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MAU TO HUONG DAN SU DUNG THUOC
Vién nang cirng MAFOXA

Tiéu chuan: Tiéu chuén co so

THANH PHAN

Vién nang cimg MAFOXA chia hoat chat 1a ziprasidone (dudi dang ziprasidone
hydrochloride monohydrate) voi ham lugng nhu sau:

| Ziprasidone
— MAFOXA 20 mg 20 me
MAFOXA 40 mg 40 mg

Ta duge: Thanh phin ta duge vita di cho 1 vién nang ciing MAFOXA bao gbm: lactose khan,
pregelatinized starch, magnesi stearat, vo nang xanh duong - tring (MAFOXA 20 mg) hodc
xanh la ddm - xanh la nhat (MAFOXA 40 mg).

DUQC LUC HQC

In vitro, ziprasidone thé hién di luc cao doi vai cac thy thé dopamin D2 va Ds, serotonin SHT2a,
5HTac. SHT A, SHT)p vé thu thé oy-adrenergic; va 4i luc trung binh véi cac thy thé histamin
H,. Ziprasidone dong vai tro nhu mét chat doi khang tai thy thé D2, SHT2a, SHTp va nhu mot
chat chu vén tai thu thé SHTa. Ziprasidone {rc ché tai hdp thu serotonin va norepinephrin.
Ziprasidone khong ¢o ai lue dang ké véi cac thu thé khac trong cac tha nghiém, bao goém thu
thé muscarinic cholinergic.
Nhu cic thude diéu tri tim than phén liét va r6i loan ludng cuc khic, co ché tic dong cua
ziprasidone chua duwgc biét rd. Tuy nhién, hiéu qua cua ziprasidone trong diéu tri tim than
phan liét duoc dé xudt 1a gian tiép théng qua su dbi khang tai cic thu thé dopamin typ 2(D2)
va serotonin typ 2 (SHT?).
Su dm khang tai cdc thy thé khac ngoai dopamin va SHT: vai ai luc tuong tu ¢ the’gidi thich
mot s tac dung diéu trj va tac dung phu cta ziprasidone. Su d6i khang cua Xiprasidone vai thy
thé histamin H; va thy thé a;-adrenergic 1dn Iuot ¢6 thé giai thich cho tac \i{ung phu gdy budn
ngu va ha huyet ap thé dimg cua thudc. \

DUQC DONG HQC

< Hip thu
Sau khi udng, ziprasidone duoc hép thu tot va dat ndng do dinh trong huyét twong sau 6-8 gio.

Sinh kha dung tuy¢t di cua liéu 20 mg udng trong bita in khoang 60%. Thuc phim lam ting
gip d6i kha nang hip thu ziprasidone.

<+ Phan bd
Thé tich phan bé trung binh cta ziprasidone 1a 1.5 L/kg. HGn 99% gan két véi protein huyét
tuong, chu yéu la albumin va a;- acid glycoprotein. Sy tranl két voi protein huyut turong cua
ziprasidone i vitro khang bi thay thé bai warfarin hodc propranolol, hai thube gan két manh
vl protein huyu tuong va nguoe lai. Do do, kha nang tuong tac thude vai ziprasidone do sy
thay thé nay la rat 1h¢1p

% Chuyén hoa
Sau khi uéng, ziprasidone dwoc chuyén héa phin 1én, chi mét lwong nho dugc bai tiét qua
nude tiéu (<1%) hoac phan (<4%) ¢ dang khdong thay doi. Ziprasidone chu yt:u duge chuyén
hoa qua gan théng qua ba con dwong va tao ra bon chat chuyén héa chinh bao gom:
benzisothiazole (BITP) sulphoxide, BITP-sulphone, zmmsldom, sulphoxide va S-methyl-
dihydroziprasidone. CYP3A4 14 CYP chinh tham gia chuyén héa ziprasidone.
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< Thai trir

Thoi gian ban huy cua ziprasidone khoang 7 gio. Nong d¢ thude 6n dinh dat duge sau 1-3
ngay. P thanh thar cua thudc 14 7,5 mL/ phut’kg. Khoang 20% litu dung duoc bai tiét qua
nude tiéu va khoang 66% qua phin.

CHI PINH

- Téam than phén liét
- Dot hung cam hodc dot hon hop ¢ap ctia bénh roi loan ludng cye, ¢o hodic khong co biéu
hién tam than.

CHONG CHI PINH

Khéng su dung MAFOXA trong cac truong hop sau:
Bénh nhin ¢o tién su mic hoi ching QT kéo dai (bao gom ca truong hop bam sinh).

Bénh nhan gan day bj nhdi mau co tim cap tinh.

Bénh nhan suy tim mat b.
- Bénh nhan qud man voi bat kv thanh phan nao cua thudc.

LIEU LUONG VA CACH DUNG

Pudng diang: Udng,

Liéu dung: ,
Khong dung ziprasidone cho tré em va thiéu nién dudi 18 tudi.
Tam than phan liét

Picu tri ban dau: 20 mg x 2 lan/ ngay, ubng ngay sau bira an. Tuy tinh trang cua bénh nhan,
lidu hiang ngdy ¢o thé diéu chinh 1én ctcn 80 mgx 2 lam’m,ay Chi diéu chinh liéu sau it phat 2
ngay. Theo ddi bénh nhin trong vai tuin trude khi tang liéu dé dam bao sir dung licu thép nhit
c6 hiéu qua diéu tri.
Piéu tri duy tri: Higu qué cua thude ¢6 thé duy tri toi 52 tudn trong khoang 11§ 20-80 mg,
tuy nhién thot gian diéu trj tdi wru vin chua rd. Bénh nhan can dugc dinh ky danh gid lai sy cin
thiét cua viée diéu tri duy tri. \

Réi loan ludng cec

Piéu trj ban dau: 40 mg x 2 lan/ngay, UUHL ngay sau bura an. Tang liéu dén 60 hodc 80 mg x 2
Ianfmza.v vao ngdy diéu tri thir hai. Diéu chinh liéu tiép theo trong khoang liéu tir 40-80 mg x
2 lan/ngay dua trén hiéu qua cua thude va kha nang dung nap cua bénh nhan.

Piéu tri duy tri: Hiéu qua khi sur dung lau dai (vi du, trén 3 tu.m) chua duge danh gid mét cach
h¢ thong. Bénh nhan can dugc dinh ky danh 513 lai su cén thiét cua viée diéu tri duy tri.

Liéu ding cho cde doi neong dde hiée: khéng cin diéu chinh lidu ding theo tudi tic, gidi tinh,
chung tdc hodc o bénh nhan suy than/suy gan doi voi ziprasidone dung duong uong.

THAN TRONG

- Giam bach céu, giam bach ciu trung tinh va mét bach cAu hat: Bénh nhén c6 tién sur chi s6
WBC thap hodc b gidgm bach ciu, giam bach cau trung tinh do thudc cin duge theo ddi chi
56 mau thudng xuyén trong vii thang ddu diéu tri va nén nging ziprasidone khi ¢6 dau hi¢u
dau tién cua sirsuy giam dang ke WBC khi khong ¢d cac nguyén nhan khac. Bénh nhan bi
giam bach ciu trung tinh nghiém trong (s6 hrong bach cau trung tinh < 1000/mm?) nén
ngung thude va theo ddi chi sé WBC sau do cho dén khi héi phuc.

- Phar ban va/hoiic ndi mé day: Su xudt hién phat ban cé thé lién quan véi ligu ziprasidone
dd dung. Hau hét bénh nhan dugc cai thién nhanh chong khi diéu tri bo tro bing thude
khang histamin hodc steroid va/hodc khi ngung ding ziprasidone va phuc hdi hoan toan sau
d6. Khi xuat hién phat ban ma khéng do nguyén nhan ndo khac, nén ngung ding
ziprasidone.
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- Ha huyét dp tu thé: Ha huyét ap tu thé da duoc bao cdo, dic biét la trong giai doan do liéu
ban dau. Str dung thude dic biét thin trong & nhitng bénh nhan c6 bénh tim mach (tién sir
nhéi mau co tim hodc bénh tim thiéu mau, suy tim hodc bat thudong dan txuyun) hay bénh
mach méau ndo va/hodc bénh nhén ¢6 nguy co ha huyét dp (mat nudce, giam thé tich tuan
hoan, dang diéu tri thude ha huyét ap).

- Dong kinh: Su dung ziprasidone than trong ¢ nhiing bénh nhan c6 tién str déng kinh hodc
co ch t6 nguy co dé b1 déng kinh nhu bénh mat tri nhé Alzheimer hodc bénh nhan trén 65

tlIOI.

- Ty sat: Bénh nhan tam thin hodc réi loan ludng cuc luén co nguy co ty sat. Sy giam sat
chat ché cdc bénh nhin ¢d nguy co cao nén di kém véi ligu phap diéu tri bang thude. Nén
k& toa liéu tlmp nhét ¢o hiéu qua cua 21pmszdonc dé giam nguy co qua lidu.

- Nguy co tr vong tang khi bénh nhan cao tudi bi bénh tim than lién quan dén sa sut tri tué
dugce didu tri bing thuée chéng loan than. Do d6 khong ding ziprasidon dé diéu tri cho déi
twong bénh nhan nay.

- Keo dai khoang QT: Mot sO thude g gy kéo dai khoang QT ¢6 lién quan dén sy xuat hién
cua xodn dinh va véi dot tr khong hé giai thich. Nguy co kéo dai QT lau hon lam tang
nguy co tu vong dot ngdt khi sur dung ziprasidone so véi cdc thude diéu tri tm thin phan
liét khac. Do d6, cin cin nhic khi lira chon thube diéu tri thich hop cho cic bénh nhin. Nén
tranh két hop ziprasidone vai céc thude khac duge biét 1a kéo dai khoang QT. Pong thoi,
tranh dung ziprasidone & nhimg bénh nhan mic hoi chimg QT kéo dai bim sinh va o bénh
nhan ¢ tién s roi loan nhip tim.

- Hai chimg 4c tinh do thude an thin (\'\AS} mot hdi1 chung co thé gay tir vong da dugc bao
cdo lién quan dén viée sur dung thude chdng loan than. Bleu hi¢n 1dm sang cua NMS la tang
thdn nhiét, co cung co, thay dGi trang thai tim than va r6i loan than kinh tw chi. Céc ddu
hiéu bé sung ¢d thé bao gom tang creatinin phosphokinase, tiéu co van va suy than mp
Cach quan ly NMS bao gom: ngung thude chdng loan than va diéu tri triéu ching chuyén
sdu. Chua ¢6 phéac d diéu tri thong nhit cho NMS.

- Rbi loan vén dong mudn co thé xiy ra & bénh nhan dang diéu tri véi thudgahOng loan thin,
Néu xudt hién dédu hiéu va tridu chimg réi loan van déng muén & bénh nhan dang su dung
ziprasidone, nén can nhic viéc ngung dung thude.

- Tang duong huyét va bénh tiéu dudng: Tang dudng huyét ning, doi khi két hop v&i nhidm
ceton acid, hon mé do tang ap luc thfim thiu hodc tir vong, da dugc bdo cdo ¢ nhiing bénh
nhan st dung thude chéng loan than khéng dién hinh. Theo ddi chit ché nhiing bénh nhén
mic bénh tiéu dudng tir trude. Thue hién cdc xét nghiém dudng huyét lac do1 khi bat ddu
diéu tri va dinh ky cho nhirng bénh nhén co ycu ) nguy co méc bénh tiéu duong (vi du:
béo phi, tién sir gia dinh cé bénh tiéu dudng).

THOI KY MANG THAI

Chua co nghién ctru day du va co kiém soat véi ziprasidone o phu nir mang thai, chi nén sur
dung thude trong thai k¥ khi loi ich hon han nhimg nguy co tiém 4n cho thai nhi.

THOI KY CHO CON BU
Chua 16 ziprasidone hodc céc chit chuyén hoa cé duoc bai tiét vao sita me hay khong. Do do
phu nir duge khuyen cdo khong nén cho con bt trong thoi gian dang dung ziprasidone.
TAC DUNG KHONG MONG MUON (ADR)
% Thuomg gip: ADR > 1/100 ,
Toan than: Dau bung, hdi ching cim, s6t, choang vang, phtt mét, on lanh, nhay cam véi anh

sdng, dau hong, ha than nhiét.
Tim mach: Nhip tim nhanh, ting huyét ap, ha huyét ap tu the.
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Xu

Tiéu hoa: Chén &n, non.
Co xwrong khop: Pau co.
Than kinh: Kich déng. héi chimg ngoai thap, run, loan truong luc co, tang truong luc co, roi
loan vén dong, co gidt, di cam, I lan, chong mat, giam van dong, tang van dong, dang di that

diéu, con tron nguoc mat, ting cam gidc, mat diéu hoa, mat tri nhd, mé sang, giam truong luc
co, mat van doéng, roi loan van ngdn, hdi chimg cai nghién, chitng muia von, nhin doi, mét phoi

hop.
H6 hap: Khoé tho.

Ceic gide guan: Vidm da do ndm.

it gap: 171000 < ADR < /100

Tim mach: Cham nhip tim, dau thit ngue, rung nhi.

Tiéu hoa: Xuit huyét truce trang, kho nuot, ludi phu né.

Mau va h¢ bach Auyét: Thiéu mau, bam mau, ting bach ciu, giam bach cdu, ting bach ciu 4i
toan, ndi hach.

Réi loan chuyén héa va dinh dwomg: Khat, ting transaminase, pht ngoai vi, ting duong huyét,
ting creatine phosphokinase, ting phosphatase kiém, ting cholesterol méu, mat nude, ting
lactic dehydrogenase, albumin ni€u, ha kali huyet.

Co xteong khdp: Viém bao gin.

Than kinh: Té liét.

Ho hép: Viém phoi, chay mau cam.

Da: Ban do, may day, rung toc, cham, viém da bong vay, viém da tiép xtc, phat ban
vesiculobullous.

Tiét niéu - sinh duc: Liét duong, X114t tinh bat thuong, vo kinh, tiéu mau, rong kinh, rong huyét,
tiét sita o phu nit, da niéu, bi tiéu, roi loan chire nang tinh duc nam, glucoza niéu.
Clic giac quan: Viém két mac, mat khé, U tai, viém mi mét, duc thuy tinh thé, so 4n
Hiém giip: ADR < 1/1000 ‘
Tim mach: B[o;:k nhi thit do 1., block n_h:inh, viém tinh mach, thuyén t , tim to, nhoi
mau ndo, tai bién mach mau ndo, viém tic tinh mach sau, viém co tim, viém tic tinh mach.
Tiéu héa: Xudt huyét nuwéu, vang da, phan déng khéi, ting GGT, nén ra mau, vang da & mat,
viém gan, gan to, bach san migng, phan (}cn.

Ngi tiét. Suy gidp, cudng gidp, viém tuyén giap.

Mdu va hé bach hzwe! Giam tiéu ciu, thiéu méu nhugc sic, tang lymphd bao, tang bach cdu
don nhan, ting bach cau 4i kiém, pht bach huyét, ting hong cfu, ting tiéu cau.

Réi loan chuvén héa va dinh didng: Tang BUN, tang creatinin, ting lipid huyet giam
cholesterol mau, tang kali huyét, giam clo huyét, glam dudng huyét, glam natri huyét, giam
protéin huyét, giam dung nap g crlu:.ose tang clo huyét, tang acid uric huyét, giam calci huyét,
giam magnesi huvét, nhiém kiém ho hap.

sang.

Co xeomg khap: Bénh co.

Than kinh: Giat rung co, rung gidt nhin cdu, veo c6, thé ngudi udn cong, ting phan xa, clng
ham.

o hc?:p.' Ho ra mau, ngat thanh quan.

Tiét niéu - sink duc: Chtmg to VL'! 0 dan Ong, Xuit huyét am dao, tiéu dém. giam niéu, rdi loan
chite ndng tinh duc n@, xudt huyeét tir cung.

Cée gidge guan: Chay mau mat, viém giac mac, viém két-gide mac.

tri tac dung khéng mong muon:

- Khi nghi ngo xay ra tic dyng khong mong muén, ngjucn bénh can duge thim kham kiém
tra todn trang va xem xet ho s bénh an phan dnh qua trinh didu tri. Céc xét nghiém can lam
sang va tham do chirc nang can thiét dugc tién hanh nhanh choéng, chu ¥ téi cac chie ning
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tim - mach, tiéu hda, théin - tiét niéu, mau,... Can cin nhic viéc giam liéu hodc ngimg thude
ngay, dong thai hdi chian voi cae chuyén khoa lién quan.

- Ngudi bénh can duge tang cudng nghi ngoi, tranh ra ning, bu du nudc va thic dn dinh
dudng, dugce theo doi than nhiét, mach, huyét ép déu hang ngay. Luén dé phong ngudi bénh
bi vip nga do ri loan van dong, réi loan thi gidc, ha huyét dp tu thé.

- Ngoai ra khi ¢6 chi dinh diéu tri bdnu mét loai thude mai, cAn thin trong tham do liéu lugng
vi theo ddi ngudi bénh trong subt qua trinh ding thude.

UONG TAC THUOC

Twong tic dwoc dong hoc

- Khong nén phdi hop ziprasidone vai bat ky loai thudc giy kéo dai khoang QT nao.

- Thén trong khi phdi hop ziprasidone véi cac thude tac dong Ién hé than kinh trung vong
khac.

- Do cd kha nang gay ha huyét ap, ziprasidone co 6 thé lam ting tac dung clia mot 56 thude tri
cao huyét ap.

- Ziprasidone co thé giy mat tac dung véi cac chét chu vin cia levodopa va dopamine.

Twong tic duge luc hoc

Anh huong cua céc thude 1én ziprasidone:

- Carbamazepine 1a chit kich thich CYP3A4, khi ding liéu 200 mg x 2 lan/ngdy trong 21
ngay da lam giam AUC cua ziprasidone khoang 35%. Anh huéng nay ¢ thé 16n hon khi
dung li¢u carbamazepine cao hon.

- Ketoconazole 13 cht (rc ché manh CYP3A4, véi lidu 400 mg 1 lanfngay trong 5 ngay da
lam ting AUC va Cmax cua ziprasidone khodng 35-40%. Cac chat e ché CYP3A4 khic
cling ¢6 thé co nhiing téc dong tuong ty.

- Cimetidin voi lidu 800 mg 1 lan/ngay trong 2 ngdy khéng anh huong dén duoc dopg hoc
cua ziprasidone.

Anh huong cua ziprasidone 1én cée thude khéc:

- Lithium: Ziprasidone voi lidu 40 mgx 2 ldnr’né,dy ding dong thoi voi lith # liéu 450 mg
x 2 lan/ngay trong 7 ngay khéng anh huong dén trang thai 6n dinh hodc su thai trir cua
lithium qua théan. \

- Thuéc tranh thai dudng ubng: Ziprasidone véi lidu 20 mg x 2 Ianfn;:ay khi dung déng thoi
khong anh huong dén LILI'UL dong hoe cua thude tranh thai dudng ubng, ethinyl estradiol
(0,03 mg) va levonorgestrel (0,15 mg).

- Dextromethorphan: Z:pmsldom khong lam thay déi su chuyén hoa cua dextromethorphan
thanh chét chuyén hoa chu yeu, dextrorphan. Khong co su thay doi dang ke vé ti I8
dextromethorphan/dextrorphan trong nude ticu.

TAC DUNG POI VOI KHA NANG LAI XE VA VAN HANH MAY MOC

Vi ziprasidone ¢6 nguy co lam giam kha ning nhan thirc va van dong, bénh nhén nén duoc
canh bdo khi li xe hodc viin hanh may méc cho dén khi chic chdn ring liéu phap ziprasidone
khong anh huéng dén ho mét cich bat loi.

QUA LIEU VA XU TRI

Tri¢u ching guda liéu:

Cac triéu chimg da duoc bio céo khi ding ziprasidone qua liéu bao gom: céc tridu chimg ngoai
thap, budn ngu, run va lo ling.

X tri:

Trong truomg hop dung thude ¢ qua lidu L¢1|] thiét lap, duy tri duong tho va dam bao du oxy,
théng khi. Can thi¢p tinh mach va rua da day (sau khi dat ngi khi quan, néu bénh nhan bét tinh)
vi dung dong thoi than hoat tinh véi thude nhudn trang néu can. Kha nang vo tri gidc, dong
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kinh, hoac phan tmg loan truong lye cua dAu va cb sau khi ding qua liu c6 thé dan dén nguy
co hit phai thire an khi ndn.

Theo dai tim mach nén bit ddu ngay va nén bao gdm gidm sat dién tim d0 lién tuc dé phat hién
loan nhip. Néu diéu tri chéng loan nhip dugc chi dinh, disopyramid, procainamid va quinidin
cd thé lam tdng thém tac dung phu kéo dai QT o nhirng bénh nhan su dung Llpl‘aSldOHL

Ha huyét dp va truy tun hoan nén duoc diéu tri bang céc bién phap thich hgp nhu truyén dich
tinh mach.. Néu dimg cac thube cudng giao cam dé hd trg mach mdu, epinephrin va dopamin
khong nén duge sir dung vi su kich thich beta két hop voi s doi khang al cua ziprasidone co
thé 1am trim trong thém tinh trang ha huyét ap. Tuong ty, dic tinh chen thu thé alpha-adrenergic
cua bretylium co thé gdy ha huyét dp ning hon trén nhiing ngudn dung ziprasidone.

Trong trudng hop co tr iéu chung ngoai thap nang, nén dung thube khang cholinergic. Khong
¢6 thude gidi doe dic hiéu cung nhu khong thé tham tach ziprasidone, Nén cin nhic kha niing
su dung nhiéu loai thude can thiét. Giam sat y té chit ché nén duoc tiép tuc cho dén khi bénh

nhan hoi phuc.

TRINH BAY P

Hop 3 vi x 10 vién. -
HAN DUNG

36 thang (ké tir ngay san xudt).

BAO QUAN __
?‘Joi kho |mit,'trénhq¢"u'1h s?ng._ Ilf‘liéi do {(h(‘mg_qua’n 30°C. .Tl 10.CUC TRUGNG
NGAY XEM XET SUA DOIL, CAP NHAT NOI DUNG PTRUGNG PHONG
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