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{ 1 ) Vién nang cirng Ziprasidone 20 mg/40 mg/60 mg/80 mg

Doc ky h:,rmrg dén sir dung triede khi ding
Dé xa tam tay tré em
Théng bdo ngay cho béc st hodic diwge st nhiing tdc dung khdng mong mudn gdp phai khi sic dung thuéc

THANH PHAN VA HAM LUQNG

MJi vién nang cirng ¢6 chira:

Hoat chit:

Vién nang cirng Ziprasidone 20 mg:

Ziprasidone hydrochloride monohydrate twong duong Ziprasidone....................20 mg.

Vién nang citng Ziprasidone 40 mg:

Ziprasidone hydrochloride monohydrate twrong duong Ziprasidone.................... 40 mg.

Vién nang cirng Ziprasidone 60 mg:

Ziprasidone hydrochloride monohydrate twong duong Ziprasidone.................... 60 mg.

Vién nang citng Ziprasidone 80 mg:

Ziprasidone hydrochloride monohydrate twong duong Ziprasidone.................... 80 mg.

Td dwoc viva dii: Lactose monohydrat 100, tinh bt ngd tién gelatin hoa, magnesi stearat,
nang rong gelatin.

Vién nang citng Ziprasidone 20 mg: Nang rong s6 2 niip cam, thdn cam (thanh phén: titan
dioxid, erythrosin, sunset yellow, natri lauryl sulphat, gelatin).

Vién nang citng Ziprasidone 40 mg: Nang rong sé 1 nip xanh duong bac, thin tring bac
(thanh phan: gelatin, silic dioxid, natri lauryl sulfat, methylparaben, propylparaben,
glycerin, acid acetic, titan dioxid, candurin silver fine, ponceau, green S).

Vién nang cing Ziprasidone 60 mg: Nang rong sb | niip xanh duong bac, thin tring bac
(thinh phan: gelatin, silic dioxid, natri lauryl sulfat, methylparaben, propylparaben,
glycerin, acid acetic, titan dioxid, candurin silver fine, ponceau, green S).

Vién nang ciimg Ziprasidone 80 mg: Nang rong s 0 nip cam bac, thin cam bac (thinh
phén: gelatin, silic dioxid, natri lauryl sulfat, methylparaben, propylparaben, glycerin, acid
acetic, titan dioxid, candurin silver fine, tartrazin, allura red).

DANG BAO CHE

Vién nang citng Ziprasidone 20 mg: Vién nang cing nip cam, than cam, nang 50 2, nang
duoc déng kin, khong mép méo, bén trong chira bot mau triing dén hong nhat.

Vién nang cimg Ziprasidone 40 mg: Vién nang cing nip xanh duong bac, thin tring bac,
nang s6 1, nang dugc dong kin, khong moép méo, bén trong chira bt mau tring dén hong
nhat.

Vién nang ciing Ziprasidone 60 mg: Vién nang cimg nip xanh dwong bac, thin tring bac,
nang s6 1, nang duoc dong kin, khéng mép méo, bén trong chira bdt mau trang dén hong
nhat.
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Vién nang cting Ziprasidone 80 mg: Vién nang cting nip cam bac, thdn cam bac, nang 56 0,
nang dugc dong kin, khong mép méo, bén trong chira bot mau tring dén hong nhat.

CHI PINH

Ziprasidone duge chi dinh dé diéu tri:

- Bénh tdm than phan liét & nguoi 1on.

- Cac giai doan hung cam hodc hdn hgp ctia rdi loan ludng cuc mirc do trung binh & nguoi
[6m, tré em va thanh thiéu nién tir 10 - 17 tudi (phong ngira cac giai doan rdi loan ludng cuc
chua duoc thiét lap).

LIEU DUNG VA CACH DUNG

Liéu dang:

Nguoi lon

Liéu khuyén cdo trong diéu tri cap tinh bénh tim thin phén liét va giai doan hung cim
trong roi loan ludng cuc la 40 mg x 2 lan/ngay cung vdi thire dn. Sau d6 c6 thé diéu chinh
liéu hang ngay dua trén tinh trang lam sang cua ting ca nhan. lidu toi da 80 mg x 2
lan/ngay. Néu co chi dinh, liéu khuyén cao tbi da co thé dat duge som nhét vao ngay thu 3
ctia dot diéu tri.

Dic biét quan trong la khéng vuot qué liéu t6i da vi ho so an toan trén 160 mg/ngay chua
duoc thiét 13p va ziprasidone co lién quan dén kéo dai khoang QT phu thudc liéu.

Trong diéu tri duy tri ¢ bénh nhén tam than phén liét, nén ding ziprasidone & liéu thap nhat
¢0 hiéu qua, trong nhiéu truong hop. liéu 20 mg x 2 lan/ngay co thé vira du.

Nguoi cao tuoi

Liéu khoi dau thap hon khong thuéng xuyén duge chi dinh nhung nén can nhéc cho nhitng
nguoi tr 65 tudi trg 1én khi c6 yéu cu lam sang.

Suy than

Khong can diéu chinh liéu & bénh nhan suy giam chire ning thén.

Suy gan

O nhitng bénh nhan suy gan, nén cin nhic ding liéu thép hon.

Tre em

Giai doan hung cam trong roi logn hidng cuc

Liéu khuyén cao dé diéu trj cdp tinh giai doan hung cam trong réi loan luémng cuc & tré em
(10 dén 17 tudi) la liéu duy nhat 20 mg vao ngay diu tién cling véi thire dn. Sau do nén chia
liéu ziprasidone lam hai lin mdi ngay véi thie n va nén diéu chinh liéu trong 1-2 tuin dén
khoang muc tiéu 120-160 mg/ngay déi voi bénh nhan > 45 kg, hoic dén khoang muc tiéu
60-80 mg/ngay di voi bénh nhan c6 cin ning < 45 kg. Piéu chinh liéu tiép theo dya trén
tinh trang l&m sang cua tung ca nhan trong khoang 80-160 mg/ngay d6i voi bénh nhéan > 45
kg, hodc 40-80 mg/ngay dbi voi bénh nhan < 45 kg. Liéu dung khong can bing véi liéu
budi sang it hon liéu budi tdi 20 mg hodc 40 mg da duge cho phép trong thir nghiém 14m
sang.

Pic biét quan trong la khdng vuot qua lidu tdi da theo cin ning vi hd so an toan trén lidu
tbi da (160 mg/ngay cho tré em > 45 kg va 80 mg/ngay cho tré em < 45 kg) chura duge thiét
lap va ziprasidone lién quan dén kéo dai khoang QT phu thudc liéu.

Tam than phan liét
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Chua x4c dinh tinh an toan va hiéu qua cua ziprasidone ¢ tré em bi tim thin phan liét.

Cach dung:

Dt‘mg dudng ubng, cung véi thire an.

Ubng nguyén vién, khong nhai, nghién, hoic mé& nang trude khi udng vi ¢6 thé anh hudng
dén su hip thu cua thude.

CHONG CHI PINH

- Qua mén v&i hoat chit hoidc bét ky thanh phin nao cia thude.

- Kéo dai khoang QT da biét.

- Hoi chimg QT dai bam sinh.

- Nhéi mau co tim cap gin day.

- Suy tim mét bu.

- Réi loan nhip tim dugc diéu trj bang cac thude chdng loan nhip nhom A va I11.

- Diéu trj dong thoi véi cac thube kéo dai khoang QT, nhu thude chéng loan nhip tim nhém
IA va IIl, asen trioxid, halofantrine, levomethadyl acetate, mesoridazine, thioridazine,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, dolasetron mesilate, mefloquine,
sertindole hodac cisapride.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Cén tién hanh khai thac bénh sir, bao gdbm déanh gié tién sir gia dinh va khdm strc khoe dé
xac dinh nhitng bénh nhan khong duoc khuyén cao diéu tri bing ziprasidone.

Khoang QT

Ziprasidone gay kéo dai khoang QT phu thudc liéu nhe dén trung binh.

Khong nén dung ziprasidone ciing v6i nhimg thude duge biét c¢6 thé kéo dai khoang QT.
Than trong ¢ nhitng bénh nhan ¢6 nhip tim chim dang ké. Réi loan dién giai nhu ha kali
méu va ha magie mau lam ting nguy co loan nhip tim ac tinh va can dwoc didu chinh trrde
khi bit ddu ziprasidone. Néu bénh nhén c6 bénh tim 6n dinh, nén xem xét ddnh gid dién
tam do trude khi bat dau diéu tri.

Néu cac triéu chitng tim nhu danh tréng ngure, chéng mat, ngat hodc co gidt xay ra, nén
xem xét khé ning r6i loan nhip tim éc tinh va tién hanh danh gia tim bao gdm dién tim do.
Néu khoiang QTc > 500 mili gidy, nén ngimg diéu tri.

Hiém c6 nhimng bdo cdo sau khi thudc luu hanh vé xoiin dinh & nhitng bénh nhén c¢6 nhidu
yéu td nguy co khi diing ziprasidone.

Tré em

Chua xac dinh tinh an toan va hiéu qua cia ziprasidone khi diéu tri bénh tam thén phéan liét
& tré em va thanh thiéu nién.

H6i chitng an than kinh de tinh (NMS)

NMS la mét phire hop hiém gip nhing ¢6 kha ning gdy tir vong da duoce bao céo lién quan
dén cac thudce chdng loan than, bao gdm ziprasidone. Kiém soat NMS nén bao gdm viéc
nglmg ngay lap tirc tat ca cic thude chéng loan than.

Cdc phan 1rng c6 hai trén da nghiém trong

Phan tmg thudc véi tang bach ciu i toan va céc triéu chimg toan than (DRESS) da duoc
b4o cdo khi ding ziprasidone. DRESS bao gom sur két hop ciia ba hodic nhiéu phan (mg sau:
phan g da (nhu phat ban hodic viém da troc vay), ting bach ciu i toan, sot, ndi hach va
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mot hoac nhiéu bién chung toan than nhu viém gan, viém thén, viém phéi, viém co tim va
viém mang ngoai tim.

Cac phan ung co hai trén da nghiém trong khac, nhu héi ching Stevens-Johnson, da dﬁgc
bao cao khi dung ziprasidone.

Cac phan tng c6 hai trén da nghiém trong do6i khi gy tr vong. Ngimng dung ziprasidone
néu xay ra cac phan tmg c6 hai nghiém trong trén da.

Réi loan vdn dong cham

C6 kha ning ziprasidone gdy rdi loan van dong chdm va cdc hoi chirng ngoai thap chim
khac sau khi diéu trj lau dai. Bénh nhan rdi loan ludng cye duge biét dic biét dé mic loai
triéu chung nay. Thoi gian diéu tri cang tang va tudi cang cao thi triéu chiing niy xay ra
cang thuong xuyén. Néu cac ddu hiéu va triéu chirng cia rdi loan vén dong chdm xuét hién,
nén xem xét giam liéu hodc ngimg st dung ziprasidone.

Ngd

Ziprasidone c6 thé gy budn ngu, chong mat, ha huyét ap tu thé, rdi loan déng di, c6 thé
dan dén nga. Cén than trong khi diéu tri cho bénh nhan ¢6 nguy co cao hon va cén nhéc
khéi ddu véi liéu thip hon (nhu ngudi cao tudi hodc suy nhuge).

Dong kinh
Thén trong khi diéu tri cho bénh nhan ¢ tién sir dong kinh.
Suy gan

Thiéu kinh nghiém & bénh nhén suy gan nang va nén thén trong khi str dung ziprasidone
cho nhom nay.

Tang nguy co tai bién mach mdu néo ¢ bénh nhan sa stt tri tué

Nguy co céc bién ¢d bét lgi vé mach mau ndo ting lén khoang 3 lén trong céc thir nghiém
lam sang ngAu nhién c6 dbi ching voi gia duge ¢ bénh nhén sa sit tri tué ding mot 50
thude chéng loan thin khong dién hinh. Van chua biét co ché nguy co gia ting niy. Khong
thé loai trir nguy co gia ting ddi voi cac thude chdng loan thin khac hogc céc dbi twong
bénh nhan khac. Nén thén trong sir dung ziprasidone cho nhing bénh nhén co cic yéu to
nguy co dét quy.

Tang ty Ié tir vong o nguoi cao tu6i mdc chitng sa st tri tué

Dt liéu tir hai nghién ciru quan st 1on cho thay nhimg ngurdi cao tudi bj sa sit tri tué durge
didu tri bang thubc chdng loan thin cé nguy co t vong va/hodc ¢ kha ning xay ra cic
bién c6 bét loi vé mach mau nio cao hon so véi nhitng ngudi khéng duge diéu trj. Khong
6 du dir liéu dé wée tinh chic chin vé mac do chinh x4c ciia nguy co va chua biét nguyén
nhén cia gia ting nguy co.

Ziprasidone khong dugc cép phép dé diéu tri rdi loan hanh vi lién quan dén sa sut trf tug.
Huyét khoi tinh mach

Céc truong hop huyét khéi tinh mach (VTE) da duge bio cdo khi ding thude chéng loan
than. Vi bénh nhan duge diéu trj bing thudc chdng loan thin thudmg cé cic yéu td nguy co
mic VTE, tit ca céc yéu to nguy co cd thé c6 ddi véi VTE nén duoc xdc dinh trude va
trong khi diéu tri biang ziprasidone va thyuc hién céc bién phép phong ngira.

Chitng cuong duwong
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Céc truong hop cuong duong da dugce bao cao khi sir dung thude chéng loan than, bao géln
ziprasidone. Phan g bét loi ndy ciing nhu cac thude hudng than khac, khéng phu thude
liéu va khong turong quan véi thoi gian didu tri.

Tang prolactin madu

Ciing nhu cac loai thube dbi khang véi céc thu thé dopamine D2 khéc, ziprasidone ¢6 thé
lam ting mirc prolactin. Céc rdi loan nhur tiét nhidu sita, vo kinh, nir héa tuyén va va liét
duong da duoc béo cdo v6i cac hop chit 1am ting prolactin. Tinh trang ting prolactin méu
kéo dai khi két hop v6i suy tuyén sinh duc c6 thé dén dén giam mét do xwong.

Ta dwoc

San pham c6 chira lactose, nhitng bénh nhan ¢6 van dé di truyén hiém gip vé khong dung
nap galactose, thiéu hut lactase toan phan hodc kém hip thu glucose-galactose khong nén
dung thude nay.

Vién nang cting ziprasidone 20 mg ¢6 chira sunset yellow, ¢6 thé gay phan ung di tng.
Vién nang ctng ziprasidone 40 mg, 60 mg, 80 mg cé chira paraben, cé thé giy phan tmg dj
ung (co thé xay ra cham).

SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Céc nghién ctru vé dgc tinh trén hé sinh san da cho thiy cac tic dung khong mong mubn
débi voi qua trinh sinh san & liéu lugng lién quan dén doc tinh va/hoiic an thin & ngudi me.
Khong c6 bang chimg vé kha ning giy quai thai.

Phu nit mang thai

Khong c6 nghién ctru nao dugc thuce hién trén phu nir mang thai. Vi kinh nghiém trén nguoi
con han ché, khong nén ding ziprasidone trong thoi ky mang thai trir khi loi ich mong doi
cho ngudi me cao hon nguy co ¢é thé xay ra cho thai nhi.

Tré so sinh tiép xtc véi thude chéng loan than (bao gém ziprasidone) trong ba thang cubi
clia thai ky ¢6 nguy co bi cac phan img c6 hai bao gom céc trié¢u chimg ngoai thép vi/hoic
cai thude c6 thé khic nhau vé mirc do nghiém trong va thoi gian sau khi sinh. Da ¢6 bao
c4o vé tinh trang kich dong, ting truong lyc, giam truzong luc co, run, budn nga, suy ho hip
hodc roi loan dn uéng. Do do, tré so sinh can dugc theo doi cdn than. Khong nén str dung
ziprasidone trong thi ky mang thai trir khi that can thiét. Néu cin ngung thude trong thoi
ky mang thai thi khong nén thue hién dot ngot.

Phu nir cho con bu

Khong c6 nghién ctru diy di va rd rang ¢ phu nit dang cho con bii. Mét truong hep duy
nhit bdo cao rang ziprasidone co thé duoc phat hién trong sira me. Bénh nhin khong nén
cho con bt néu dang dung ziprasidone. Néu can diéu trj. nén ngimg cho con bu.

Kha nding sinh san

Khéng c6 nghién ciru diy di va rd rang & phu nit va nam gidi dung ziprasidone.

Tranh thai

Phu nit trong ¢6 kha nang sinh san dung ziprasidone nén sir dung m¢t phuong phap tranh
thai thich hop.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Ziprasidone c6 thé gdy budn ngli va cé thé anh hudng dén kha ning 14i xe va sir dung mdy
moc. Bénh nhan co kha néng lai xe hodc van hanh may méce nén duge canh bao thich hop.
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TUONG TAC, TUONG KY CUA THUOC

Chua thye hi¢n nghién ctru duge dong hoc va duge luc hoc gifta ziprasidone va céc thuée
kéo dai khoang QT khac. Khong thé loai trir tac dung phu cua ziprasidone va cac thube nay,
do do khong nén dung ziprasidone voi cée thude kéo dai khoang QT, nhur thude chéng loan
nhip nhom IA va III, asen trioxid, halofantrine, levomethadyl acetate, mesoridazine,
thioridazine, pimozide, sparfloxacin, gatifloxacin, moxifloxacin, dolasetron mesilate,
mefloquine, sertindole hodc cisapride.

Chua thuc hién nghién ciru nao vé tuong tac ctia ziprasidone véi cac thude khac & tré em.
Thudc/rieou tic dpng lén hé than kinh frung wong

Do tac dung chinh cua ziprasidone, thén trong khi ding két hop véi cac thude va ruou co
tac dung trung wong khéc.

Anh hwong ciia ziprasidone doi véi cdc th uoc khic

Mot nghién ciru in vivo voi dextromethorphan cho thiy khéng cé su tre ché rd rét CYP2D6
& nong do huyét twong thdp hon 50% so v6i néng do thu dugc sau khi ding 40 mg
ziprasidone x 2 lan/ngay. Dit li¢u in vitro chi ra rang ziprasidone ¢ thé 1a mdt chét irc ché
vira phai CYP2D6 va CYP3A4. Tuy nhién, it c6 kha nidng ziprasidone s€ anh huong dén
duge dong hoc cua cac thude duge chuyén hoa boi cac ddng dang cytochrom P450 nay &
murc do phu hop vé mit 1am sang.

Thube tranh thai dwong uong

Str dung ziprasidone khong lam thay déi déng ké dugc dong hoc cua estrogen (ethinyl
oestradiol, mot chit nén CYP3A4) hoic cac thanh phz"m progesterone.

Lithi - Sir dung dong thoi voi ziprasidone khéng dnh hwedng dén dwoc djng hoc ciia lithi.
Vi ziprasidone va lithi c6 lién quan dén thay déi dan truy?m tim, két hop ndy co thé giy ra
nguy co tuong tic duge luc hoc bao gdbm loan nhip tim, tuy nhién, trong céc thir nghiém
lam sang co6 doi chimg, két hop ziprasidone véi lithi khéng thé hién gia ting nguy co ldm
sang so voi chi dung lithi.

Dir liéu vé két hop vadi carbamazepine on dinh tim trang con han ché.

Tuong tac duge dong hoc cua ziprasidone véi valproate kho xay ra do thiéu cdc con dudng
chuyén hoa chung cho hai loai thude. Trong mot nghién ctru trén bénh nhan, dung déng
théi ziprasidone va valproate cho thiy ndng dé trung binh cia valproate nam trong khoang
diéu tri nhu valproate dugc st dung voi gia dugec.

Anh hwing ciia cdc san phim thube khdc doi véi ziprasidone

Chét e ché CYP3A4 ketoconazole (400 mg/ngay), cling trc ché p-gp, lam ting nong do
ziprasidone trong huyét thanh 1én dudi 40%. Néng do trong huyét thanh ctia S-methyl-
dihydroziprasidone va ziprasidone sulphoxide, & Tumax du kién cta ziprasidone, da tang lin
luot 1a 55% va 8%. Khong ghi nhdn sy kéo dai thém QTc ndo. Nhimng thay déi vé duge
dong hoc do sir dung dong thoi cac chét e ché CYP3A4 manh duong nhu khong c6 tim
quan trong vé mat ldm sang, do dé khéng cin didu chinh liéu. Dir liéu in vitro va dong vat
cho thiy ziprasidone c6 thé la chit nén P-glycoprotein (p-gp). VAn chwra biét su lién quan
giita in vivo véi con ngudi. Vi ziprasidone 1a chit nén cia CYP3A4, sur cam tmg CYP3A4
va P-gp ¢o lién quan, nén viéc ding dong thdi vai cac chit cam img CYP3A4 va p-gp nhu
carbamazepine, rifampin va St John’s Wort ¢6 thé lam giam nong do ziprasidone.
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Liéu phép carbamazepine 200 mg x 2 lan/ngdy trong 21 ngay lam giam khoang 35% ndng
do ziprasidone.

Thude khang acid - dung da lidu thudc khang acid co chira nhém va magie hoic cimetidine
khong c6 tac dung dang ké vé mit 1am sang dbi vdi duoe dong hoc cia ziprasidone khi no.
Thuéc tdc dpng Ién hé serotonergic

Trong mat s6 treong hgp ca biét, da c6 bao cao vé h¢i chimg serotonin lién quan tam thoi
voi lidu phép ziprasidone két hop véi cac thude tac dong 1én hé serotonergic khac nhu
SSRI. Cac dac diém cua hoi chirng serotonin co thé bao gf‘)m Ia 1an, kich dong, sot, dd md
hoi, mat diéu hoa, ting phan xa, rung giat co va tiéu chay.

Lién két protein

Ziprasidone lién két manh véi protein huyét twong. Su gin két voi protein huyét twong in
vitro cta ziprasidone khong bi thay doi boi warfarin hodc propranolol, hai loai thude lién
két voi protein cao, ciing nhu ziprasidone khéng lam thay di su gin két ctia nhitng thudc
nay trong huyét twong ngudi. Do do, kha ning twong tic thude véi ziprasidone do thay thé
la kho xay ra.

Twong ky

Chua c6 thong tin vé tuong ky cua thude.

TAC DUNG KHONG MONG MUON

Ziprasidone dudng udng dugc sir dung trong cac thir nghiém lam sang cho khoang 6500
ngudi 16n. Cac phan g ¢6 hai thuong gip nhét trong cac thir nghiém lim sang vé bénh
tim than phan liét la mat ngt, budn ngu, dau diu va kich dong. Trong cac thir nghiém 1am
sang giai doan hung cam trong rdi loan ludng cuc, cic phan tng co hai cta thude thudng
giip nhit la an than, dau dau va budn ngu.

Duéi day la cac phan mg c6 hai ctia thudc dura trén cic nghién ciru vé bénh tdm than phén
liét va giai doan hung cam trong rdi loan ludng cuc ¢ kiém soat.

Rit thuwong gdp (ADR > 1/10)

Tam than: Mt ngu.

Thén kinh: Budn ngu, dau dau.

Thuwong gap (1/100 < ADR < 1/10)

Nhiém trung va nhiém ky sinh trung: Viém miii.

Tam than: Hung cam, kich dong, lo ling, bon chon.

Than kinh: R&i loan trrong luc, rbi loan ngoai thap, parkinson, rdi loan van déng cham, roi
loan van dong, ting truong luc, ngdi, ndm khong yén, run, chong mit, an than.

Mit: Nhin mo, suy giam thi luc.

Tim: Nhip tim nhanh.

Mach méu: Tang huyét 4p.

Tiéu héa: Nén, tiéu chay, budn ndn, tdo bén, tang tiét nude bot, khd miéng, kho tiéu.

Da va mo6 dudi da: Phat ban.

Co xuong khép va mé lién két: Cing co.

Hé sinh san va tuyén vi: R4i loan chirc ning sinh duc & nam.

Toan than va tai chd: Sot, dau, suy nhuoc, mét méi.

Xét nghiém: Tang can, giam cén.
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Tt gap (1/1000 < ADR < 1/100)

Hé mién dich: Man cam.

Noi tiét: Tang prolactin mau.

Chuyén hoa va dinh dudng: Tang khau vi.

Tam than: Con hoang sg, 4c mong, kich dong, triéu chimg trim cam, giam ham mudn tinh
duc.

Thén kinh: Ngfit, co gidt toan than, maét diéu hoa, mat van dong, hoi chirng chan khong yén,
ri loan dang di, chay nudc dai, di cam, giam xic gidc, loan cin ngon, rdi loan chu ¥, ngu
lim, hon mé.

Mit: Tron nguoc mit, s¢ anh sang, kho mat.

Tai va mé dao: Chong mat, u tai, dau tai.

Tim: Tim ddp nhanh.

Mach méu: Con tang huyét ap, ha huyét ap tu thé ding, ha huyét ap.

Ho hép, 16ng nguc va trung that: Pau thit ¢6 hong, kho the, dau hau hong.

Tiéu hoa: Ching kho nudt, viém da day, bénh trao nguoc da day thuc quan, kho chiu &
bung, r6i loan ludi, day hoi.

Da va md dudi da: May day, phat ban, dat san, mun trirng ¢4, rung toc.

Co xuong khép va mé lién két: Ching treo cd. co thit co, dau tir chi, kho chiu co xuong,
cung khap.

Than va tiét niéu: Tiéu khong tur chit, kho tiéu.

H¢ sinh san va tuyén vii: Tiét nhiéu sira, v to & nam gi01, mat kinh.

Toan than va tai ché: Kho chiu & nguc, khat nudc.

Xét nghiém: Kéo dai QT trén dién tim do, xét nghiém chirc ning gan bat thudong.

Hiém gip (1/10000 < ADR < 1/1000)

Hé mién dich: Phan (g phan vé.

Mau va hé bach huyét: Giam bach cau lympho, ting bach cdu ai toan.

Chuyén héa va dinh dudng: Ha calci mdu.

Tam thin: Hung cam nhe, suy nhugc tim than, r6i loan cyre khodi, cam xuc phing lng.
Than kinh: Hoi chimg an than kinh éc tinh, hoi ching serotonin, mat x¢, liét.

Mit: Giam thi luc, ngira mat.

Tim: Xoén dinh.

Mach mau: Ting huyét dp tim thu, ting huyét ap tim truong. huyét ap khong 6n dinh.

Hé hép, 16ng nguce va trung thit: Co thit thanh quan, néc.

Tiéu hoa: Phan long.

Da va mo dudi da: Phan tmg thudc véi tang bach cau 4i toan va cac triéu ching toan than
(DRESS), viy nén, phi mach, viém da di tmg. sung mit, ban do, phat ban ¢ ndt san, kich
rng da.

Co xuong khép va mé lién két: Cting ham.

Than va tiét nicu: Bi tiéu, ddi dam.

Thai ky, san ky, chu sinh: Hoi ching cai thude & tré so sinh.

Heé sinh san va tuyén vii: Chimng curong duong, ting cuong cirng, rdi loan cwrong duong.
Toan than va tai chd: Cam gidc néng.
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Xét nghiém: Lactate dehydrogenase mau tang.

Trong cdc thir nghiém 14m sang ngén han va dai han cia ziprasidone vé tdm than phén liét
va giai doan hung cam trong rdi loan ludng cue, it gip dong kinh co cung — co giat va ha
huyét ap, xay ra & dudi 1% bénh nhan diéu tri bing ziprasidone.

Ziprasidone gdy kéo dai khoang QT phu thudc liéu nhe dén trung binh. Trong céc thir
nghiém 1dm sang vé bénh tdm than phan liét, 12,3% (976/7941) phép do dién tdm dd trén
bénh nhén diéu tri bing ziprasidone va 7,5% (73/975) phép do dién tdm do trén bénh nhan
diéu tri bang gia duogc tang tir 30 dén 60 milli gidy. Kéo dai > 60 mili gidy & 1,6%
(128/7941) va 1,2% (12/975) tuong tmg véi bénh nhan diéu tri bang ziprasidone va gia
duge. Ty 1€ kéo dai khoang QTc trén 500 mili gidy la 3 trong tong sb 3266 (0,1%) & bénh
nhéan diéu trj bing ziprasidone va 1 trong tong sb 538 (0,2%) & bénh nhan diéu tri bing gia
duge. Cac phat hién tuong tu duge ghi nhin trong céc thir nghiém 1am sang vé giai doan
hung cam trong rdi loan ludng cuc.

Piéu tri duy tri dai han trong céc thir nghiém Iam sang bénh tdm than phén liét, ni:*mg do
prolactin & nhitng bénh nhén diéu tri bang ziprasidone déi khi ting cao, nhung ndng do
prolactin try lai mirc binh thuong ma khong cin ngimg diéu tri & hau hét cdc bénh nhén.
Ngoai ra, hiém co cac biéu hién 1am sang tiém én (nhur v to & nam giGi va phi dai tuyén
vi).

Tre em

Trong mdt thir nghiém rdi loan ludng cuc dbi chimg gia dugce (tir 10-17 tudi), cac phan tng
c¢6 hai thudng gip nhit (duoc bao céo véi tin sudt > 10%) 1a an than, bubn ngi, dau déu,
mét moi, budn nén, chong mit, nén, chan an va rdi loan ngoai thap. Trong mét thir nghiém
tAm than phan liét d6i chimg gia duge (tir 13-17 tudi), cac phan tmg cé hai thuong gap nhat
(duge bao ciao voi tan sudt > 10%) 1a budn ngl va rdi loan ngoai thap. Tinh an toan cta
ziprasidone & tré em nhin chung twong t nhir & nguai 16n. Tuy nhién, da quan sat thiy ty 16
an toan va budn ngi cao trong cac nghién ciru & tré em.

Ziprasidone c6 lién quan dén kéo dai khoang QT phu thude liéu tir nhe dén trung binh trong
cic thir nghiém 1am sang & tré em tuong tu véi ngudi 1on. Dong kinh co cirng co gidt va ha
huyét 4p khong duge bdo céo trong cdc thir nghiém 1am sang c6 dbi chimg véi gia duge vé
roi loan ludng cuc & tré em.

QUA LIEU VA CACH XU TRi

Kinh nghiém véi qué lidu ziprasidone con han ché. Lwong ziprasidone udng mot lin 16n
nhét dwge xdc nhan 1a 12.800 mg. Trong truomg hop niy, céc triéu chirng ngoai thap va
khoang QTc la 446 mili gidy (khong cé di ching tim) da duge bdo cdo. N6i chung, cac
tridu chimg duge bdo cdo phd bién nhét sau khi ding qua Lidu 1a cac tridu chimg ngoai thép,
budn ngu, run va lo ling.

Kha ning ngu ga, co giat hodc phan tmg loan troong lue & dau va cb sau khi ding qua lidu
c6 thé gy ra nguy co hit kém theo cam gide nén. Nén bt dau theo dai tim mach ngay 1ap
tire, bao gfﬁm theo ddi dién tam do lién tuc dé phat hién cdc réi loan nhip tim cé thé xay ra.
Khéng c¢6 thude giai déc dic hiéu cho ziprasidone.

DUQC LUC HQC

Nhém dwoe Iy: Thube chong loan thin, dan xuit indole.
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Ma ATC: NOSAE(04

Ziprasidone ¢6 ai luc cao v6i thu thé dopamine loai 2 (D2) va thuc chét co ai Iyc cao hon
d6i voi thu thé serotonin loai 2a (SHT2a). 12 gid sau khi ding mét liéu duy nhat 40 mg,
phong téa hon 80% thu thé serotonin loai 24 va hon 50% thu thé D> bang chup cit 16p phat
xa positron (PET). Ziprasidone ciing tuong tdc voi cac thu thé serotonin SHTac, SHTp va
SHT1a v6i i luc trén cac vi tri nay bang hodc 16n hon 4i lye trén thu thé Ds. Ziprasidone c6
&i luc vira phai voi cac chat van chuyén serotonin va norepinephrine ctia té bao thin kinh.
Ziprasidone thé hi¢n i luc vira phai voi thu thé histamine H(1) - va alpha(1). Ziprasidone
thé hién 4i luc khong dang ké voi thu thé M(1) muscarinic.

Ziprasidone da dugc chimg minh 1 mot chat d6i khang & ca hai thu thé serotonin loai 2a
(5HT24) va dopamine loai 2 (D2). Cé dé xudt ring hoat dong tri lidu duoc thue hién qua
trung gian, mot phan, thong qua su két hop cua cac hoat dong doi khang nay. Ziprasidone
cung la chat dbi khang manh ¢ thu thé 5HT2c va 5HTp, chét chd vin manh & thu thé
SHTA va trc ché tai hﬁp thu norepinephrine, serotonin cua té bao than kinh.

DUQC PONG HQC

Hap thu

Sau khi udng da liéu ziprasidone cuing véi thirc an, nong dé dinh trong huyét twong thuong
dat dugc tir 6 dén 8 gid sau khi udng. Sinh kha dung tuyét ddi cna liéu 20 mg la 60% &
trang thai no. Cac nghién ctru duge dong hoc da chimg minh réng sinh kha dung cua
ziprasidone ting 1€n dén 100% khi ¢6 thic an. Do do, khuyén cdo nén ding ziprasidone
cung voi thire an.

Phdn b6

Thé tich phan bd x4p xi 1,1 L/kg. C6 hon 99% ziprasidone lién két véi protein huyét trong.
Chuyén héa va thai trie

Thoi gian béan thai cudi trung binh cua ziprasidone sau khi udng 12 6,6 gio, trang thai on
dinh dat dugc trong vong 1-3 ngay. Do thanh thai trung binh cua ziprasidone tiém tinh
mach 1a 5 mL/phat/kg. Khoang 20% liéu dung duge thai trir qua nudc tiéu, va khoang 66%
dugc thai trir qua phan.

Ziprasidone thé hién dong hoc tuyén tinh trong pham vi liéu diéu trj tir 40 dén 80 mg x 2
lan/ngay khi no.

Ziprasidone dugc chuyén héa manh sau khi uéng va duge bai tiét vai chi mot lugng nho
qua nudce tiéu (< 1%) hoic phin (< 4%) dudi dang ziprasidone khéng doi. Ziprasidone chi
yéu duge dao thai thong qua ba con dudng chuyén hoa du kién dé tao ra bon chit chuyén
héa tudn hoan chinh, benzisothiazole piperazine (BITP) sulphoxide, BITP sulphone,
ziprasidone sulphoxide va S-methyldihydroziprasidone. Ziprasidone dang khong doi tuong
trng khoang 44% téng s6 chit lién quan dén thude trong huyét tuong.

Ziprasidone dugc chuyén hoa chii yéu theo hai con duong: khir va methyl hoa dé tao ra S-
methyldihydroziprasidone chiém khoang 2/3 qué trinh chuyén hoa va chuyén hoa oxy héa
chiém 1/3 con lai. Céc nghién ciru in vitro sit dung cée phin doan dudi té bao gan ngudi chi
ra ring S-methyldihydroziprasidone dugc tao ra theo hai bude. Nhitng nghién ctru nay chi
ra ring budce dau tién duge thuc hién chu yéu bing cach khir héa hoc béi glutathione ciing
nhur khir bing enzym boi aldehyde oxidase. Budc thir hai la qua trinh methyl hoa qua trung
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gian thiol methyltransferase. Céc nghién citu in vitro cho thdy CYP3A4 1a cytochrom P450
chinh xic tac qué trinh chuyén hoa oxy hoa cia ziprasidone véi déng gép nho tiém niang
cia CYP1A2.

Ziprasidone, S-methyldihydroziprasidone va ziprasidone sulphoxide khi dugc thir nghiém
in vitro ¢0 chung cac diac tinh co thé du doan tiac dung kéo dai QTec. S-
methyldihydroziprasidone duoc thai trir chii yéu trong phan bing cach bai tiét qua mat vai
su dong gop nhé ciia chuyén hoa co xiic taic CYP3A4. Ziprasidone sulphoxide duwgce thai trir
qua bai tiét & than va bing chuyén hoa thir cip do CYP3A4 xiic tic.

Déi twong dic biét

Kiém tra duge dong hoc ctia bénh nhan khong cho thiy bat ky su khic biét déng ké nao vé
dugc dong hoc gitra ngudi hut thude va nguoi khéng hit thude.

Khoéng quan sét thay su khac biét vé tudi hodc gi6i tinh cé ¥ nghia 14m siang trong dugc
dong hoc cua ziprasidone. Dugc dong hoc cua ziprasidone & bénh nhi tir 10 dén 17 tudi
twong ty nhu & ngudi 16n sau khi hi¢u chinh su khéc biét vé trong lugng co thé.

Phit hop véi thue té 1a do thanh thai cia than dong gop rét it vao tong do thanh thai, khong
ghi nhan sy gia ting tién trién nao cua ndng dd ziprasidone khi sir dung ziprasidone cho
nhitng dbi twgng c6 chire ning than & cic mirc do khac nhau. Nong d & cac déi tugng nhe
(dd thanh thai creatinin 30-60 mL/phtt), trung binh (d6 thanh thai creatinin 10-29 mL!phL'lt)
va nang (can loc mau) la 146%, 87% va 75% so voi dbi tugng khoe manh (do thanh thm
creatinin > 70 mL/phut) sau khi uéng 20 mg x 2 lin/ngay trong 7 ngay. Khong rd liéu nong \
d6 huyét thanh ctia cac chit chuyén hoa cé ting 1én & nhirng bénh nhan nay hay khong. a J P }:
O nhimg mrorng hop suy giam chirc niang gan nhe dén trung binh (Child Pugh nhom A hodg
B) do xo gan, ndng do thude trong huyét thanh sau khi uéng cao hon 30% va thoi gian ban
thai cudi ciing dai hon khoang 2 gidr so vai nhitng bénh nhén binh thuong. Vin chua biét ro
anh hudng cua suy giam chtrc ning gan 1én nong dé cia cac chit chuyén hoa trong huyét
thanh.

QUY CACH PONG GOI

Hop 3 vi x 10 vién.

BAO QUAN

Bao quén trong bao bi kin, noi kho rao, nhiét d§ dwdi 30°C.

TIEU CHUAN CHAT LUQNG

Nha san xuét.

HAN DUNG

36 thang ké tir ngay san xuét.

S6 16 san xuét (Batch No.), ngay san xuat (Mfe. date), han dung (Exp. date): xin xem trén
nhén bao bi.

San xuat tai:

Céng ty TNHH Sinh dugc phim HERA
1.6 A17 Khu c¢ong nghiép T Ha, thi xa Huong Tra, tinh Thira Thién Hué, Viét Nam.
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