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250 mg
tablets

Each tablet contains

Manudacired by/Fabneads por:
Pathesn Inc., 2100 Syntex Caurt,
Missitsauga Ontano, L5N 7K9. Canada

Packaged and released by/
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Janssen-Cilag S.p.A., Via C. Janssen 04010
Bargo San Michele, | atina Italy

250 mg abiraterone acetate
Oral administration only
FRead the package ieafle! before use

Keep oul of reach of chidren.
Women wha ane of may be pregnan! shauld
not handle ZYTIGA withoul glaves
Use as directed by your physician

Store batow 30°C,

120 tablets

. Zytiga®

» Zytiga®
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250 mg
comprimidos
Cada comprimido contiene
250 mg de acetato de abiraterona
Administrar Unicamente por via oral
Loa el prospacio antes go ullizar esle mecicamenta
Mantenar fuara del aicance de (oS ninas.
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ZVTIGA sin guantes
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120 comprimidos

Ziog Beyio-uossuer oy

f uassuef

—

n Zytiga’

abiraterone acetate

250 mg
tablets

Each tablet contains
250 mg abiraterone acetate
Oral administration only
Head the package leafie! before uso
Keep cut of reach of children,
Wamen who are of may be pregnant shauld
net handle ZYTIGA withaut gloves
Use as directed by your physician ‘
Stare balow 30°C,

120 tablets



pAi DI

VEN PHONG

https://vnras.com/drug/

LABEL

packaging:

ahiraterone acetate/
acetalo de abiraterona

250 mg
tablets/comprimidos

120 tablels/comprimidos

|anssen7'

@ ge [ eallel Belore use. Reap 0 of e
chidtan Worren wha 802 or may be pregnant shoukd not hasale
ZTYTIGA withcul gloves. Use as drecied by yout phylcian Each
lablaf contars 250 my sbralemnng acetata 5inrg talow 3070,
Qead acrmerisiration crly Presenpian Only Meagcna

Lea gl prospecio antes de ullizer esta medicamenio Manten er fuera ol aicance e ics
mAaE Las mojeras cud esken o podieran estar embarazadas no deparan manpular
FYTIGA sin guanies LUtlicelo segan las mstrucciones oo su mdtco Cada comprrmda
conliana 250 mg de acatpio de anmigiena, Amacenar 4 und temoaaiu infenns a los
30 °C Adgminsirar incamenie por vin oral Vents bag receta

Mssissauga Ontana LSN 788, Canada
Pachaged and minasad byEmpacada y koarmde prv

™~

H
Manutachwes byFabicado por Pathean bnc., 2100 Syntex Coun, %
Janasan-Cilag Sp A Vin £ Jonssen 04010, Bongn San Machali Latn, lusy E

Batnng,

[

Expey




https://vnras.com/drug/

TEN THUOC / 8 g

ZYT!GA _(abmatcmne acetate) vién nén 250 mg

THANH'\PHA,E SO LUQNG VA CHAT LUGNG

Vién'nén ZYTIGA chirg 250 mg acetate abiraterone.
Vé thﬁnhlphﬁn ta d,u’ac xem phan Danh sach cdc ta dwge.

DANG BAO cm’: THUOC
Vién nén ‘ ) ] ,
Vién nén hinh bau duc, mau trang hoéc trang md, khac chir AA250 trén mot mat.

DPAC TINH LAM SANG

Chi dinh diéu tri

ZYTIGA dung ket hop véi prednisone hay prednisolone dugc chi dinh diéu tri bénh nhan ung
thur tién liét tuyén khang cit tinh hoan di cin & bénh nhan nam nguoi l1on ma bénh dang tién trién
trong khi hodc sau mat dot hoa tri c6 chira docetaxel.

Lleu Immg va cach dung

Liéu khuyén céo cua ZYTIGA 1a 1 g (4 vién nén 250 mg) liéu duy nhét mdi ngay cach xa bira
an. ZYTIGA nén duge udng it nhat hai gi¢ sau khi @n va khong nén én it nhét trong vong mot
gitr sau khi ubng ZYTIGA. Khi udng thudc nén nubt nguyén vién vdi nude (xem muc Hap thu).
ZYTIGA dugc dung véi prednisone hay prednisolone liéu thdp. Liéu khuyén céo cua prednisone
hoic prednisolone 1a 10 mg moi ngay.

Nén dinh lugng céc men transaminase va bilirubin trong huyét thanh truéc khi bit ddu diéu tri
v6i ZYTIGA, mdi hai tudn cho 3 théang diu tién diéu tri va sau d6 13 mdi thang. Can kiém tra
huyét ap, kali trong huyét thanh va tinh trang giit nurée trong co thé dinh ky mdi thang (xem phan
Canh bao dic biét va thin trong khi str dung).

Piéu chinh Ileu cho bénh nhén suy gan

Khong cin didu chinh liéu cho bénh nhén suy gan nhe. Khong nén dung ZYTIGA cho bénh nhan
¢6 suy gan mirc do vira va nang trude do6. (xem muc Trwdong hep bénh nhéin dic biét).

D6i véi cde bénh nhéan ¢6 xuat hién tinh trang doc té bao gan trong khi dung ZYTIGA (alanine
aminotransferase (ALT) hodc aspartate aminotransferase (AST) ting hon 5 lin clia mirc binh
thuong trén hodc bilirubin ting hon 3 lin cia murc binh thuong trén) nén ngimg diéu tri ngay
cho dén khi céc xét nghiém chtc nang gan tr& vé binh thuorng (xem phan Pdc tinh gan). Liéu
diéu tri lai sau khi chirc nang gan hdi phuc c6 thé giam xubng mirc 500 mg (hai vi€n) ngay mot
lan Péi voi cac bénh nhan nay nén theo doi transaminases va bilirubin huyet thanh it nhét hai
tudn mot lan trong 3 thang va mdi thang tlep theo sau d6. Néu tinh trang déc té bao gan lai xay ra
véi lidu da giam 500 mg mdi ngay, ngung diéu tri ZYTIGA. Khéng nén dung thude & liéu giam
chung véi thirc 4n (xem phan Lleu lrgng va cach dung).

Trong trudmg hop bénh nhéan xuat hién tinh trang doc té bao gan nang (ALT hodc AST ting 20
lan mirc binh thuong trén) vao bat ky e nao trong thoi gian diéu tri, nén ngung diéu tri va
khong nén dung lai ZYTIGA nira.

Pidu chinh lidu cho bénh nhén suy thin
Khéng can diéu chinh liéu cho bénh nhan suy thin (xem phan Trwong hop bénh nhin dic
biét).
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Chong chi dinh

Thai ky

ZYTIGA khong dung cho phu nit ¢ thai hodc ¢é kha ning dang mang thai (xem phan Diing
thuéc cho phu nir cé thai).

Canh bao dic biét va thin trong khi sir dung

Cao huyét dp, ha kali miu va giw nude do thira corticoid khodng

ZYTIGA cé thé gay ra cao huyet ap, ha kali mau va gilr nudce co thé (xem phan Téc dung ngoai
y) do hau qua cia su (rc ché CYP17 lam ting nong dé cac corticoid chuyén héa mudi (xem phan
Co ché tic dpng). Viée su dung dong thoi mét corticosteroid ¢4 tic dung irc ché tiét hormone
adrenocomcotroplc (ACTH), din dén lam giam xuat d% va dd ning cua cac tac dung phu nay
Cén chu y khi diéu tri cac bénh nhan cé cac bénh nén két hop dé bi anh huong xdu béi cao huyet
ap, ha kali mau hay gilr nwéc co thé nhu suy tim, nhdi méu co tim gan day hay loan nhip that.
Nén cén than khi ding ZYTIGA cho bénh nhén c6 tién s bénh tim mach. Hién chua xac lap
duoc tinh an toan cia ZYTIGA trén bénh nhén c6 phan sudt tdng mau thit trai (LVEF) < 50%
hay suy tim d¢ 111 hodc IV theo phan loai cia NYHA (trong nghién ctru 301) hodc suy tim d§ I
dén db IV theo phén loai clia NYHA (trong nghién ciu 302) (xem phan T4c dung ngoai v va
Hifu qué lam sang). Phai kiém soat huyét 4p va didu chinh tinh trang ha kali méu trude Khi
ding ZYTIGA. Nén theo dai tinh trang huydt ap, kali mau va giit nuéc co thé it nhit mdi thang
mot lan.

Dic tinh gan

Céc nghién ciru 1am sang ddi chirng ghi nhan ¢6 tinh trang ting men gan nhiéu din dén thay dbi
lidu hodic ngung diéu tri (xem phin Tic dung ngoai ¥). Nén dinh luong transaminase va
bilirubin huyét thanh trude khi khai sur diéu tri véi ZYTIGA, méi hai tuin trong ba thdng ¢au va
mdi thang tiép theo sau d6. Nén dinh lugng ngay cac transaminase huyét thanh néu c¢é dau hidu
doc té bao gan xay ra. Bat i khi nao ALT ting cao hon 5 lan hay bilirubin tang trén 3 13n giGi
han binh thudng trén phai ngung ngay ZYTIGA va theo ddi sat chire néng gan.

Piéu trj lai v&i ZYTIGA chi khi xét nghi¢m chire nang gan trd vé mirc ban ddu cia bénh nhin
va dung & mirc lidu giam. (xem phan Piéu chinh lidu cho bénh nhén suy gan),

Bit ky lic nao trong qua trinh diéu tri, néu bénh nhén bj ddc tinh gan nang (ALT hodc AST trén
20 lan gidi han binh thuémg trén) phai ngung ngay ZYTIGA va khong nén diéu tri lai.

Ngung corticosteroid vd khdc phuc cdc tinh hubng stress

Can dé y va theo doi tinh trang suy vo thugng than khi bénh nhan ngung prednisone hay
prednisolone. Nén theo ddi céc triéu chimg tang corticoid chuyen hoa mudi néu con diéu tri tiép
tuc ZYTIGA sau khi d3 ngung corticosteroid (xem phan Cao huyét ap, ha kali mau va giir
mrée do thira corticoid khoang).

C6b thé tang lidu corticosteroid trudc, trong va sau khi bi cdc tinh hudng stress cho cc bénh nhén
dang diing prednisone hay prednisolone phai déi phé véi véi tinh trang stress hiém nay.

Stk dung voi hoa tri

Hién chua xac lép duoc tinh an toan va hiéu qua cla viée st dung ddng théi ZYTIGA véi hoa tri
liéu dic té bao (xem Hi¢u qua 1am sang).

Twong tic thude va céc dang twong tic khace

Thirc an lam gia tdng mdt cach c6 y nghia su hap thu abiraterone acetate khi ding chung thiic an
vdi ZYTIGA. Chua xac lap duoc tinh hiéu qua va an toan cua ZYTIGA khi dung chung véi
thire dn. Khong dwge ut‘mg ZYTIGA cung thire in (xem phén Lién lwong va cach ding va
Hip thu).
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V& mat thyc nghiém, abiraterone c6 tac dung tic ché cic men chuyén héa thude & gan CYPLA2,
CYP2D6 va CYP2CS. Trong mét nghién ciru [am sang duge thiét ké dé xdc dinh tac dong cuia
abiraterone acetate (ph6i hap véi prednisone) trén mot lidqu don theophylline von la co chat clia
CYPI1A2, ngudi ta khéng ghi nhan su gia tang ndng d$ cua theophylline trong co thé.

Mot nghién ciru tuong tu khéc nham xac dinh tac ddng cua abiraterone acetate (phdi hop vai
prednisone) trén liéu don dextromethorphan ciing [a mot co chét chiu dnh hudng béi CYP2DS6,
ghi nhan nong dé thude trong co thé (AUC) cla dextromethorphan gia ting t6i gin 200%. Tri s6
AUCo4 cia dextrorphan, mot chét chuyén hda ¢6 hoat tinh cia dextromethorphan, ciing ting
khoang 33%.

Can cha y khi sir dung ZYTIGA voi cac thudc duge chuyén héa hay duoge hoat héa béi
CYP2D6, nhét 1a cac thudc cé chi sb didu tri hep. Nén can nhic giam lidu cac thude nay.

Khéng ¢é dir liéu lam sang vé viéc sir dung ZYTIGA véi cac thude 14 chit nén caa CYP2CS.

Phu nit ¢6 thai va cho con bii

Dang thudc cho phu nit 6 thai

Chone chi dinh diung ZYTIGA cho phu nil ¢6 thai hodc ¢6 kha nang dang mang thai (xem nhan
Chong chi dinh).

Hién khéng c6 dir lidu lién quan dén viéc ding ZYTIGA trén phu nii ¢6 thai, do vay khong st
dung ZYTIGA cho phy nif c6 kha nang dang mang thai. Viéc dung thudc e ché CYP17 cua
ngudi me c6 thé lam thay déi néng do cac néi tiét td gay anh hudng dén phét trién thai nhi. (xem
phin Co ché tic ddng va Ddc tinh trén sinh sin).

Ngudi ta chua biét rd abiraterone hay chét chuyén héa ciia thude ¢6 hién dién trong tinh dich hay
khong. Bénh nhén dwoc khuyén céo nén mang bao cao su khi quan hé tinh duc vé&i phu nir mang
thai. Néu bénh nhan quan h¢ tinh duc v&i phu nir ¢6 khd ndng mang thai, thi bén canh sir dung
bao cao su yéu cu nén ap dyng thém bién phap tranh thai hiéu qua khéc.

Pé trénh tac hai do tiép xuc v&i ZYTIGA, phu ni mang thai hogc ¢6 kha ning cé thai nén mang
phuong tién bao hd khi tiép xac thude, thi du nhu ging tay.

Diing thube trong thoi ky cho con bii

ZYTIGA khéng duge dung cho phu ni.

Khéng xéc dinh dugc abiraterone acetate hay chét chuyén héa cia thude ¢6 duge bai tiét qua siia
nguoi hay khong,

Anh hwéng trén kha nang [ai xe va vin hanh may moc
Hién chua c6 cac nghién ciru vé anh huong cia ZYTIGA trén kha ndng lai xe hay van hanh may
mée. Nhidu kha ning ZYTIGA it anh hudng dén céc kha nang nay.

Téc dung ngoaiy

Céc tic dung phu thudng gip nhét thay véi ZYTIGA la phi ngoai bién, ha kali mau, ting huyét
4p, nhiém tring duong tiét nidu, tidu mau, ting aspartate aminotransferase, ting alanine
aminotransferase, kho tiéu, va gy xuong

ZYTIGA c¢6 thé gy cao huyét 4p, ha kali mau va gir nudc co thé do hiu qua vé duogc luc hoe
cla co ché tac ddng cua thude. Trong céc nghlen ciru  ldm sang ghi nhdn bénh nhdn diung
ZYTIGA c6 tac dung corticoid chuyén héa mudi cao hon nhém gia duge: ha kali mau 21% so
v6i 11%, cao huyét 4p 16% so véi 11% va giir nuéc co thé (phy ngoai bién) 26% so vai 20%.
Téc dung phu ha kali mau dé 3 vi 4 chiém ti 1&¢ 4% va tac dung phu cao huyét 4p do 3 va 4
chlem 2% trong nhém bénh nhén ding ZYTIGA. Nhung anh hudng do corticoid chuyén héa
mudi nhin chung co thé dugce giai quyet tdt. C6 thé lam giam xudt do va mirc d§ nang cla cdc tac
dung phu nay bang cach dung dong thari véi mot corticosteroid (xem phin Caa huyet dp, ha kali
maun va giir nwoe do thira corticoid khodng).
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Trong cic nghién ciru diéu tri bénh nhan ung thu tién 1iét tuyén tién trién di cin da ding thue
ddng van luteinizing hormone-releasing hormone (LHRH) hay di duge cit tinh hoan trude dé,
ZYTIGA duge ding véi liu lg/ngdy két hgp prednisone hay prednisolone litu thép (10

//

7

-

mg/nga
Cagcj: tzgicyciung ngoai y cua ZYTIGA xay ra vdi thn suét >1% (tat ca cac dd) duge trinh bay trong
Bang 1:
Bang 1ta: Tdc dung ngoai ¥ ciia ZYTIGA véi tAn suft >1% trong cic nghién ctu lim
sang”
ZYTIGA 1g/ngdy voi prednisone hay prednisolone
n =1680°
HE co quan Tiét ca cac dd %o o3 Do 4
i Tac dung phu _ % %
R6i loan toan thin va tinh trang tai ché do dung thude
Bhifnomo ien 26 1 <1
Roi loan chnyén héa va dinh duéng
Ha kali mau 21 3 <l
Tang triglyceride mau 2 <1 0
Nhiém trung/ky sinh trang
Nhiém tring tidu 12 2 <1
Réi loan gan mét
Tang Alanine aminotransferase 7 <]
T#ng Aspartate aminotransferase 9 <]
Réi loan mach man
Cao huydt ap 16 2 0
Chén thirong, ngd dde va cac bién chirng do tién trinh bénh
Giy xuong® 7] 2 <]
Roi loan tim
Suy tim® 2 1 <]
Pau thit nguc 2 <1 0
Loan nhip tim 1 0 0
Rung nhi 3 1 <l
Nhip tim nhanh 2 <] 0
Roi loan thén va tiet niéu
Tiéu méu 9 1 0
Roi loan da day~rudt
Kha tiéu 7 0 0

n = cac bénh nhin duge danh gia v& an toan thudc

Tat ca bénh nhan di ding déng van LHRH hay da cat tinh hoan

Giy xuong bao gom tAt ca cic gay xuong voi ngoai 1€ gy xuong bénh ly
Suy tim ciing bao gbm suy tim sung huyét, réi loan chic ning that trai va gidm phin suat tdng mau

Ghi nhén trong cac nghién ctru 1dm sang pha 3, tac dung phu suy tuyén thugng than cé tin suat

<0.5% ¢ nhitng bénh nhan ding ZYTIGA va 0,2% ¢ nhiing bénh nhan ding gia duoc.

Tdc dpng trén tim mach
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Ca 2 nghién ctru pha 3 khéng thu nhén cac bénh nhan vaéi cao huyét ap khong kiém soat, suy tim
nang d& xay ra cac bién ¢d trén 1am sang nhu nhdi mau co tim, thuyén tic mach trong vong 6
thang qua, dau that ngue ning hodc khéng n dinh, suy tim d¢ III hogc IV theo phén loai coa
NYHA (trong nghién ciru 301) hodc suy tim d6 II dén do TV theo phan loai ciia NYHA (trong
nghién ctru 302) hoac glém phan suit tdng mau con <50%. Tt ca bénh nhan dugce thu nhan (ca
hai nhém bénh nhan diéu tri chii déng va nhém chimg) duoc diéu tri clng lac véi lidu phap lam
giam hoat ddng ctia androgen, chi yéu la cac dong van LHRH, ma 1 tac nhan thudng ¢6 lién
quan véi tiéu didng, nhdi mau co tim, tai bién mach mau ndo va tir vong dot ngdt do tim. Trong
céc nghién ctru pha 3, xudt dd tac dung phu tim mach trong nhém diing ZYTIGA so véi nhdm
ding gia duge nhu sau: rung nhi 3,4% so vdi 3,4%, nhip tim nhanh 2,8% so véi 1,7%, con dau
thit ngire 1,9% so vai 0,9%, suy tim 1,9% so vdi 0,6% va rdi loan nhip 1,1% so véi 0,4%.

Doc tinh gan

Doc tinh gan do thude véi biéu hién tang ALT, aspartate transaminase (AST) va bilirubin toan
phin duoc bdo cdo trén cac bénh nhan dioc didu tri bEmg ZYTIGA. Qua tit ca cac nghién ciu
lim sang, sir ting men gan qua xét nghiém (tdng chi s6 ALT hay AST trén 5 lan hay ting
bilirubin trén 1,5 lan gi6i han blnh thuong tren) duogc ghi nhan trong gin 4% bénh nhan diing
ZYTIGA, tiéu biéu trong 3 thang diu tién sau diéu tri. Trong nghién ciru 1am sang 301, c4c bénh
nhan ma ¢6 chi s6 ALT hay AST ban dau cao thudng d& ting chi sé xét nghiém chirc ning gan
hon bénh nhdn c6 chi s6 ban dau binh thuong. Nén ngimg diéu tri ZYTIGA khi ALT hay AST
ting trén § lan, hoic bilirubin tang trén 3 lan giéi han binh thudng trén. C6 hai trudng hop bénh
nhan dugc ghi nhén chi s chirc néng gan ting cao (xem phan e tinh  gan). Hai bénh nhan nay
co chi s& men gan ltic vao nghién ciu binh thucng trong qua trinh diéu trj ALT hay AST ting
1én 1S — 40 lan va bilirubin ting 2 — 6 lan gid tri binh thudng teén. Khi ngirng ZYTIGA, chic
nang gan cla ca hai bénh nhan déu binh thuémg trér lai va mdt bénh nhan duoc tii didu tri voi
ZYTIGA ma khong ghi nhan tinh trang ting lai men gan. Trong nghién cu 302, ting ALT hoic
AST dé 3 hoic 4 da dugc quan sit & 35 (6,5%) bénh nhan duge diéu trj véi ZYTIGA. Hau hét
cac bénh nhan déu cé men aminotransferase h0| phuc nhung chi ¢6 3 bénh nhan (2 vdi di cin gan
nhidu & méi, va I véi tang AST khoang 3 tudn sau lidu cudi cung ciia ZYTIGA). Ngung diéu tri
do ting ALT va AST lan luot dd dugc béo cdo trong 1,7% va 1,3% s0 bénh nhan duge didu tri
voi ZYTIGA va 0,2% va 0% s6 bénh nhan duge diéu trj véi gia duge,. Khong ghi nhén ¢é to
vong do bién ¢d doc tinh garn.

Trong céac nghién ctru 1dm sang, c6 thé gidm nguy co doc té bao gan bing cach khong thu nhan
cic bénh nhan bj viém gan ban dau ho#ic ¢é cdc xét nghiém chire niing gan bat thucmg dang ké.
Trong nghién ciru 301 bénh nhan c6 ndng d6 ALT hodc AST ban ddu cao hon gid tri binh
thudng trén 2,5 1an néu khéng di cin gan va hon gid tri binh thudng trén 5 14n néu ¢ di cin gan
da duge loai trir. Trong nghién ciru 302, bénh nhan ¢6 di ¢an gan la khéng du diéu kién va nhiing
bénh nhan ¢ nong dd ALT hodc AST ban déu cao hon gid tri binh thuéng trén 2,5 lin da duoc
logi trir, Céc bét thudng xét nghiém chirc nang gan trong qua trinh nghién ciru [am sang duoe
theo dbi nghiém nhat doi hoi tam thoi ngung diéu trj va chi diéu tri lai khi cac chi s chirc ning
gan tré vé mc ban ddu cia bénh nhan (xem phin Pidu chinh liéu cho bénh nhin suy
gan). Bénh nhan ¢6 ALT hay AST cao hon 20 l4n gi4 tri binh thudng trén khong dugc diéu tri
lai. Tinh an toan khi diéu trj lai cho nhitng bénh nhdn nhu vdy chua duoce xdc lap. Co ché gay
déc té bao gan ctia ZYTIGA chura rd.

Hay thong bido cho bdc sT biét cdc tdc dung khéng mong mubn gdp phdi trong khi sit dung
thube.

Qua lidu
Hién chua ¢é cac bao cdo vé tinh trang diing qua liéu ZYTIGA trong cdc nghién ciru 1dm sang.
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Khéng ¢6 thube giai doc dic hiéu. Trong truong hop qua lidu, nén ngung ngay ZYTIGA va trién
khai cac bién phap diéu tri ning d& bao gdm chdng loan nhip tim va cling ¢in danh gia chire
nang gan.

CAC DAC TINH DUQC LY

Pac tinh duge lue hoe

Nhom dwge didu tri (ma ATC)

Chét d6i khang hormone khac va céc chat khac lién quan (LO2BX03).

Co ché tic djng

Abiraterone acetate (ZYTIGA) duoc chuyén héa trong co thé séng in vivo thanh abiraterone, mét
chit tre ché sinh tdng hop androgen. Abiraterone (¢ ché chon loc va dic hiéu men 17q-
hydroxylase/C17,20- lyase (CYPI]7). Men nay dugc biéu hién va can thiét cho quad trinh sinh
tdng hop androgen & tinh hoan, tuyén thugng thin va md ung thu tién liét tuyen Men nay xuc
tac qua trinh chuyén déi pregnenolone va progesterone thanh cdc tién chat DHEA va
androstenedione cuia testosterone, bing viéc hydroxyl héa vi tri 17¢ va chia cit ndi C17,20. Uc
ché CYP17 ciing dan dén tinh trang ting tao thanh ¢dc corticoid chuyén héa mudi tai tuyén
thugng thin (xem phin Cao huyét 4p, ha kali mdu va gitt nwée do thira corticoid khodng).
Céc phuong phép diéu tri 1am giam néng dd androgen s& c6 hiéu qué trén ung thu tién liét tuyén
con dap (ng vai androgen. Cdc bién phap didu tri lam giam hoat ddng ctia androgen nhu diéu tri
vdi cac dong van LHRH hay cit tinh hoan, lam giam tao ra androgen tir tinh hoan nhung khdng
anh hwong dén sur tao thanh androgen tai tuyen thugng thdn hay mé budu. ZYTIGA co tic dung
lam giam testosterone huyét thanh xuong dén mic khong phat hién duge (béng céac dinh lugng
thuong mai hién ¢6) khi diéu tri két hop véi ddng van LHRH (hay cat tinh hoan).

Tac dung dwgc luc hoc

ZYTIGA lam giam lucrng testosterone va cac androgen khac trong huyét thanh xudng mirc thép
hon so vai ding dong véan LHRH don thudn hoiic cit tinh hoan. Tac dung nay do su irc ché chan
loc men CYP17 cén thiét cho sinh téng hop androgen. Khang nguyén dic hiéu tién liét tuyén
(Prostate specific antigen PSA) la déu hiéu sinh hoc & cic bénh nhdn ung thu tuyén tién liét
duoc ghi nhan giam hon it nhét phan nira so v&i méc PSA ban ddu trong 38% bénh nhén digc
diéu tri bang ZYTIGA so véi 10% bénh nhén dwoc diéu tri gia dwoc sau thét bai véi héa tri trrde
dd cd chira taxane trong mot nghién cru lam sang pha 3.

Hiéu qua lam sang

Hiéu qua cua ZYTIGA dugce xdc lap qua hai nghién ctu l[am sang pha 3 (nghién ciru 301 va 302)
da trung tim nglu nhién c6 d6i ching véi gia duoc trén cac bénh nhén ung thu tién liét tuyén
khang cit tinh hoan di can.

Nghién ciru 302 thu nhén cac bénh nhan khong triéu chitng hoic co triéu chirng nhe va khéng
dirge hda tri trwde dd, trong khi nghién ciru 301 thu nhén cac bénh nhan da dugce hoa tri trude do
c6 chira taxan. Trong ca 2 nghién ciru, céc bénh nhan dang dung déng vin LHRH hoiic di duoc
cét tinh hoan truéc do. Nhom bénh nhan diéu tri chi déng duge ding ZYTIGA lidu 1gngay két
hop véi prednisone hay prednisolone liéu thip Smg hai lin m&i ngay. Nhém bénh nhan ddi
chimg dugc diéu tri bao gdm gia dugc két hop vai prednisone hodc prednisolone lidu tuong ty.
Do nhitng thay ddi vé ndng d6 PSA trong huyét thanh khdng phai liic nao ciing dy doin duge loi
ich 14m sang, bénh nhén trong ca hai nghién ciru diroe duy tri véi ZYTIGA cho dén khi tidu chi
ngung thudc dwoc dap (g nhir theo quy dinh cu thé cho mdi nghién ctru dudi day.

Nghién ciru 302 (bénh nhan khong triéu chirng hodc ¢6 triéu ching nhe va khdng duge héa
tri trirge dé)

PI_Zytiga CCDS 25May2012 vl 6/16



https://vnras.com/drug/

Trong nghién ctiu 302, (n = 1088) tudi trung binh cta bénh nhén 1a 71 tum & cac¢ bénh nhan dugce
diéu tri v&i ZYTIGA cong véi prednisone hodc prednisolone va la 70 tudi & cac bénh nhin duoc
diéu trj voi gia duge cbng voi predmsone hodc prednisolone. Theo thang diém tinh trang hoat
déng co thé ECOG, 76% bénh nhén cé dlem 0, va 24% bénh nhan c¢ di€ém | trén cd hai nhom.
Cac tiéu chi hiéu qua chinh phéi hop la séng con toan bd va sbng khéng bénh tién trién trén X
quang (rPFS). Ngoai vigéc do luong cac tiéu chi chinh phm hop, ngudi ta cling danh gia lgi ich
dua trén thoi gian cho dén khi sir dung thude OplOId dé giam dau ung thy, thai gian dén khi bét
dau héa trj liéu doc té bao, thai gian den khi suy giam hoat dfng co thé theo thang diém ECOG
v6i didm >1 va thm gian dén khi c6 tién trién vé PSA duoc dura trén tiéu chuin Nhom lam viée
Ung thu Tuyén tién liét-2 (PCWG2).

Trong nghlcn cu 302, cac phuong phap diéu tri duoc ngung tai thoi diém co tién trién 14m sang
16 rang. E)leu tri ciing c6 thé dugc ngung tai thdi diém c6 tién trién trén X quang duge xac nhén
theo quyét dinh ciia nghién clru vién.

Séng khong bénh tién trién trén X quang dugc danh gid dua trén viéc s&r dung céc nghién ciru
hinh anh tudn tur theo quy dinh ciia tiéu chuén PCWG2 (dOL V(i cac ton thuong xucrng) va tiéu
chuén dénh gia dap Gng trén khéi u (RECIST) duge stra ddi (ddi véi tén thuong mé mém). Viée
phan tich cua rPFS di sir dung ddnh gla tién trién trén X quang dirge xem xét todn bo.

Tai thoi diém danh gia rPFS theo ké hoach d3 ¢6 401 bién ¢d tién trién trén X quang, trong d6
150 (28%) bénh nhan dugc dleu tri v6i ZYTIGA va 251 (46%) benh nhén duge didu tri voi gia
duge co bang chiig cva su tién trién trén X quang. C6 su khac biét dang ké vé tPFS gifra céc
nhom diéu tri (xem Bang 3 va Hinh 1).

Bang 3: Nghién ctru 302: Séng khong bénh tién trién trén X quang ciia cac bénh nhén duge
diéu tri hodc véi ZYTIGA hodc véi gia dwoe két hop véi Prednisone hoiic Prednisolone
cong véi cde thude ddng van LHRH hay cit tinh hoan trwéc d6

ZYTIGA Gia duge
{(N=546) (N=542)
S6ng khdng bénh tién
trién trén X quang
(rPES)
Tién trién hodic tr vong 150 (28%) 251 (46%)
Trung vi rPFS theo Khoéng dat duge 8.3
thang
(95% CI) (11.66,NE) (8.12, 8.54)
Gia tri p* <0.0001
Ti s& nguy hai** 0.425 (0.347, 0.522)
(95% CI)

NE= Not Estimated: khéng uée tinh duge ‘
* Giatri P dirge lay tir mdt phan tich log-rank duoc phén ting theo thang diém ECOG ban dau (0 hodc 1)
** Ti s6 nguy hai <1 wu thé cho ZYTIGA

Hinh 1 - Pudng cong Kaplan Meier Curves biéu didn Séng khdng bénh tién trién trén X quang

cia cac bénh nhin duge didu tri hoge v&i ZYTIGA hode véi gia dugc két hop véi Prednisone
hodc Prednisolone c¢dng véi cac thude dong van LHRH hay cat tinh hoan trudc do
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Sau khi 333 trudong hgp t&r vong di duoc quan sat, mdt phan tich nhu theo ké hoach da dinh vé
song con toan bd da duge tién hanh. Nghién cu duge phéd mi do dua trén tam quan trong cua lgi
ich 1am sang quan sat dugc. Hai muoi bay phan tram (147 cia 546) bénh nhan duoc diéu tri véi
ZYTIGA, so véi 34% bénh nhén duogc diéu tri véi gia duoc (186 cua 542), di qua doi. Séng con
toan bd 1au hon & nhém ZYTIGA so véi gia duoe véi nguy co tir vong giam 25% (Ti s6 nguy hai
=0,752; 95% CI: 0,606 -0,934). Gia tri p 4 0,0097 ma khdng déap Gng céc gi4 tri dinh sdn cho y
nghia thong ké (xem Bang 4 va Hinh 2).

Bing 4: Nghién ciru 302: Song con toan bd cia bénh nhin dwge didu tri hodc véi ZYTIGA
hodic v6i gid duge két hop véi Prednisone hodc Prednisolone cdng véi cac chit dong vén
LHRH hay cat tinh hoan trwée do

] ZYTIGA GIA DUQC
(N=546) (N=542)
Song con toan by
Tur vong 147 (27%) 186 (34%)
Trung vi thoi gian song con Khong dat dugc 272 |
toan bd theo thang
(95% CI) (khong uéc tinh duge, khong (25.95, khéng ude tinh
wdc tinh dugce) duoc)
Gid tri p* 0.0097
Ti s6 nguy hai ** 0.752 (0.606, 0.934)
(95% CI)

* Gia tg‘i P duoc lay tir mét phan tich log-rank duge phan tng theo thang diém ECOG ban dau (0 hoic 1)
** Ti s6 nguy hai <1 wu thé cho ZYTIGA

Hinh 2 — Dudng cong Kaplan Meier Curves biéu dién Séng con trén bénh nhan dugc diéu tri

hodc véi ZYTIGA hodc voi giad duge két hop v6i Prednisone hodic Prednisolone cong véi cic
chat dong van LHRH hay cét tinh hoan truée do
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Bén canh su cai thién vé sdng con toan bd va rPFS quan sat duoc, loi ich cua viée didu tri voi
ZYTIGA so v6i gia duoc da dugc chimg minh trén tat ca céc danh gia vé tiéu chi phu nhu sau:
Thoi gian cho dén khi cé PSA tién trién dya trén tiéu chuAin PCWG2: Trung vi thoi gian cho
dén khi c6 PSA tién trién 1a 11,1 thang dbi véi bénh nhan duoc diéu tri véi ZYTIGA va 5.6
thang déi voi bénh nhan dung gia dugc (HR = 0.488, 95% CI: [0.420, 0.568], p <0,0001). Thoi
gian dé c6 PSA tién trién lau hon gan gép doi VvGi bénh nhan diéu trj ZYTIGA (HR = 0.488). Ty
Ic_: cac bénh nhan dugc xac dinh cé dap ing vé PSA la cao hon ¢ nhom diéu tri ZYTIGA so véi
nhom gia duge (62% so vé6i 24%, p <0,0001).

Thoi gian dén khi sir dung thude opioid ﬂe giam dau ung thw: Trung vi thoi gian dén khi st
dung thube opioid dé giam dau ung thu tuyén tién liét da khong dat dugc cho bénh nhan diéu tri
ZYTIGA va véi bénh nhan dung gia dugc 1a 23,7 thang (HR = 0,686; 95% CI: [0,566. 0.833, p
=0,0001).

Thai gian cho dén Kkhi bit diu hoa tri ligu dje té bao: Trung vi thoi gian cho dén khi bit dau
héa tri liéu ddc té bao la 25,2 thang dbi v6i bénh nhan diéu tri ZYTIGA va 16,8 thang cho cac
bénh nhén dung gia duge (HR = 0,580, 95% CI: [0.487, 0.691], p <0,0001).

Thaoi gian cho dén khi suy giim hoat dong co thé theo thang diém ECOG véi diém >1:
Trung vi thoi glan cho dén khi suy giam hoat dong co thé theo thang diém ECOG véi diém >1 1a
12,3 thang ddi voi bénh nhan diéu tri ZYTIGA va 10,9 thang d6i véi bénh nhin ding gia duoc
(HR = 0,821, KTC 95%: [0,714, 0,943, p = 0,0053).

Céc tiéu chi nghién clru sau ddy da chirng minh loi thé c6 v nghia théng ké ing ho cho viée diéu
tri voi ZYTIGA:

Pdp trng muc tiéu: dap (mg muc tiéu duoc dinh nghia la ty 1& cac bénh nhan véi bénh c6 thé do
luong dugc dat duoce dap (mg hoan toan hodc mét phan theo tiéu chuin RECIST (kich thude not
bach huyét ban dau phai = 2 cm dugc xem la ton thuong dich). Ty I€ cdc bénh nhan véi bénh co
thé do ludng duoc vao thdi diém ban diu di ¢ dap (ing muc tiéu la 36% trong nhém diéu tri
ZYTIGA va 16% ¢ nhom gia duge (p <0,0001).
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Pau: Didu trj bing ZYTIGA lam giam dang ké nguy ¢o tién tnen mUe do dau trung binh 18% so
véi gia duge (p = 0.0490). Trung vi thoi gian cho dén khi cé tién trién 12 26,7 thang & nhom didu
tri ZYTIGA va 18,4 thang & nhém gia duoc.

Thoi gian dan den chire ning suy giam theo than diém danh gia chirc nang cha dicu tri
ung thw — tuyén tién ligt FACT- 4 (Tong dlem) Dicu tri bing ZYTIGA giam nguy co dan dén
chiic nang suy giam theo thang diém déanh gia chirc nang cia diéu tri ung thu — tuyen tién liét
FACT-P (Téng diém) 22% so véi gia duge (p = 0 ,0028). Trung vi thoi gian dan dén chire ning
suy giam theo thang diém danh gia chirc nang cva didu tri ung thu — tuyén tién liét FACT-P
(Tdng diém) 1a 12,7 thang & nhém diéu tri ZYTIGA va 8,3 thang & nhom gia duoc.

Nghien ¢tru 301 (bénh nhin di nhan durge hoéa tri liéu trirde do):

1 1% bénh nhén tham gia trong nghién ciu 301 ¢6 diém 2 theo thang diém ECOG ; 70% c6 bing
chiimg X quang ctia bénh tién tricn véi ¢6 hodc khong cé su tién trién PSA, 70% di nhéan dugc
mét héa tri liéu doc té bao trude dé va 30% nhéan duge hai héa tri liéu doe té bao trude dé. 11%
bénh nhan duoc didu tri véi ZYTIGA c6 hién dién cua di can gan.

Bénh nhan duoc khuyen céo duy tri céc thube nghlen ctru cua ho cho dén khi €0 tién trién vé
A
PSA Lu'lf{'J"C XEC Luml 1a taﬁg 25% irén mic ban {'jau cua b:uh nhin hGS.C mic gan t}"lt‘t TICU} Ea,

hop voi tién trién vé hinh anh X-quang theo chudn da dugc xac ldp cia d& cuong nghién clru va
tién trién vé& triéu chitng hay 1am sang. Tiéu chi hiéu qua chinh cia nghién clru 1 thoi gian song
cOn toan bo.
Trong mdt phéan tich thee du dinh da duge tién hanh sau quan séat thay 552 trudng hop tit vong,
42% (333 trong 797) bénh nhan duge didu tri ZYTIGA so véi 55% (219 trong 398) bénh nhéan
nhém chimg da qua déi. Trong d6, nhém bénh nhén didu trj ZYTIGA c6 sy cai thién trung vi
thoi gian song con toan bd mot cach co v ng,hla théng ké. (xem Bang 5 va hinh 3). MOt cap nhét
vé phan tich séng con duoc tién hanh khi ¢é 775 truong hop tir vong (chiém 97% s tir vong
dwoe dy tinh cho viée phan tich cubi cung) di duge quan sat. Két qua tur phan tich sdng con duge
¢dp nhat nay phl hop véi phan tich sbng con ban dau (xem bang 5).

Bang S: Nghién ciru 301: Théi gian song con toan b ciia cie bénh nhan dwge diéu
tri ZYTIGA hay gia dwge két hgp véi Prednisone/Prednisolone cong vii
thude déng vin LHRH hoac ciit tinh hoan trwée d6

ZYTIGA (N=797) GIA DUQC
{(N=398)

Phén lich song con ban dau
Tir vong 333 (42%) 219 (55%)
Trung vi thdi gian sdng con 14.8 (14.1, 15.4) 10.9(10.2,12.0)
toan bé theo thang
(95% CI)
Giatri p <(.0001
Ti sb nguy hai* 0.646 (0.543, 0.768)
(95% CI)
Cap nhit phan tich séng con
TU vong 501 (63%) 274 (69%)
Trung vi thoi gian séng con 15.8(148,17.0) 11.2(104, 13.1)
1oan bd theo thing
{95% CI)
Ti 6 nguy hai* 0.740 (0.638, 0.859)
{95% CI)

*Ti sb nguy hai (Hazard ratio) <1 vu thé vé ZYTIGA
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Vao tat ca céc thdi diém dénh gid bét ky sau khoi sy diéu tri vai thang, bénh nhan diéu tri véi
ZYTIGA ludn c6 ti 1€ song con cao hon nhém doi chirng (xem Hinh 3).

Hinh3- Puong biéu dién séng con theo Kaplan Meier clia cic bénh nhin diéu tri
véi ZYTIGA hay gia dwge két hop voi Prednisone/Prednisolone cng voi thude
ddng van LHRH hoic cit tinh hoan trwée dé

% sbng con

20-
o | T T
0 3 6 e e e 18 21
Thoi gian dén tir vong (thdng)
AR 797 736 657 520 282 68 2 0
Gia duge 398 355 306 210 105 30 3 0
=== Gia duge AA
AA=ZYTIGA

Phan tich séng con dudi nhom di cho thiy nhém diéu tri véi ZYTIGA duoc hudng ich lgi song

con kéo dai (xem Hinh 4).
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Hinh4: Séng con toan bd theo cic phin nhém: ti sé nguy hai (Hazard Ratio) va
khoang tin cdy 95%

. i ) Trunz binb ithane)
Bién sb Phin nhém * Ga duoc . HR  95%CI
Tdl ©h bénh nhan Thtea 148 108 Z el 088 (158, 079)
Chi sOECOG han ddu IE} 1853 1.7 e~ 064 (053, 078)
2 73 7 I—é—é—-—- o8 (053, 124)
Banh gia BT ban dan =4 162 13 —e— 064 (050, 082)
a4 126 89 e E 06e (053, 085)
6 Idn héa v 1iéu 1nmde b 1 154 115 —— i 063 (051, 0.78)
2 14 103 . S 074 (035 099)
Kiéu tién 1rién Chi ¢ PSA NE 123 —— i 059 (042 081
Hiath ik 142 104 —a— ! 063 (056, 084)
Tudi <65 144 112 ——, 088 (048, 031)
»=B§ 148 10.7 —— E 067 (055, 082)
=75 149 93 —e— i 052 (038 071)
Bénh 1§ ndi rang loc vio oghien cim ©9 126 B4 —— i 70 (@52 034)
i Khodg 4154 413 —— 062 (050, 076)
Mauc PSA ban dau rrén trung binh Cé 128 88 —— i 065 (052 ,081)
| Khaue 162 132 —— | 063 (053, 080)
Mire LDH bun diu oén trung hinh Co 104 B i | o7t (058, 088)
Khéng ME 164 b :: 054 (047, 087
Mire ALK-P ban déu wén wung binh €9 T8 g1 S E 060 (048, 074)
Khang NE 164 b 073 (054, 087)
Vg dia ly Bic My 151 107 —9— E 064 (051, 080O)
:
Khic 148 118 —— ! 0E3 (054, 090)
L'u thé 05 075 1 15 U the
e OF Gia dwoe

AA=ZYTIGA;

ALK-P=alkaline phosphatase;

BPI=Brief Pain Inventory-Chi s6 danh gia dau;

C.I.=khoang tin cdy;

ECOG=Eastern Cooperative Oncology Group performance score-Chi s6 hoat déng co thé theo Hiép hdi Ung thu
phuong Déng;

HR=hazard ratic — ti s nguy hai;

L DH=lactic dehydrogenase;

NE=khdng danh gia dugc

Bén canh su cai thién thoi gian song con toan by, ZYTIGA con ching to sy vu thé ¢d ¥ nghia
thong ké trén céc ti€u chi nghién citu phu sau khi hiu chinh cho da phuong phap phan tich nhu
sau:

Bénh nhén dung ZYTIGA c¢6 ti 1€ dap Gng PSA toan bé {(dugc dinh nghia la giam hon > 50% so
v&i tri $b ban dau) cao hon dang ké so véi nhém déi chimg: 38% so véi 10%, p<0.0001.

Trung vi thdi gian t&i khi cé tién trién PSA 14 10,2 théng ghi nhdn & bénh nhan ding ZYTIGA
50 v&i 6,6 thang & nhém déi chimg (HR= 0.580; 95% CI: [0.462, 0.728), p< 0.0001).

Trung vi thdi gian sdng con khong cé bénh tién trién trén X-quang 14 5,6 thing & bénh nhin ding
ZYTIGA s0 véi 3,6 thang & bénh nhéan ding gia dugc (HR= 0.673; 95% CI: [0.585, 0.776],
p<0.0001).
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Dau

Ti 1é bénh nhan duge giam dau thugc nhém ZYTIGA cao hon nhém chirng ¢6 y nghia théng ké
(44% s0 voi 27%, p=0.0002). Bénh nhan dugc xem ¢ dap ang giam dau khi chi s6 danh g:a
mirc do dau tdi t& nhat BPI-SF giam it nhét 30% so vd&i ban dau trong 24 gio qua ma khong cd
tang chi so diing thudc giam dau dirge ghi nhan qua hai |&n danh gia lién tiep cach nhau 4 tuin.
Phan tich danh gia dap ting giam dau chi bao gbm cac bénh nhan cé chi sb dau ban dau >4 va it
nhét cé duoe mot chi sé dau sau danh gia luc ban dau (n=512).

Bénh nhan diéu tri ZYTIGA c6 ti 1¢ tién tridn dau thdp hon nhém ching vao cac thoi diém 6
thdang (22% so vdi 28%), 12 thang (30% 8o voi 38%) va 18 thang (35% 50 v&i 46%). Tién trién
dau duge dinh nghia |2 tinh trang tang chi sb danh gi4 mac dd dau tdi té nhét theo BPI-SF > 30%
so v&i ban dau trong 24 glo qua ma khong c6 giam chi 56 ding thude giam dau duge ghi nhén
qua hai l4n danh gta lién tlep, hay su gia tang chi so dung thuoc giam dau 2 30% dugc ghi nhén
qua hai l4n danh gi4 lién tiép. Thoi gian cho t&i khi xuat hién tién trién dau tai mdc thir 25% (2 Sth
percentife) 1a 7,4 thang ctia nhém ZYTIGA so véi 4,7 thang ciia nhom ching.

Bién c6 lién quan xwong

Ti ¢ bién c6 lién quan xuong duge ghi nhan thip hon & nhém ZYTIGA so v6i nhém ching tai
cac thm diém 6 thang (18% so vm 28%), 12 {hang (30% so voi 40%), va 18 thang (35% so voi
40%). Thai gian cho tdi khi xudt hién bién ¢4 lién quan xuong tai moc 25% (25*' percentile) cla
nhom ZYTIGA dai gap dbi nhdm chimg: 9,9 thang so vdi 4,9 théng. Bién ¢d lién quan xuong
duge dinh nghia bao gom: gay xuwong bénh ly, chén ép tiy séng, xa tri giam dau triéu ching &
xuong, hodic phiu thuat xwong,

Pic tinh dwge dong hoc

Gidi thiéu chung

Dugc ddng hoc cua abiraterone va abiraterone acetate sau khi udng abiraterone acetate duoe
nghién ctu trén nhitng ngudi khde manh, cic bénh nhan ung thu tién liét tuyén tién trién di cin
va nhilng ngudi khdng bi ung thu ¢o suy chic nang gan hodc thdn. Abiraterone acetate duge
chuyén héa nhanh chéng trong co thé thanh abiraterone, mdt chit ¢d tac dung Gc ché sinh tdng
hop androgen (xem phin Co ché tac dong).

Hép thu

Sau khi udng abiraterone acetate lic bung déi, abiraterone dat ndng dd tdi da trong huyét thanh
sau gin 2 gid.

Ubng abiraterone acetate cling vdi thire 4n lam gia ting ndng do trung binh abiraterone trong co
thé dén 17 lan so véi lac bung déi, tiry thude vao lugng md 6 trong thie an. Do sur thay 661 tinh
chat va thanh phén thirc n nén udng ZYTIGA trong bira an ¢é kha nang din den nhiéu ndng do
thudc cao khac nhau, Vi vay khoéng dwrge dung ZYTIGA v§i thire dn. Nén uong ZYTIGA it
nhét hai gi¢ sau khi in va khong duge an it nhit mdt gid sau udng thude. Nén nudt nguyén vién
thudc véi nuge (xem phin Lidu lwgng va cach diing).

Phin bd va gin két protein

Kha nang gin két véi protein trong huyét thanh ngudi cia '*C-abiraterone 1én t6i 99.8%. Thé
tich phan bd biéu kién gén 5630 L, cho thdy abiraterone phan bd rong rii dén cac td chirc mod
ngoai bién.

Chuyén hoa

Sau khi udng '*C-abiraterone acetate dang vién nang, abiraterone acetate dugc thiy phén thanh
abiraterone. Chit nay duoc Liép tuc chuyén hda qua cac phan g sulfat hoa, hydroxyl héa va
oxit héa chi yéu tai gan. Pa sb hoat dd phéng xa luu hanh trong mau (gin 92%) duoc thiy dudi
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dang cac chit chuyén hda cta abiraterone. Trong 15 chét chuyén hoa phét hign duge ¢6 2 chat
chinh la abiraterone sulphate va N-oxide abiraterone sulphate, moi chat chiém khoang 43% téng
hoat d6 phong xa.

Thai trir

O nguoi binh thl.rcmg, thoi gian ban thal trung binh ciia abiraterone trong huyet thanh la 15 gio.
Sau khi udng C-«ablraterone acetate, gAn 88% hoat dé phéng xa duoc thiy trong phan va gin
5% trong nude tiéu. Chit thai chinh hién dién trong phén 1a abiraterone acetate dang chua
chuyén héa (55% cuia lidu udng) va abiraterone (22 % cia liéu udng).

Trudng hop bénh nhan die biét

Bénh nhén suy gan

Duogc dong hoc cta abiraterone dugc nghién ciru trén nhém bénh nhan suy gan nhe va trung binh
ton tai trude dé (xép loai Child-Pugh A va B) va trén nhom nguoi chimg khoe manh binh
thudng. Sau khi udng liéu don 1g, cac bénh nhan suy gan nhe va trung binh da gia tang ndng do
abiraterone trong co thé khoang iir 11% {cac bénh nhan suy gan nhe) va 260% (cac bénh nhan
suy gan trung binh). Thoi gian ban thai trung binh cia abiraterone kéo dai gan 18 g:o & cac bénh
nhan suy gan nhe va gin 19 gid trén cdc bénh nhdn suy gan trung binh. Khéng cin thiét phai
chinh liéu cho c4c bénh nhén suy gan nhe trude d6. Khang nén diing ZYTIGA cho bénh nhén da
o suy gan trung binh hodc ndng truée do.

Péi véi cac bénh nhan xuét hign ddc tinh t& bao gan trong khi ding ZYTIGA c¢6 thé phai tam
ngung va chinh liéu (xem phan Lién lwgng va cich dung va Péc tinh gan).

Bénh nhan suy thin

Duoc ddng hoc ctia abiraterone dugc so sanh giita nhém bénh nhén bénh than giai doan cudi
phai loc than dinh kY vdi nhém nguoi dbi chung khoe manh c6 chitec nang thin binh thudng pht
hop . Nhém bénh nhén benh thén giai doan cu6i phai loc than dinh ky khéng ghi nhan cé su tang
nong dd abiraterone sau ubng lidu don 1g.

Dung ZYTIGA trén céc bénh nhén suy thin k& ca suy than ning khéng cin giam lidu (xem phan
Diéu chinh liéu cho bénh nhin suy thén).

Anh hwing trén khoang QT

Abiraterone khong anh hudng dang ké trén khoang QT/QTc cua dién tAm do theo két qua nghién
ctru vé tinh an toan trén tim mach & bénh nhéan ung thir tién liét tuyén tién trién di can,

Dir lidu an toan tién 1am sang

Pdc tinh trén sinh sin

Trong cac nghién ctu kha nang sinh san trén chudt cai va chudt duc, abiraterone acetate lam
giam kha nang sinh san, tuy nhién kha nang sinh san phuyc hoi hoan toan trong vong 4 dén 16
tudn sau khi ngung ablraterone acetate.

Trong mot nghién ciru doe tinh phat trién trén chudt, abiraterone acetate anh huong 1€n qua trinh
mang thai bao gdm ca giam trong lugng cla thai nhi va giam su séng con. Anh huong trén co
quan sinh duc ngoai dd duge quan sat thay mic di abiraterone acetate khong gy qudi thai.
Trong cac nghién ciu vé kha nang sinh san va doc tinh phat trién trén chudt nay, tit ca cdc anh
huong déu lién quan dén hoat déng duge Iy cia abiraterone.

Chéng chi dinh ding ZYTIGA cho phu nit mang thai (xem phdn Chéng chi dinh va Ding
thude cho phu nit ¢6 that).

Tinh sinh ung thw va dgc tinh trén gien

Khéng b nghign ctru v& kha nang sinh ung thr caa abiratcrone acetate.

Cac xét nghlem cdn ban xéc dinh doc tinh trén gien bao gbm dot blen vi khudn in vitro (the
Ames test), sai léch nhiém sic thé 1€ bao tuyén vi in vivo (dung t& bao lymphd ngudi), dinh
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lugng micronucleus chudt in vivo, ...khong xac lap duge kha nang gy anh huwéng cho gien cua
abiraterone acetate va abiraterone.

Pijc tinh trén dong vat

Céc nghién ctru doc tinh trén dong vt ghi nhan luong testosterone lru hanh trong méu bi suy
giam niing dan den su teo nho va thay d6i hinh dang va md hoc clia cac co quan sinh san, tuyen
thwrong than, tuyén yén va tuyén vii. Céc thay ddi nay cé thé phuc hdi hoan toan hay mét phén.
Cac thay dbi & co quan sinh san va cac co quan nhay androgen la nhét quan vdi tac dung duge Iy
cua abiraterone. Cac thay déi noi tiét lién quan dén didu tri 6 thé hdi phuc sau khoang thdi gian
4 tuén,

Tinh trang ting san té bao dirdng mat kém theo ting alkaline phosphatase va‘hodc bilirubin toan
phdn & gan chudt va khi duoc ghi nhén sau hon 13 tudn d:eu trj thude. Sau ngung ihuoc 4 tuan,
céc chi s huyét thanh hdi phuc nhung tinh trang tang san té bao dudng mat van con ton tai.

Buc thay tinh the duoc ghi nhén trén chudt sau 26 tuan didu tri. Ton thuong nay van duy tri sau
ngung thude 4 tudn. Khdng ghi nhan duc thily tinh thé & khi sau 39 tudn didu tri.
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CACDAC TINH RIENG C
Danh muc t4 dwoc
Vién nén ZYTIGA c6 chira cdc ta duoce dudi day:
lactose monohydrate
colloidal silicon dioxide
croscarmellose sodium
microcrystalline cellulose
magnesium stcarate
povidonc
sodium lauryl sulfate

Twong ky
Khong ap dung

Han dung_ )
24 thang ké tir npay san xuat.
Khong str dung thudc hét han st dung duogc in trén bao bi.

Nhitng lwu y dic biét khi bio quin
Bao quan dudi 30°C.

Tinh chit va thanh phan ciia bao bi
ZYTIGA duge cung cép trong lo dung mau tring trén bang polyethylene ti trong cao v&i nép day
bang polypropylene. Dang déng géi 14 hop 1 g 120 vién nén.

Huwdéng dan siv dung va xir Iy loai bd

Theo co ché tic dong, ZYTIGA cé thé gay anh hudng x4u trén thai nhi; do vay phu nit mang thai
hay c6 thé c6 thai cin duoc bao hé thich dang khi xir 1y thudc, Thi du: mang géng tay (xem phan
Diing thube cho phu nir ¢6 thai).

Thube khdng duoc stir dung hay chat thai can duee xir 1y theo quy dinh clia co quan quan 1y dia
phuong.
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Thubc bdn theo don.

Khéng ditng thubc da qud han sir dung ghi trén bao bi.
Doc kj hudng dan st dung trudéce khi diing.

Néu can thém théng tin, xin héi § kién bdc si.

Pé xa tam tay tré em.

San xudt va dong goi so cAp tai:

Patheon Inc.,

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada /f([&
DT: 1-905-821-4001; Fax: 1-905-816-3953 /

Déng géi thir cap va xudt xudng thanh pham béi:
Janssen- Cilag S.p.A

Via C. Janssen, 04010 Borgo San Michele, Latina, Y
PT: +3907736161; Fax: + 390773241312

PHO cUC TRUGNG

z/@ag{é;z Yim Chand
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