Khong nén ph01 hop olanzapm v6i levomethadyl do nguy co doc
tinh trén tim (kéo dai khoang QT, gdy xodn dinh), véi metoclopramid do tang nguy co xudt hién
hoi chung ngoai thap, hoi chimg an than kinh ac tinh

Cdc twong tic c6 kha nang anh huwdéng olanzapin

Diazepam: Dung chung lam tdng nguy co ha huyet ap tu thé

Cam 1ing CYP1A2: Chuyén héa olanzapin c6 thé tang do hit thubc (nicotin) va cac thubc cam
ing CYP1A2 (carbamazepin, phenobarbital, phenytoin, rifampicin, omeprazol), ¢6 thé dan dén
giam nong d¢ olanzapin. D¢ thanh thai olanzapin tang it hogc vira. Anh hudng 1am sang thuong
nhd, khuyen céo theo ddi lam sang va ting lidu olanzapin néu can thiét.

Uc ché CYP1A2: Fluvoxamin, mdt chét wrc ché CYP1A2, cho thay su e ché dang ké chuyén
héa cta olanzapin. Nén cin nhéc ding lidu khoi dau olanzapin thdp hon & nhitng bénh nhén
dang ding fluvoxamin hodc cac thubc wc ché CYP1A2 khac, nhu ciprofloxacin, cafein,
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erythromycin, quinidin. Can nhic giam liéu olanzapin dang dung khi bit du diéu tri v6i cac
thude trc ché CYP1A2.

Giam sinh kha dung

Than hoat tinh lam giam sinh kha dung cta olanzapin ding dudng udng khoang 50 - 60% va
nén duge dung it nhét 2 gior trude hodc sau khi dung olanzapin.

Warfarin (liéu don 20 mg), fluoxetin (thudc trc ché CYP2D6), lidu don antacid (nhdm, magnesi)
hodc cimetidin khong anh hudng dang ké dén duoc dong hoc cua olanzapin.

Twong tdac dugc ly: Khong nén dung dopamin, adrenalin hodc thudc tac dong glong giao cam
khéc trén thy thé beta & bénh nhan dang diéu tri olanzapin, do c6 kha ning lam trim trong thém
ha huyét ap do tac dung trc ché thu thé alpha cua olanzapin

Olanzapin c6 thé anh hwéng dén cic thubc khdc

Olanzapin c6 thé dbi khang véi tac dung cuia levodopa va cac chét chu van dopamin.

Olanzapin 1am ting tac dung (tdo bon, khd miéng, an thin, bi tiéu, rdi loan thi gidc) cia thube
khang cholinergic, 1am ting tac dung ha huyét ap cua cac thubc chdng tang huyét ap.

Olanzapin khong trc ché cac isoenzym CYP450 chinh in vitro (nhu 1A2, 2D6, 2C19, 3A4). Do
vdy khong c6 nguy co tuong tac nao. Nhién ciru in vivo, khong thdy su trc ché cac hoat chét sau:
thubc tri trim cam 3 vong (dai dién cho chuyén héa qua CYP2D6), warfarin (CYP2CY),
theophyllin (CYP1A2) hodc diazepam (CYP3A4 va 2C19).

Olanzapin khong tuong tac khi dung chung vdi lithi hoac biperiden.

Theo dai ndng do valproat trong huyét tuong cho thiy khong can hiéu chinh liéu valproat sau
khi dung ddng thoi véi olanzapin.

Téc dng trén hé than kinh trung wong

Nén than trong khi ding olanzapin & bénh nhén dung ruou hodc cac thudc c6 thé gay trc ché hé
than kinh trung wong.

Khong khuyén cdo diung dong thoi olanzapin véi thubc diéu tri Parkinson & bénh nhan bi
Parkinson va mét tri nhé.

Khoang QT

Thén trong khi sir dung olanzapin véi cac thudc c6 kha ning gy kéo dai khoang QT.

8. TAC DUNG KHONG MONG MUON

Nguwoi lon

Rat thuong gdp, ADR > 1/10

Chuyén hoa va dinh dudng: Tang can.

Thén kinh: Bu6n ngu.

Mach mau: Ha huyét ap tu thé.

Xét nghiém: Tang nong d9 prolactin huyét twong.

Thuong gap, 1/100 <ADR < 1/10r

Méu va hé bach huyét: Tang bach cau ua acid, giam bach cau, giam bach céu trung tinh.

Chuyén hoéa va dinh dudng: Ting ndng d6 cholesterol, ting ndng do glucose, ting ndng do
triglycerid, glucose ni¢u, tdng cam giac ngon miéng.

Thén kinh: Chéng mat, chimg ngdi nim khong yén, Parkinson, ri loan van dong.

Tiéu hoa: Tac dung khang cholinergic nhe, thodng qua bao gdm tao bon va kho miéng.

Gan mat: Tang aminotransferase gan (ALT, AST) thoang qua, khong triéu chimng, ddc biét 1a khi
bt dau diéu tri.

Da va cac mé dudi da: Phat ban.

Co xuong va md lién két: Pau khép.

H¢ sinh duc va tuyen vii: Réi loan chirc ning cuong duong & nam gidi. Gidam ham muén tinh
duc & ca nam va nit gidi. ,

Toan than: Suy nhuge, mét moi, phu, sot.

Xét nghiém: Tang phosphat kiém, creatinin kinase cao, gamma glutamyltransferase cao, acid

l}I‘lC cao.
It gap, 1/1.000 <ADR < 1/100 @/
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Mién dich: Qua mén.

Chuyén héa va dinh dudng: Dai thdo duodng tién trién hodc ning hon thuong kém nhiém toan
ceton hoac hon mé, bao gom mot s trudng hop tir vong.

Than kinh: Co giat, hau hét & cac truong hop ¢ tién sur co giat hodc cac yéu tb nguy co cua co
giét, ri loan truong luc co (bao gdm con quay mit), rdi loan vin dong mudn, suy giam tri nhg,
loan van ngon.

Tim: Cham nhip tim, kéo dai khoang QT.

Mach mau: Huyét khdi (bao gom thuyén tac phdi va huyét khéi tinh mach sau).

Ho6 hép, long nguc va trung thit: Chay mau cam.

Tiéu hoa: Py bung.

Da va cac m6 dudi da: Phan timg nhay cdm 4nh séng, rung toc.

Thén va tiét niéu: Tleu khong tu chu, bi tleu khong tiéu duoc.

Hé sinh duc va tuyén vi: Vu to vo kinh, tiét nhiéu sira & phu nit, nit hoa tuyén vi/ vii to & nam
gioi.

Xét nghiém: Tang bilirubin toan phan.

Hiém gap, 1/10.000 < ADR < 1/1.000

Mau va hé bach huyet. Giam tiéu cau.

Chuyén héa va dinh dudng: Ha than nhiét.

Than kinh: Hoi ching an than kinh 4c tinh, triéu chimg cai thudc.

Tim: Nhip nhanh that/ rung thit, dot tu.

Tiéu hoa: Viém tuy.

Gan mat: Viém gan (bao gdm té bao gan, viém gan & mat hodc ton thuong gan hdn hop).

Co xuong va mo lién két: Tiéu co van.

He sinh dyc va tuyen vu: Cuong duong kéo dai.

Chuea biét tan suat

Hoi chimg cai thudc & tré so sinh.

DRESS: thé hién qua céc phan tng trén da (nhu phat ban hodc viém da tréc vay), ting bach cau
4i toan, sbt va/ hodc ndi hach, véi cac bién ching toan than nhu viém gan, viém thén, viém phéi,
viém co tim va/ hodc viém mang ngoai tim.

Diéu tri kéo dai (it nhit 48 thing)

C6 mot ti 1€ bénh nhén ¢ nhimg thay d6i khong mong muén dang ké trén 1am sang vé ting cén,

glucose, tong cholesterol/ LDL/ HDL hoic triglycerid theo thoi gian. O ngudi 16n diéu trj tir 9 -
12 thang, tc do tang glucose huyét cham lai sau khoang 4 - 6 thang.

DPoi two’ng ddc biét

O ngudi cao tudi sa sut tri tu¢, olanzapin gdy tir vong va tac dung khong mong muon trén mach
méu ndo so véi tdn suét cao hon so véi gia duge. Tac dung khong mong mubn rat thuong gip:

dang di va nga bét thuong. Thuong gip: Viém phdi, ting nhiét do co thé, hon mé, ban do, a0
gidc thi giac va tiéu khong ty chu.

O bénh nhan bj bénh than kinh do ding thuoc (chu van dopamin) khi bi Parkinson,. tri¢u chirng
Parkinson va 4o giac niang hon dugc béo céo rat thuong gip va thudng xuyén hon gia duogc.

O bénh nhan bi hung cdm ludng cuc, ph01 hop valproat va olanzapin gdy tang ti 1¢ giam bach
ciu trung tinh 4,1%; nguyén nhan mot phin c6 thé do ndng do valproat trong huyét turong cao.

Dung olanzapin véi lithi hogc valproat lam tang muc d6 run (= 10%), khé miéng, tang sy ngon
miéng va tang can. Réi loan ngdn ngit ciing dugc béo cdo thuong gap. Khi diéu tri bang
olanzapin ph01 hop vdi lithi hodc divalproex, gay tang > 7% thé trong ban dau & 17,4% bénh
nhan khi diéu tri cdp tinh (1én d&én 6 tuan). Piéu tri kéo dai véi olanzapin (lén dén 12 tuan) dé
phong ngtra tai phat & bénh nhan rbi loan ludng cuc gay ting > 7% thé trong ban ddu & 39,9%
bénh nhan.

Tré em

Céc phan ung khong mong mudn duge béo co véi tan sudt cao hon ¢ thanh thiéu nién (13 - 17
tudi) so V61 nguoi lon va co nhitng phan tng khong mong mudn chi gip trong thir nghiém 1am
sang ngin han & thanh thiéu nién.
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Rdt thwong gap, ADR > 1/10

Chuyen ho6a va dinh dudng: Téang cén, tang ndng do triglycerid, ting su ngon miéng.:

Thén kinh: An than (bao gém: ngu lim, hén mé, budn ngu).

Gan mat: Tang aminotransferase gan (ALT/ AST)

Xét nghiém: Giam bilirubin toan phan, ting gamma glutamyltransferase, ting ndng do prolactin
huyét twong.

Thuong gap, 1/100 <ADR < 1/10

Chuyén héa va dinh dudng: Tang ndng do cholesterol.

Tiéu hoa: Kho miéng.

Xir tri ADR ‘

Ngimg thudc trong truong hop xuét hién céc biéu hién cta hoi chtng an than kinh 4c tinh. Diéu
tri hd tro tich cuc va theo di chat bénh nhén. Can than trong khi str dung lai olanzapin cho bénh
nhan sau khi xuat hién hdi ching an than kinh 4c tinh: nén lya chon cac thudc it gdy hoi chung
nay hon va can tang lidu tir tir cho bénh nhan.

Ngimg thudc hodc giam liéu olanzapin néu xuét hién loan dong mudn trong qué trinh st dung
thudec.

Giam lidu hoac dung thubc 1 1an/ ngay luc di ngti néu xuét hién budn ngu trong qua trinh st
dung olanzapin.

Sur dung céc bién phap diéu tri dung thudc hogic khong dung thudc dé didu chinh rdi loan lipid
huyet néu xuét hién trong qua trinh diéu tri bing olanzapin. C6 thé can nhic st dung thay thé
bang céc thudc an thin kinh khéc it gdy anh hudng trén chuyén héa lipid nhu risperidon,
ziprasidon hodc aripiprazol.

Thudc c6 thé gdy cdc tdc dung khong mong mudn khdc, nén khuyén bénh nhén théng bdo cho
bdc sy biét nhitng tdc dung khong mong muon gdp phai khi ding thuéc.

9. QUA LIEU VA CACH XU TRi

Ddu hiéu va triéu chimg

Triéu chimg rat thuong gap khi qua lidu (ti 1& > 10%) bao gém nhanh nhip tim, kich dong/ hung
hang, loan van ngdn, nhiéu triéu chimg ngoai thap va giam mirc dg y thire tir an thdn dén hon mé.
Céc di chimg dang ké cua qua liéu bao gom mé sang, co gidt, hon mé, co thé c6 hoi chimg an
than kinh 4c tinh, suy ho hap, sic, ha huyét ap hoic tang huyét ap, loan nhip tim (< 2% céac ca
qué liéu), va ngung tim phdi. Pa c6 béo cdo tir vong v6i qua liéu olanzapin c4p tinh thip nhu
450 mg, nhung ciing c6 nhimg ca sdng s6t sau khi qua liéu cép tinh khoang 2 g olanzapin dudng
ubng. '

Xue tri

Khong c6 thudc giai doc dic hiéu cho olanzapin. Khong khuyén céo kich thich gay nén. C6 thé
ép dung nhing bién phap diéu tri qué liéu chudn (nhu rira da day, dung than hoat tinh). Str dung
dong thoi than hoat tinh cho thay lam giam sinh kha dung cua olanzapin 50 - 60%.

Nén diéu tri triéu chung va theo doi déu hiéu séng dua trén tinh trang 14m sang, bao gbm diéu tri
ha huyét 4p va suy tudn hoan va hd trg chirc niang hd hip. Khong dung epinephrin, dopamin
hoic cac thubc cudng giao cam chi van beta, vi kich thich beta c6 thé 1am ning hon tinh trang
ha huyet ap. Can theo doi tim mach dé phat hién rdi loan nhip tim c6 thé c6. Nén theo ddi bénh
nhan cn than cho dén khi héi phuc.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong dung qu4 liéu chi dinh.
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11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xudt tai:

DAVIPHARM

CONG TY TNHH DUQC PHAM PAT VI PHU

(DAVI PHARM CO., LTD)

Pia chi: L6 M7A, Puong D17, Khu CN My Phuée 1, Phudng Théi Hoa, Thi x3 Bén Cat, Tinh
Binh Duong, Viét Nam

Tel: 0650-3567689 Fax: 0650-3567688

12. NGAY XEM XET SUA POI, CAP NHAT LAI NQI DUNG HUOGNG DAN SU DUNG
THUOC

PHO GIAM BOC
DS.guyén Hain Fhotmg
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