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CANH BAO PAC BIET:

Thudc nay chi diing theo don ciia bac si

Poc ky hwéong din siv dung trwée khi dung.

Khong dung qua lidu chi dinh.

Thong b4o cho bac sinhirng tic dung khong mong mudn gip phii khi st dung thudc.

Néu cin thém thong tin xin hoiy Kkién béc si.
Khong su' dung thude da qua han dung.

Pé xa tAm tay tré em.

TEN SAN PHAM

SUTENT

THANH PHAN DPINH LUQNG VA DINH TiNH

Mai vién nang chira 12,5 mg; 25 mg hodc 50 mg sunitinib (dugi dang mudi malat)

DANG BAO CHE

Vién nang cung gelatin

DAC TINH LAM SANG

Chi dinh diéu tri :
Sunitinib dugc chi dinh didu tri khdi u mé dém dudng tiéu hoa (GSMointestinal stromal

tumor) sau khi that bai diéu tri bang imatinib mesylat do bj dé khang heac khong dung nap (xem
Muc 5.1).

Sunitinib dugc chi dinh diéu tri ung thu biéu mo té bao thén tién trién va/ hoic di can (MRCC -
metastatic renal cell carcinoma) & nhitng bénh nhan chua duoc dung thude (xem Muc 5.1).

Sunitinib g‘hrc_rc Ch‘] dinh diéu tri ung thu biéu mé té bao than tién trién v&/ hodc di cin (MRCC)
sau khi that bai diéu tri voi cytokin (xem Muc 5.1).
Liéu diung va phwong phap strdung

Liéu khuyen cao cua sunitinib 1a uong mot 1an duy nhét 50 mg mdi ngay, dung trong 4 tudn
lién tiép, sau do la thoi gian nghi 2 tudn (thoi gian biéu 4/2) dé tao thanh chu ky tron ven 6

A

tuan.
C6 thé dung sunitinib cting hodc khéng cing thire an.

Khi quén khong udng mét lidu, bénh nhan khong duge uong lidu bd sung. Bénh nhén can
dung liéu thong thuong dd dugc chi dinh vao ngay hom sau.
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Thay dbi lidu
D¢ an toan va dung nap

Thay dbi liéu theo gia s6 12,5 mg duoc ap dung can clr vao do an toan va kha nang dung nap
cua timg cé thé dé dung t6i 75 mg hoac giam xudng 25 mg.

C6 thé phai dung liéu dya theo do an toan va kha néng dung nap cua ting ca thé.
Uc ché/ cam ung CYP3A4

Nén tranh ph01 hop sunitinib véi cac chét gay cam tng manh CYP3A4 nhu rifampicin (xem
Muc 4.5). Néu khéng thé tranh phdi hop thi liéu sunitinib can ting theo gia s6 12,5 mg cho
t&i lleu tbi da 1a 87,5 mg mdi ngdy, dua trén co so theo ddi can than vé kha nang dung nap

thude.

Can tranh phéi hgp sunitinib voi cac chat tic ché manh CYP3A4 nhu ketoconazol (xem Muc
4.5). Néu khong thé tranh phdi hop, can giam liéu sunitinib theo gia sé cho dén liéu toi thiéu

moi ngay la 37,5 mg.

Khuyen cao khi can ding thude khac cung voi sunitinib, nén chon thude khong c6 hodc c6
rat it tiém ndng gy cam ng hoic rc ché CYP3A4.

Str dung o tré em

Chura xac dinh duoc dé an toan va hiéu qua cta sunitinib trén bénh nhan nhi.

Swr dung o nguoi cao uoi

Khéng can chinh liéu & bénh nhan cao tudi. Co khoang 34% 50 dcu ong’trong cac nghién
clru 1am sang vé sunitinib la > 65 tudi. Khong nhan thay su khac ng ké nao ve d§ an
toan va hidu qua ctia thude giira bénh nhén tré tudi va bénh nhén cao tuon

Suy gan

Khong can diéu chinh liéu khi ding sunitinib cho bénh nhén suy gan nhe (Child- Pugh loai A)
hodc trung binh (Child-Pugh loai B). Chua c6 nghién ctu sir dung sunitinib & bénh nhan suy

gan nang (Child-Pugh loai C) (xem Muc 5.2).
Suy thdn

Khong can diéu chinh liéu khoi dau khi dung sunitinib cho bénh nhéan suy than (nhe - nang)
hodc cho bénh nhén bi bénh than giai doan cubi dang phai tham tach mau. Viéc diéu chinh
lidu ding tiép theo nén dya vao do an toan va kha ning dung nap cua mdi bénh nhan.

Chéng chi dinh

Khong dung sunitinib cho bénh nhan man cam véi sunitinib hodc bét ky thanh phan nao clia
thudc.

Canh bao dic biét va than trong khi sir dung
Dava méd

Poi mau da c6 thé do mau (vang) cua hoat chat 1a tic dung khong mong muon rat thuomg gap
duoc bao céo trong cac thir nghiém 14m sang. Bénh nhén can dugc canh bao ve viéc mat sdc td
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da hogc toc c6 thé xay ra trong qua trinh diéu tri v6i sunitinib. Nhiing tac dung khac trén da c6
thé gip bao gom kho, day hodc nit da, gidp da hodc co khi phat ban & gan ban tay, chan.

Nhimg hién twgng trén day khong tich Iy, co thé hoi phuc va thudng khong can ngimg diéu tri.

Phan tng da nghiém trong da duoc béo céo, bao gdm truomg hop hong ban da dang va nhirng
truong hop goi y hoi chimg Stevens-Johnson, trong d6 c6 mot sd trudng hop gdy tir vong.
Néu cé ddu hiéu hoac triéu chirng cia hdi ching Stevens-Johnson hoac hE“mg ban da dang (vi
du: ban da ngay mot nang thém thuong di kém voi mun nudec hodc ton thuong niém mac),
cén ngung diéu tri bang sunitinib. Néu chan doan xac dinh la hdi chimg Stevens-Johnson,
khong duoc bét dau lai liéu phap sunitinib. Trong mot sé truong hop nghi ngd hong ban da
dang, bénh nhan da dung nap thuéc dung lai liéu phép sunitinib & liéu thdp hon sau khi gidi
quyét tinh trang phan tng; mét s6 bénh nhan nay ciing dugc dung bién phap diéu tri déng
thoi Vi corticosteroid hozc thude khang histamin.

Hién tugng chay mau

Cac hién tugng chay mau duge bdo céo sau khi thudc da luu hanh trong d6 c6 mot s6 ca gay tir
vong, gdm ca xut huyét duong tiéu hoa, ho hap, khdi u, duong tiét niéu va ndo. Trong cac thir
nghiém lam sang, chay mau khoi u gip & khoang 2% s6 bénh nhan bi u mé dém duong tiéu hoa
(GIST). Nhitng hién tuong nay cd thé gip dot ngdt va trong trudng hop cic khdi u & phoi, c6
thé biéu hién bang ho ra mau hodc xudt huyét phoi nghiém trong de doa tinh mang. Céc truong
hop xuét huyét phdi, mot vai trudng hop din dén tir vong dd dugc quan sat trong céac thir
nghiém 1am sang va dugc bdo cdo sau khi thudc da luu hanh & nhir énh phan sir dung
sunitinib dé diéu tri ung thu biéu mo té bao than, u mo dém duong tiéu 4 ung thu phoi
khong té bao nho c6 di can. Sunitinib khong duoc phé duyét dé dung cho*bénh nhén ung thu
phéi khong té bao nho.

Céc hién tuong xudt huyét gip & 18% s6 bénh nhan dung sunitinib & pha diéu tri mu doi cta
nghién ctru GIST so v&i 17% ¢ bénh nhén dung gia dugc. V6i bénh nhan dung sunitinib aé
chira ung thu biéu md té bao than tién trién v&/ hogc di can (MRCC) chua dugc dung thube
trude do, 39% s6 bénh nhan cé cac hién tuong chdy mau so véi 11% sO bénh nhan dung
interferon alpha (IFN — a). C6 17 (4,5%) bénh nhan dung sunitinib so v&i 5 bénh nhéan (1,7%)
ding IFN — a ¢6 céc hién tuong chay mdu tr do 3 tro 1én. Trong sd cac bénh nhan dung
sunitinib dé diéu tri ung thu bidu mo té bao than tién trién va/ hodc di cin (MRCC) khang
cytokin, c6 26% s bénh nhan bi xuat huyét. Danh gia thuong quy céc hién tuong nay can bao
o0m viée dém té bao mau toan phan va khdm strc khoé tong quat.

Puong tiéu hoa

Céc bién chung duong tiéu hoa nghiém trong, ¢ khi gdy tir vong, bao gdm thiing duong tiéu
hoa da xay ra ¢ cac bénh nhén bi u 4c tinh trong 6 bung c6 str dung sunitinib.

Cdc phan ung vé tiéu hoa

Budn nén, tiéu chay, viém miéng, kho tiéu va non la cac bién cb duong tidu hoa lién quan toi
thude thuong gip nhét. Piéu tri hd trg cac tic dung khéng mong muén & dudng tiéu hoa cé thé
bao gdm thudc chdng non hodc chong tiéu chay.

b
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Viem tuy

Viém tuy d dugc bao cdo trong céc thir nghiém lam sang cua sunitinib. Tang lipase va amylase
— huyét thanh dugc ghi nhan & bénh nhén co cac khéiu dic khac nhau str dung sunitinib. Sy
tang néng do lipase 1a nhét thoi va thuong khdng kem theo dAu hiéu hoic triéu ching viém tuy
& nhitng bénh nhén c6 cac khdiu dac khac nhau. Néu gip céc triéu chimg viém tuy , bénh nhan
can ngimg dung sunitinib va c6 bién phap san soc hd tro thich hgp.

Déc tinh gan

Poc tinh gan da dugc quan sat thdy o nhitng bénh nhan diéu tri bang sunitinib. Céc truong hop
suy gan, doi khi dan dén tir vong, dugc quan sat théy & < 1% bénh nhéan co khdi u dic diéu tri
bang sunitinib. Can theo d&i cac xét nghiém chic nang gan (ndng do alanin transaminase
[ALT], aspartat transaminase [AST], bilirubin) trugc khi bat ddu diéu tri, trong mdi chu ki
diéu tri, va khi dugce chi dinh lam sang. Céan ngimg sunitinib khi gdp cic tac dung khong
mong mudn vé gan & dd 3 va do 4 va khong tiép tuc néu khong c6 giai phap.

Huyét hoc

Giam sb luong tuyét déi bach cdu trung tinh va giam sb luong tiéu cau d& duge bdo cdo trong
cac thtr nghiém lam sang. Cac bién ¢6 nay khéng tich lity, ¢6 thé hoi phuc va khong can phai
ngirng thubc. Ngoai ra, 6 nhiing truong hop xuét huyét tir vong c6 lién quan dén giam bach cau
da duoc bdo cdo trong qua trinh luu hanh thude.

Cén tién hanh viéc dém té bao mau toan phén vao lac khoi ddu mbi chu Wcho bénh
nhén dung sunitinib.

Tim mach

Céc bién cb tim mach, bao gdm suy tim, bénh co tim, thiéu méau co tim cuc b va nhdi méau co
tim, trong d6 cé mot sé truong hop gdy tir vong da dugc béo céo trong qud trinh luu hanh thude.
Sir dung sunitinib mdt céch than trong & bénh nhan c6 nguy co hodc ¢6 tién sir bi nhitng bién cd
ny. Trong cac thir nghiém 1am sang, su giam phén suat tdng mau that trai & > 20% va dudi
ranh gi6i thdp ctia murc binh thudng xay ra ¢ khoang 2% bénh nhan ¢6 khdi u mo dém dudng
tiéu hoa didu trj bing sunitinib, & 4% bénh nhanung thu biéu m € bao than tién xa khang
cytokin va & 2% bénh nhan ding gia dugc. Sy gidm phan suat tong mau that trai nay khong c6
vé tién trién va thuong duoc cai thién khi tiép tuc diu tri.

Nghién ctu ung thur biéu mé té bao than & bénh nhan chua diéu tri thay co 27% bénh nhén dung
sunitinib va 15% bénh nhan diing IFN — & c6 gié trj phan suét tng mau that trai dudi ranh gidi
thdp cia mic binh thuong. C6 hai bénh nhan (<1%) dung sunitinib duoc chan doan 1a c6 bénh
suy tim sung huyét.

Suy tim, suy tim sung huyét hoac bénh tAm that trai da gap & 0,8% bénh nhén co khéiu déc* va
& 1% bénh nhan dung gia dugc.

Bénh nhén c6 cac bién ¢ vé tim mach, nhu nhdi mau co tim (bao gom dau that nguc nghiém
trong/khong 6n dinh), da bi bac cau dong mach ngoai bién / vanh tim, bénh suy tim sung huyét
¢6 triéu chimg, tai bién mach mau ndo, con thieu mau cuc bd thoang qua, hodc tic mach phdi

" Két qua tir cac nghién ctru [dm sang ban dau, chii yéu bao gdom bénh nhan umo dém dudng
tiéu hoa va ung thu biéu mé té bao than khang cytokin.
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trong vong 12 thang truoc khi diing sunitinib, da dugc loai ra khoi cac nghién cliu l1am sang cua
sunitinib. Chua rd bénh nhan trong cac diéu kién nay c6 thé co nguy co cao hon trong viéc phat
trién roi loan chirc nang tam thét trai do thube hay khong. Thay thudc nén cén nhic gitra nguy
co nay vdi loi ich cua thudc. Cac bénh nhan ndy can dugc theo ddi chu ddo vé cac dau hiu va
triéu chimg 1am sang cua suy tim sung huyét mdi khi ding sunitinib. Ciing nén can nhic danh
gia nén va danh gia dinh ky phéan suét tong mau thét trai khi bénh nhan sir dung sunitinib. V&i
bénh nhéan khong co cac yéu t6 nguy co vé tim, nén can nhac danh gia phan suét tong mau ban
dau.

Khi ¢6 cac biéu hién 1am sang cua suy tim sung huyét, khuyén cdo ngimg sur dung sunitinib.
Ciing can ngung va/ hodc giam liéu sunitinib 0 nhitng bénh nhankhong c6 bang ching lam sang

e

clia suy tim sung huyet, nhung lai ¢6 phéan sut tdng mau < 50% va dudi mirc co ban > 20%.
Kéo dai doan QT

Véi ndng do gip khoang 2 lan nong do diéu tri, thi c6 nhén thdy sunitinib gdy kéo dai doan
QTcF (hiéu chinh Fridericia) (xem Muc 5.2). Khong c6 bénh nhan co su kéo dai doan QT/QTc
16n hon do 2 theo tiéu chuén vé thuat ngii vé céc tac dung khong mong mudn v3.0. Su kéo dai
doan QT c6 thé dAn t6i 1am tang nguy co loan nhip thit bao gdm xoén dinh. Xoan dinh c6 gap &
< 0,1% sb bénh nhan phoi nhidm sunitinib. Can dung sunitinib mot cach than trong cho bénh
nhan di c6 tién sir kéo dai doan QT, bénh nhén dang dung thubc chd n rthip tim, hogc bénh
nhan trude day da c6 bénh tim, nhip tim cham hodc c6 rbi loan dief:nl'fggiéxb iéc phdi hop véi cac

,

thude e ché CYP3A4 cb thé lam ting nong do sunitinib trong huyét tuong, do do cén phai than

a

trong va can giam lidu sunitinib (xem cac Muc 4.2 va 4.5).

Téng huyét ap

Tang huyét 4p Ia thc dung khong mong mudn re"'}t thuong gép dugc bao céo trong cac thir nghiém
Jam sang & cac bénh nhan c6 khoiu dic chu yéu bao gom u mé dém duodng tiéu hoa va ung thu
té bao than khang cytokinl. Cén giam lidu sunitinib hodc tam ngimg thudc & khoang 2,7% 5O
bénh nhan. Khéng c6 bénh nhan nao phai ngirng diéu tri. Tang huyét ap nghiém trong (> 200
mmHg tam thu hogc 110 mmHg tAm truong) xay ra ¢ 4,7% sb bénh nhén. Tang huyét ap xay ra
& 33.9% bénh nhan dung sunitinib dé didu tri ung thu biéu md té bao thén tién trién va/ hodc di
can (MRCC) & ngudi chua dung thuéc so vdi 3,6% bénh nhén dung IFN—a. Tang huyé
nghiém trong gap ¢ 12% bénh nhan dung sunitinib chua dung thube trude do va & 1% bén
nhén diing TFN — .. Bénh nhan cén dugc sang loc loai trir bénh tang huyét &p va phai dugc kié

soat hop ly. Khuyén cdo tam ngimg diéu tri néu gap tang huyet ap nghiém trong ma chua klé
: : el

r

soat duge qua cham soc y té. C6 thé tiép tuc diéu trj mdt khi tang huyét ap da duoc kiemy
hop ly. .

Réi logn chirc nang tuyén gidp

Khuyén céo xét nghiém chic ning gidp trang ban diu va nhitng bénh nhén nao bi suy hodc
cudng giap can duoc diéu tri theo cac hudng dan diéu trj hién hanh trudce khi khoi du dung
sunitinib. Moi bénh nhén can dugc gidm sat chat ché V& chc ddu hiéu va triéu chimg rdi loan
chirc nang tuyén gidp khi dicu tri bing sunitinib. Bénh nhan nao co d4u hiéu va / hodc triéu

! Két qua tir cac nghién ciru 1am sang ban dAu, chi yéu bao gdm bénh nhan u mo6 dém dudng
tiéu hoa va ung thu biéu mo te bao than khang cytokin.
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chung chu quan vé rbi loan chirc nang tuyén gip trang can duoc theo d&i xét nghiém chirc nang
tuyén giap va dugc diéu tri theo cac hudng dan hién hanh.

Suy chirc nang giap trang méc phai dugc quan sat ¢ 6,2% s6 bénh nhan c6 u mdé dém duong
tiéu hoa dang dung sunitinib so véi 1% & nhém dung gia dugc. Suy chirc nang giap trang duoc
coi nhu tac dung khong mong muén & 16% bénh nhin ding sunitinib trong nghién ctru vé ung
thur bidu mo t bao than tién trién v&/ hodc di can (MRCC) chua ding thudc va c6 3 bénh nhén
(< 1%) & nhom ding IFN — a va 4% bénh nhén qua 2 nghién clru vé ung thu biéu md té bao
than khang cytokin. Ngoai ra, su tang hormon kich thich tuyén giap dugc bao cdo & 2% bénh
nhén mang ung thu biéu md té bao than khang cytokin. Noi chung, c6 7% s6 bénh nhan ung thu
biéu md té bao than khang cytokin ¢6 bang chimg hodc trong lam sang hodc trong phong thi
nghiém vé suy gidp trang cap ctru do thude gy ra.

Cac truong hop tang chirc nang tuyén giap, mét sd kéo theo giam nang tuyén giap da duoc bdo
céo trong céc thir nghiém 1am sang va qua kinh nghiém sau khi luu hanh thuoc.

Co giat

Trong c4c nghién ctu 1am sang véi sunitinib, ¢ gp co gidt o céc bénh nhan cé bing chimg di
cdn ndo qua xét nghiém X quang. Hon nira, cfing c6 nhimng bao c4o hiém gap (< 1%), ma trong
d6 c6 mot sd truong hop tir vong, vé bénh nhan bi co giat va c6 bang ching X quang vé hdi
chiing viém ndo trang phia sau c6 thé phuc hdi. Bénh nhan bi co gid ya cd-dau higu/ tricu
chimg chic chin vé hoi chimg viém ndo tring phia sau ¢6 thé phuc hoiy\n ng huyét ap, nhirc
dAu, kém nhanh nhen, hu hai chic ning tdm than, mat kha nang thi gide, bao gdbm mu do anh
hudng dén vo nio thity cham, can duoc kiém soat bang cham soc y t€, bao gom kiém soét huyeét
4p, khuyén céo tam ngirng sunitinib. Sau khi qua khoi, ¢b thé tiép tuc dung thude dudi sy theo
ddi cua bac sy dicu tri.

Quy trinh phdu thudt

Di ¢6 nhiing bdo céo vé suy giam kha nang lanh vét thuong trong khi diéu tri bang sunitinib.
Khuyén cdo tam ngling didu tri sunitinib vi 1y do than trong & nhiing bénh nhén dang trai qua
céc quy trinh phau thuat 16n. C6 rét it kinh nghiém l1am sang vé thoi gian str dung lai sau khi c6
sur phﬁu thuét 1on. Do do, quyét dinh tiép tuc diéu tri bé‘mg sunitinib sau ph?iu thuat 16n can duoe
dua trén viéc danh gia phuc hdi lam sang sau phau thuat.

Hoai tir xwong ham

Bénh hoai tir xwong ham duogc quan sat thdy khong thudng xuyén trong cac thir nghiém lam
sang va cic bao cdo hau mai & bénh nhan diéu tri bang sunitinib. Phan Ién véi cac trudng hop
bénh nhan da dugc chira tri trude do hodc dong thoi v&i biphosphonat tiém tinh mach (IV) thi
bénh hoai tir xuong ham 1a mot nguy co xac dinh. Do do, can than trong khi str dung sunitinib
va biphosphonat tiém tinh mach (IV) ddng thoi hay tudn tu.

Giai phiu nha khoa cling 12 mot yéu to nguy co gdy bénh hoai tir xuwong ham. Trude khi diéu tri
bang sunitinib, nén cén nh.:flc kham rdng va c6 bién phap phong ngura nha khoa thich hop. 0]
nhitng bénh nhan dugc diéu tri bang sunitinib ma trudc do da sir dung hodc dang sur dung
biphosphonat tiém tinh mach, nén tranh giai phéu nha khoa néu c6 thé.

»
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Hoi chimg Iy giai khoi u (TLS)
Cac trvorng hop ly gidi khéi u, mét sé trwong hop tr vong, dwoc quan sat thay vai tan

sqét hiém trong cac th(r nghiém lam sang va bao cao hau mai & nhirng bénh nhan
diéu tri bang sunitinib. Bénh nhan thwong c6 nguy co xuat hién héi chirng ly giai khoiu
la nhirng bénh nhan c6 khoi u lén treac khi phau thuat. Nhibng bénh nhan nay nén

duwoc theo dbi chat ché va diéu tri dwa trén cac triéu chirng lam sang.

Viém can mac hoai tir

Céac trudng hop viém can mac hoai tur hiém gip, bao gdm ca viém can mac hoai tir viing day
chau, doi khi gdy tir vong, da dugc bao céo. Can ngung li¢u phap sunitinib & bénh nhan phat
trién viém can mac hoai tir va bat dau phuong phap dicu tri thich hop ngay lap turec.

Protein niéu

Trudng hop bj protein niéu va hdi chirng thén hu da duogc bao céo. Khuyén cdo nén tién hanh
phén tich nudce tiéu ban dau va bénh nhan can dugc giam sat protein ni¢u mai bi hoac bi nang
thém. Tinh an toan cua viéc tiép tuc liéu phap sunitinib & bénh nhén protein niéu trung binh
va ning chua dugc dénh gid mot cach cé hé thong. Ngung su dung sunitinib & bénh nhén bi
hoi chirng than hu.

Ha dieong huyét
Viéc giam glucose huyét, trong mot s6 trwong hop ¢d triéu ching lém“%g,é dugc bao cao
trong qua trinh diéu tri v6i sunitinib. Mirc dudng glucose trong mau 'bénh nhan dai thao

duomg can dugc kiém tra thuong xuyén nhim danh gia xem c6 can diéu chinh lidu thude diéu
tri dai thao dudng hay khong dé giam thiéu nguy co ha duong huyet.

Twong tac voi cac thudc khac va cac dang twong tac khic

Cdc thude ¢6 thé lam tang nong do sunitinib trong huyét twong

Phéi hop sunitinib véi chét e ché manh CYP3A4, ketoconazol s& lam tang 49% ndng do toi
da (Cmax) va ting 51% cac gia tri di¢n tich dudi dudng cong AUCq., cta phic hop
[sunitinib + chat chuyén héa chu yéu cd hoat tinh] sau khi dung liéu duy nhat sunitinib cho
ngudi tinh nguyén khoe manh.

Dung sunitinib cung chat tc ché manh ho CYP3A4 (vi du ritonavir, itraconazol,
erythromycin, clarithromyein, nude budi ép) c6 thé lam tang céc nong do cua sunitinib. Can
tranh khong ding sunitinib cting céc chat ac ché CYP3A4 hodc lua chon phoi hop voi mot
thuoc ma khéng co hodc co rat it tiém ning uc ché CYP3A4. Néu lai khong c6 kha niang nhu
véy thi can giam lieu sunitinib (xem Muc 4.2).

Cdc thudc cé thé lam giam nong do sunitinib trong huyét tirong

Phéi hop sunitinib voi chét gy cam tmg CYP3A4, rifampicin, s& lam giam 23% ndng do toi
da (Cmax) va giam 46% dién tich du6i duong cong (AUCq.) cua phire hop [sunitinib + chat
chuyén hoa chil yéu c6 hoat tinh] sau khi ding licu duy nhat sunitinib cho nguoi tinh nguyén
khoe manh.

Dung sunitinib véi cac chat gdy cam (mg manh nhém enzym CYP3A4 (vi du phenytoin,
dexamethason, carbamazepin, rifampicin, phenobarbital hoac Hypericum perforatum con goi
la cdy St. John’s) s& c6 thé lam giam nong dg cua sunitinib. Vi vay, can tranh phoi hop véi
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cac chét gdy cam tng, hodc 1a chon phoi hop vdi mot thube thay thé ma khong cé hodc rat it

c6 tiém nang gdy cam tmg CYP3A4. Néu trudong hop bét budc phai phdi hop thudc, co thé
can phai ting liéu sunitinib (xem Muc 4.2).

Anh huéng dén kha ning sinh sin, phu nit ¢6 thai va thoi ky cho con bu

Mang thai

Chua c6 nhitng nghién ciru vé sir dung sunitinib trong thai ky ¢ nguoi.

Nghién ctru trén dong vét cho thay thudc c6 doc tinh trén su sinh san, bao gdbm gdy quai thai
(xem Muc 5.3). Khong dung sunitinib trong thai ky hodc cho phu nir khong cé bién phap
ngira thai hitu higu trir khi loi ich cho me vuot han nguy co tiém tang vdi thai nhi. Néu dung
sunitinib khi c6 thai, hodc néu bénh nhén trét c6 thai trong khi dang dung sunitinib thi bénh
nhan cin duogc canh bdo vé nguy co tiém tang vdi thai nhi. Phu nir ¢6 kha nang mang thai
duogc khuyén nghi trdnh mang thai khi dicu tri bang sunitinib.

Liu sunitinib (0,3: 1,0; 3,0 mg/kg/ngay) da duge dénh gia trong cac nghién cuu trude va sau
khi sinh trén chudt cong dang mang thai. Vi lieu = 1 mg/kg/ngay, su tang can cua chudt me
giam trong qua trinh mang thai va cho con bu, nhung khong thay co su nhiém doc thai san
cho téi tan liéu 3 mg/kg/ngay (uéce tinh mirc nhiém doc > 2,3 lan dién tich dudi duong cong 6
bénh nhan dung liéu khuyén cédo hang ngay). O liéu 3 mg/kg/ngay, quan sat thay su giam
trong lugng cta chudt con trong suot thoi ky con bl me va sau cai Sﬁ%\ﬂ; g thay co6 xuat
hién nhiém doc & lidu Img/kg/ngdy (wde tinh mirc nhiem doc = 0,9 lan dién tich dudi duong
cong & bénh nhan dung lieu khuyen cao hang ngay).

Kha nang sinh san

Can cr vao cac két qua tién 1am sang, kha nang sinh san cua ca nam va nit ¢6 thé bi anh
huong béi viée diéu tri bang sunitinib (xem Muc 5.8

Thoi ky cho con bu

Sunitinib va / hodc céc chat chuyén hoa cua thude bai tiet duge qua sira cua chudt cong me.
Chua rd sunitinib va chat chuyén hoéa chinh c6 hoat tinh ctia n6 c6 bai tiét qua sira nguoi hay
khong. Vi c6 nhiéu thude thai trir dugce qua sita me va vi ¢6 tiem nang cac phan Umg c6 hai
nghiém trong cho tré bi me nén ngudi me khong nén cho con bu trong thoi ky me dung
sunitinib.

Anh hwdng trén khi niing lai xe va vin hanh may méc

Chua tién hanh nghién ciru vé anh hudng cua sunitinib téi kha nang lai xe va van hanh may
méc. Bénh nhan can dugc canh bdo 1a 6 thé bi chéng mat trong khi ding sunitinib.

Tac dung khong mong mudn

Tén s ciia cac tac dung khéng mong muon (ADR) trinh bay trong muc ndy la tan s cuia bién
¢b xay ra & nhiing bénh nhan diéu tri bang sunitinib khong phu thudc vao két qua danh gia ,
quan hé nhan qua.
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Nhiing tac dung khong mong mudn quan trong nhit & bénh nhén c¢6 khdi u dac” 1a tic mach
phdi, giam tiéu cAu, chay mau khdi u, giam bach cau trung tinh ¢6 sdt, tang huyét ap (xem Muc
4.4).

Nhimng tac dung khong mong mudn thuong gap nhét & moi mtrc dd bao gdbm: Mét méi; rdi loan
tiéu hda nhu tiéu chay, buon ndn, viém miéng, kho tiéu, ndn; ddi mau da; phat ban; vét ban do
mét cam giac; viém niém mac ¢ long ban tay chén; kho da; dbi mau téc; suy nhuoc; rbi loan vi
giac; chan an va ting huyét ap. Mét moi, tang huyét p va giam bach cau trung tinh 1a céc tic
dung khong mong muén do 3 thuong gap nghiém trong nhat va tang lipase 1a tac dung khong
mong mudn do 4 thuong gap nghiém trong nhét & bénh nhén ¢ khdiu dic.

Chay mau cam la tac dung khong mong mudn vé xuét huyét thuong gap nhét, da duoc bo cdo
& khoang mot nira s6 bénh nhén c6 khoi u déc* bi cac bién co vé xuat huyét (xem Muc 4.4).

Trong c4c nghién ciru 1dm sang vai sunitinib, c6 gap cac con co gidt & bénh nhan co bing chiing
X quang vé di can nfio. Ngoai ra, c6 mot sb bio cdo (<1%) trudng hop xudt hién con co giat va
c6 chimg ctr X quang vé hoi chimg viém ndo trang phia sau c6 phuc h6i, trong dé c6 truong hop
tir vong (xem Muc 4.4).

Cdc hién twong thuyén tic huyét khoi tinh mach

Trong nghién ciru mu doi trén bénh nhan co6 khdi u mé dém duong tiéu hog (QIST).o giai doan
didu tri, 7 bénh nhan (3%) dung sunitinib va khong c6 bénh nhan dung gii e nao bi hién
tuong thuyén tic huyét khéi tinh mach; 5 trong s& 7 ngudi bi huyét khéi tinh nfach sau d6 3; con
2 ngudi thi & do 1 hodc 2. Bén trong so 7 bénh nhan GIST nay phai ngimg thube sau khi huyét
khéi tinh mach siu dugc quan st J4n dau. Cé 13 bénh nhan (3%) dung sunitinib dé chira ung
thur biéu mo t& bao than tién trién v&/ hodc di can (MRCC) chua ding thube trude do, va 4 bénh
nhén (2%) trong cac nghién ciu MRCC khéang cytokin da dugc bao céo gip cac hién tugng
thuyén tic huyét khdi tinh mach. C6 9 trong sb cac bénh nhan dé b tic tinh mach phdi, 1 ngudi
& d6 2 va 8 nguoi & do 4. Tam bénh nhén bi huyét khdi tinh mach sau, trong d6 1 nguoi 6do 1,
2 ngudi do 2, 4 ngudi 6 do 3 va 1 ngudi ¢ dd 4, Mot bénh nhén bi thc mach phéi trong nghién
ctru MRCC khang cytokin phai ngimg diing thudc. V6i bénh nhan ung thu biéu md té bao than
va/ hodc di cin (MRCC) chua dung thudc ma dung IFN-a, c6 gip 6 (2%) hién tuong thuyén tic
huyét khdi tinh mach; 1 bénh nhan (< 1%) ¢ d6 3 cua huyét khéi tinh mach sdu va 5 bénh nhén
(1%) bi thc mach phoi, tat ca déu & do 4.

The mach phéi duge béo cao & khoang 2,2% sb bénh nhan ¢6 khéi u dac” da dung sunitinib.
Khong co hién tugng nao khién bénh nhén phai ngimg dung sunitinib, tuy nhién c6 phai giam
liég hodc tam tri hodn diéu tri trong vai truong hop. Khong c6 xay ra tiép hién tugng tic mach
phdi & cac bénh nhan nay sau khi tiép tuc diéu tri tro lai.

* A [P - .a ’ A N A i A X ~ ~ A gA .
Két qua tir cc nghién ctru 1dm sang ban dau, chi yéu bao gom bénh nhan umo dém duong
tiéu hoa va ung thu biéu md té bao than khang cytokin.

2 Két qua tir céc nghién cru 14m sang ban dau, chi yéu bao gdm bénh nhén u mé dém duong
tiéu hoa va ung thu biéu mo té bao thin khang cytokin.
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Tén sb cua céc tac dung khéng mong mudn xay ra khi dang diéu tri do tit ca moi nguyén nhan
duoc bao céo ¢ nhitng bénh nhan dung sunitinib trong nghién ctru don tri liéu trén bénh ung thu
& bao than va u md dém dudng tiéu hoa giai doan tién trién va tir cac bao cdo hau mai duoc liét
ké bén dudi theo hé théng/ co quan, tan so va do nang.

Tén s dugc quy dinh nhu sau: rat thuong gap (= 1/10), thuong gap (= 1/10 1/10), it gap
& 1/1000 t6i < 1/100), hiém gap (= 1/10.000 t&i < 1/1.000), rat hiem gap (< 1/10.000).
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Bang 1. Tan suit tic dung khong mong mudn xiy ra khi dang diéu tri do tt cd moi nguyén nhén trong nghién ciru trén bénh
nhéin ¢6 khi u mb dém duwong tiéu hoa (GIST) mu doi, giai doan diéu tri

Phan loai theo hé co quan Tén sb Bién ¢cb Tit ci che mire d Do 3 D 4
_ n (%) n (%) n (%)
R6i logan mau va hé bach huyét Rt thuong gap Giam bach cau trung tinh 26 (10,1) 16 (6.,2) 1(0.,4)
Rat thuong gap Giam tiéu ciu 29 (11,3) 8 (3.1) 1(0,4)
Rit thudmg gap Thiéu méu 53 (20,6) 18 (7,0) 4(1.,6)
R&i loan noi tiét Thuong gip Suy giap 16 (6,2) 0(0,0) 1(0.4)
R&i loan chuyén hoa va dinh Rat thuong gap Giam cam gidc thém an* 105 (40,8) 2(0.8) 0(0,0)
dudn
Roi Ifan hé than kinh Rét thuomg gap Dau dau 56(21,8) 5.(1.9) 0(0,0)
Rat thuong gap Roi loan vi giac 52 (20,2) 0 (0,0) 0(0,0)
Roi loan mach Rét thuong gap Tang huyét ap 51(19.8) 20 (7.8) 0(0,0)
Ri loan hé hap, nguc va trung Rét thudmg gap Chéay méu cam 28 (10,9) 0(0,0) 0(0,0)
that
R6i loan than va tiét nicu Thuong gap Séc niéu 15 (5.8) 0(0,0) 0(0,0)
R&i loan tiéu hoa Rét thudng gap Dau bung** 133.(51,7) 24 (94) 2 (0,8)
Rét thuong gap Tiéu chay 125 (48,6) 15 (5.8) 0 (0,0)
Rat thudng gip Budn nén 96 (37.4) 3(1,2) 0(0,0)
Rat thuong gap Non 6i 72 (28,0) 3(1,2) 0(0,0)
Rt thudng gap Tao bon 67 (26,1) 1(0,4) 0(0,0)
Rét thuong gap Viém miéng 51(19.,8) 2(0.8) 0(0.,0)
Rét thudng gap Kho tiéu 44 (17.1) 2(0.8) 0(0,0)
Rét thuong gap Day hoi 29 (11,3) 0 (0,0) 0 (0,0)
Thuong gip Bénh trao ngugc da day-thue 22 (8.,6) 0 (0,0) 0 (0.0)
quén
Thutmg gip Kho miéng 21 (8.,2) 0 (0,0) 0(0.0)
Thudng gip bau ludi 19 (7.4) 0(0,0) 0(0,0)
Thudng gap Dau miéng 18 (7.,0) 0(0,0) 0(0,0)
Réi loan da va mé dudi da Rét thudng gap Rdi loan sic t6 da 68 (26,5) 0(0,0) 0 (0.0)
Rt thudng gap Hoi chimg vét ban do mat 56 (21,8) 14 (5.4) / 0(0,0)
cam giac ¢ long ban tay, ban
chan >
Rt thuong gap Phat ban*** 50 (19,5) 2(0.8) = 0(0,0)
Thudmg gap Thay ddi mau toc 23 (8.9) 0(0,0) \ 0(0,0)
wong gap Khé da 18 (7,0) 0 (0,0) 0(0,0)
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Phén loai theo hé co quan Tin s6 Bién cb TAt ci cae mire 4§ D§3 bo4
. n (%) n (%) n (%)
Roi logn co xuong vamd lién Rit thudng gap Dau ¢ dau céc chi 37 (14,4) 2(0,8) | 0 (0,0)
ket Rét thudng gap Dau khép 35 (13.6) 2(0,8) 0(0,0)
Thudng gip Dau co 17 (6,6) 0(0,0) 0(0,0)
Roi loan chung va tinh trang tai | Rat thuong gdp MEét moi**** 184 (71,6) 36 (14,0) 0 (0.0)
noi su dung thude Rat thudng gap Ph* e 53 (20.6) 3(1,2) 1(0.4)
Rét thuomg gip Viém niém mac 36 (14.,0) 0 (0,0) 0(0,0)
Thudng gip Tang enzym lipase 14 (5.4) 5(1,9) 5(1.9)
Thuong gap Giam so lugng tiéu cau 13:(5,1) 2(0,8) 1(0,4)
Chi s6 xét nghiém Thuong gip '(%iz'u‘n haemoglobil‘] 17 (6,6) 3(1,2) 0 (0,0)
Thuong gip Tdng enzym creatin 15 (5.,8) 1 (0,4) 0(0,0)

phosphokinase trong mau

Thutng gap Phén sudt tbng mau giam 13 (5,1) 1 (0,4) 0(0,0)
Bit ¢ tic dung khong mong mudn nio 245 (95,3) 104 (40,5) 36 (14)

Nguén: Bang A-2.1.1, trang 363, Toém (it tinh an toan lam sang (Summary of Clinical Safety, SCS) nam 2005 ciia Sunitinib Malat ((SU011248 L-Malate).
*Giam cam giac thém an — Bao gdm nhimg thut ngir sau: Giam cam gidc thém an va biéng an.
**Pau bung — Bao gdm nhimg thudt ngir sau: Dau bung, dau bung trén va dau bung dudi.
#5%Phat ban — Bao gdm nhiing thuat ngir sau: Phat ban, hdng ban, ban dang chim. ban dang vy, baryco,
#RMEE moi — Bao gbm nhiing thudt ngtr sau: Mét moi va suy nhuoc.
Rk Phil- Bao gbm nhimg thudt ngir sau: Phit va phit ngoai bién.
GIST = Gastrointestinal Stromal Tumor (U m6 dém dudng tiéu hoa); MedDRA = Medical Dictionary for Regula

an, ban gay ngira va ban dang dat sén.

Activities (Tir dién y khoa vé cac hoat ddng phap quy).
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Béng 2. Tén suit tic dung khong mong mudn xay ra khi dang diéu tri do tit ci moi nguyén nhan & bénh nhin ung thw biéu
mé té bao than tién trién va/ hodc di ciin (MRCC) khang cytokin

Phin loai theo hé co quan Tén s Bién cb Tét ci cdc mie dd D§3 Do 4
, , \ n (%) n (%) n (%)
Ro1 loan mdu va h¢ bach huyét Rat thuong gap Giam bach céu trung tinh 18 (10,7) 8 (4.7) 2(1,2)
Thuong giip Giam bach ciu 14 (8.3) 7 (4,1) 0(0,0)
Thuding gap Giam tiéu cau 16 (9,5) 5(3.0) 2 (1,2)
Rét thuong gap Thiéu mau 22(13.0) 8 (4,7) 1 (0,6)
R&i loan mit Thuong gip Phu quanh mat 14 (8,3) 0(0,0) 0(0,0)
Thudng gap Téng tiét nude mat 10 (5,9) 0 (0,0) 0(0,0)
R&i loan chuyén hoa va dinh dudng Rat thuong gap - Giam cam gidc them an* 68 (40,3) 1 (0,6) 0(0,0)
RAt thudmg gap Miit nude 19(11,2) 5(3,0) 0 (0,0)
Réi loan hé than kinh Rét thuong gap R&i loan vi gide 72 (42,6) 0(0,0) 0(0,0)
Rit thuong gip Dau déu 43 (254) 2(1,2) 0(0,0)
Rét thuomg gap Chéng mét 27 (16,0) 3(1,8) 0 (0,0)
Rét thudmg gap Dj cam 17 (10,1) 0(0,0) 0 (0,0)
R&i loan mach Rat thuomg gip Tang huyét ap 47 (27,8) 10 (5.9) 0 (0,0)
R6i loan hd hap, nguc va trung that Rat thuomg gip Kho tho 38 (22,5) 9(5.3) 0(0,0)
Rat thudomg gap Chay mau cam 29(17,2) 0 (0,0) 0(0,0)
Roi loan tiéu hoa Rt thuomg gap Tiéu chay 93 (55,0) 8 (4.7) 0 (0,0)
Rét thuomg gip Budn non 92 (54,4) 4(2.4) 0(0,0)
Ral thuomg gap Kho tieu 78 (46,2) 1 (0,6) 0 (0.0)
Rat thudmg gip Viém miéng L~ 70414 6 (3,6) 0 (0,0)
Rét thuong gip Non 6i 63 (37.3) 7 (4,1) 0(0,0)
Rat thuong gap Téo bon L2 57 (33,7) 1 (0,6) 0 (0,0)
Rat thudng gip Dau bung** 34 (20,1) 5(3.0) 0 (0,0)
R4 thuemg gap Dau ludi 25 (14,8) 0(0,0) 0 (0.0)
Rt thudng gap Day hoi 24114,2) 0 (0,0) 0 (0,0)
Thutmg gap Day bung 10(5,9) 0 (0,0) 0(0,0)
Thudng gap Kho miéng 10 (5.,9) 0 (0,0) 0 (0,0)
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A A
Tan so

Phén loai theo hé co quan Bién ¢b Thtea cie mire dd bj 3 bj4
] n (%) n (%) n (%)
Réi loan da va mé dudi da Rit thuong gip Phat ban*** 60 (35,6) 1 (0,6) 0 (0,0)
Rét thuomg gap R loan sic 0 da 55 (32.5) 0 (0,0) 0 (0,0)
Rét thuong gap Kho da 29 (17.2) 0 (0,0) 0(0,0)
Rét thuong gap Thay déi mau toc 26 (15,4) 0 (0.0) 0(0,0)
Rt thudmg gap bo da 26 (15.4) 0(0,0) 0(0,0)
Rt thuong gap Hoi chiing vét ban do mét cam gidc ¢ 21 (12,4) 6 (3.,0) 0(0,0)
) long ban tay, ban chan
Rat thuong gap Rung toe 17 (10,1) 0 (0,0) 0(0,0)
Thudng gap Mun nude 15(8,9) 4(24) 0(0,0)
Thudmg gap Viém da troc vy 10 (5,9) 2(1,2) 0 (0,0)
Roi loan co xuong va md lién két Rat thudng gap bau ¢ dau cac chi 39(23.1) 1 (0,6) 0(0,0)
Rat thuong gip DPau co 29 (17,2) 1 (0,6) 0(0,0)
R6i logn chung va tinh trang tai chd sir Rét thuong gap MEt maj**#* 140 (82,9) 23 (13.6) 0(0,0)
dung thudc Rét thuomg gap Viém niém mac 30 (17.8) 1 (0,6) 0 (0,0)
Chi sd xét nghiém (Nghién ctu) Rit thudng gap Tang enzym lipase 20 (11,8) 15(8.9) 3(1,8)
Rat thudong gap Giam can 19 (11,2) 1 (0,6) 0(0,0)
Thuong gap Tang enzym amylase mau***** 9(5,3) 6 (3,6) 0(0,0)
Thuong gap Tang bach cau 10 (5,9) 3(1.8) 0(0,0)
Thuong gap Phén suil tong mau bit thudng 16 (9.5) 1 (0,6) 0 (0,0)
Thuong gap Giam s6 lugng tiéu ciu 13 (7,7) 3(1,8) 2L
Bét ky bién cd bit loi nao 169 (100) 89 (52,7) 26 (15.4)

Nguon Bang A-2.1.1, trang 4311, Tom tiit tinh an toan 1dm sang (Summary of Clinical Safety, SCS) nam 2005 cu

*Giam cam gidc them an — Bao gbm nhimg thudt ngdr sau: giam cam giac them an va biéng an.
**Dau bung - Bao gom nhing thudt ngir sau: dau bung, dau bung trén va dau bung dudi.

***Phat ban - Bao gom nhiing thudt ngir sau: phét ban. ban do, ban nang, phit ban toan than, ban dang nbt shr
*FREEME moi — Bao gom nhing thudt ngu sau: mét moi va suy nhuge.

**#**Tang enzym amylase mdu- Bao gom nhimg thudt ngir sau: amylase huyc.t va ting enzym amylase mau.

MedDRA = Medical Dictionary for Regulatory Activities (Tir dién y khoa vé cac hoat dong phip quy); MRCC = Metastati

than va/ hodc di ¢an).

B>t =il

14

Sunitinib Malate ((SU011248 L-Malate).

& ngira va ban dang dat sin.

Renal Cell Carcinoma (Ung thu bi¢u md (& bao




LPD date: Aug 19, 2014
Country: Vietnam
Reference CDS: version 37.0

Reference CDS date: Aug 14. 2014

Bang 3. Tac dung khong mong mudn ciia thude dwge bao ciao ¢ bénh nhin ung thw biéu mb té bao than tién trién va/ hoidc di
cin (MRCC) chwa tirng dwge di€u tri trude dé khi dung sunitinib hodc IFN-a

Phén logi theo h¢ co quan | Tén sb Bién cb Tét ci cac mive dd Dd 3/4 TAt ¢t cac d D{ 3/4
sunitinib Sunitinib IFN-o IFN-a
n (%) n (%) n (%) n (%)
R6i loan mdu va hé bach Rit thudng gap Giam bach ciu trung tinh 70 (18.7) 41(10.9) 33(9.2) 14 (3.9)
huyét Rat thudong gap Giam bach céu 40 (10.7) 13 (3.5) 16 (4.4) 4 (L.1)
Rét thudng gip Giam tiéu ciu 72 (19,2) 34 (9.1) 15(4.2) 2 (0,6)
Rat thuong gap Thiéu mau 81 (21,6) 32 (8.5) 58 (16.1) 24 (6.7)
Thuong gip Giam lympho bao 19 (5.1) 112.9) 21(5.8) 15(4.2)
Roi loan noi tiét Rat thuong gap Suy giap 61 (16.3) 6(1,6) 3(0,8) 0 (0.,0)
R&i loan mét Thudng gap Tang tiét nudc mét 31(8.3) 0(0,0) 0(0,0) 0 (0.0)
R&i loan chuyén hoa va dinh | Rat thudng gip Giam cam giac thém an* 199 (53.1) 112.9) 156 (43.3) 7(1.,9)
dudng Thuong gap Mat nudc 37 (99) 10 (2.7) 19 (5.3) 3(0.8)
Roi loan tam than Rat thuong gap Mat ngi 57 (15.2) 3(0.8) 37 (10.3) 0 (0,0)
Rat thuong gap Tram cam 40 (10,7) 0(0,0) 51(14,2) 5(1.4)
R&i loan hé than kinh Rét thudmg gap Roi loan vi gidc 174 (460.4) 1(0,3) 53 (14,7 0(0,0)
RAt thuong gap Dau dau 86 (22.9) 4(1.1) 69 (19.2) 0 (0.0)
Rit thuong gip Chéng mat 43 (11,5) 2(0.5) 50 (13.9) 2 (0.6)
Thudng gip Di cam 351(93) 0(0,0) 7(1,9) 1(0,3)
Roi loan mach Rat thudong gip Tang huyét dp 127 (33.9) 50(13,3) 13 (3.6) 1(0.3)
Réi loan ho hap, nguc va Réit thudng gip Kho tha 99 (26.4) 24 (6.4) 71(19.7) 15 (4.2)
trung thét Rat thuong gip Chay mau cam 80 (21.3) S(1.3) 9 (2,5) 1(0.3)
Rat thuong gép Dau hdu-thanh quan** 51 (13.6) 2(0.5) 9 (2,5) 0(0.0)
R&i loan tiéu hoa Rét thudng gip Tiéu chay 246 (65.6) 37(9.9) 76 (21,1) 1(0.3)
Rat thuong gap Budn non 216 (57.6) 21 (5.6) 147 (40.8) 6 (1,7)
Rat thudng gap Noén 6i 148 (39.5).4 19 (5.1) 62 (17.2) 4 (1.1)
RAt thudng gip Kho tiu 128 4.1 , 8 (2.1) 16 (4.4) 0(0.0)
Rét thudng gip Dau bung*** 127 (33@)‘@/ 20 (15.3) 44 (12.2) 5(1.4)
RAt thuong gap Viém miéng 114 (3045 5(1.3) 12(3.3) 1(0.3)
_Rat thudong gip Téobén 85 (22,7) ™\ 4 (1.1) 49 (13,6) 1(0.3)
Rat thuomg gap Dau mi¢ng 54 (14.4) 2 (0,5) 2 (0,6) 0 (0,0)
Rét thuong gip Diy hoi 52 (13,9) 0 (0,0) 8(2.2) 0 (0,0)
Rt thudmg gip Kho miéng 50 (13.3) 0 (0.0) 27 (7.5) 1(0.3)
Rat thudng gap Bénh trao ngugce da day-thuc 47 (12,5) 1(0.3) 3(0,8) 0(0,0)

quan
Rt thudng gap Dau lugi 40 (10.7) 0(0.0) 2 (0.6) 0(0.0)
Thuong gap Day bung 28 (7.5) 1(0.3) 6 (1.7) 0 (0,0)
Ro6i loan da va mo dudi da RAt thudng gip Phat ban**** 140 (37.5) 6(1.6) 51(11.4) 3(0,9)
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Phén loai theo hé co quan | Tén sb Bién cb Tét ca cac mire d§ D) 3/4 Tt ci cac dd D§ 3/4
sunitinib Sunitinib IFN-a IFN-o

n (%) n (%) n (%) n (%)

Rat thuong gap Hoi chimg vet ban do mat cam 108 (28.8) 32(8.5) 3(0.8) 0(0,0)

giac ¢ long ban tay, ban chin

Rét thuong gap Rbi logn sic t6 da 94 (25,1) 1(0.3) 0(0,0) 0 (0.0)

Rét thudong gap Kho da 85 (22.7) 1(0.3) 26 (7.2) 0 (0.0)

Rt thuong gip Thay doi mau t6c 75 (20,0) 0(0,0) 1(0,3) 0(0,0)

Rét thudng gip Rung té6c 51 (13.6) 0(0,0) 34 (94) 00,0

Rat thuong gap Do da 46 (12.3) 2 (0,5) 5(1.4) 0(0,0)

Rat thudng gip Ngira 44 (11,7) 1(0.3) 24 (6,7) 1(0.3)

Thudng gip Troc da 371(9.9) 3 (0.8) 5(1.4) 0 (0.0)

Thuong gap Loét & da 26 (6.9) 1(0.3) 2 (0,6) 0 (0.0)

Thuong gip Phan {mg da 22(59) 3 (0,8) 1(0.3) 0(0,0)

Rbi Io;m co Xuong va mo Rét thuong gip Dau khap 111(29.6) 10(2.7) 69 (19.2) 41,1
lién két Rat thudng gip Dau ¢ dau cic chi 101 (26.9) 10 (2.7) 31(8.0) 4 (1.1)
Rat thuong gap Dau co 46 (12,3) 4(1.1) 68 (18.9) 3(0.8)

R&i loan chung va tinh trang | Rét thuong gip Mét moi 233 (62.1) 55 (14.7) 202 (56.1) 54 (15.0)

tai chd sir dung thude Rt thudmg gip Phil né**x**#* 114 (30.4) 7(1,9) 21 (5.8) 2(0,6)
Rt thudng gip Viém niém mac 100 (26.7) 8(2.1) 7(1.9) 1(0,3)
Rit thudng gip Suy nhugce 96 (25.6) 42 (11,2) 81 (22.5) 21(5.8)

Rit thuomg gap Sot 84 (22.4) 3(0.8) 134 (37.2) 1(0.3)

Rét thudng gap On lanh 53 (14.1) 3(0.8) 111 (30.8) 0 (0.0)

Thudng gip Bénh giong cim 18 (4.8) 0(0,0) 54 (15.0) 1(0.3)

Chi s xét nghiém (Nghién | Rét thuomg gap Phén suft tdng mau giam 61 (16,3) 102.7) 19 (5.3) 6(1.7)
clru) Rt thuong gap Giam cin 60 (16.0) 1(0.3) 60 (16.7) 3(0.8)
Thudng gap Giam sb lugng tiéu ciu 32 (8.5) 12 (3.2) 3(0.8) 0 (0.0)

Bt ky bién ¢b bit loi nao 372(99.2) 290 (77.3) 355 (98.6) 197 (54.7)

Ngudn: Nghu,n cliu- A6181034-a CSR Bang 13.6.2.4

*Giam cdm gidc thém an — Bao gbm nhimg thuat ngir sau: giam cam gide them &n va biéng an.

#*Dau héu-thanh quin - Bao gdm nhing thudt ngir sau: dau hdu-thanh quan va dau miéng hi

**Dau bung - Bao gom nhiing thuat ngir sau: dau bung va dau bung trén.

*#*%4Phat ban - Bao gom nhimg thudt ngir sau: phét ban, ban do, ban troc vy, ban nang(h

va viém da vay nén.

##+Phiy né — Bao gbm nhiing thudt ngir sau: phit va phii ngoai bién.

MedDRA = Medical Dictionary for Regulatory Activities (Tir dién y khoa vé& cic hoat dgng phdp quy): MRCC = Metastatic Renal Cell Carcinoma (Ung thu biéu md té bio than

va/ hodc di can); IFN-a = interferon-ct.
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Bsdo cao sau khi thudce lwu hanh

Céc ADR phét hién sau khi thubc duge luu hanh tir tit cé cic nguon (thir nghiém Iam sang,
bao cdo tu phat va cic ngudn khac) duoge li€t ké bén duédi (xem thém Muc 4.4). Vi nhiing
phan tmg nay dugc bdo cdo mot cich ty giac tr mot quan thé c6 ¢& mau khong rd rang, viée
ude lugng mot cach dang tin cdy tan so hodc thiét 1ap moi quan hé nhan qua véi viée dung
thude khong phai ludn c6 thé thuc hién duge.

Réi logn madu va hé bach lng)ét

Céc truong hop bi huyét khdi trong mao mach da dugc béo cao. Nén tam thoi ngung dung
sunitinib; sau khi giai quyét bién c6 xong, c6 the dieu trj ticp theo quyét dinh cta bac s dicu
tri.

Réi loan tim mach

Suy tim, suy tim sung huyét, suy that trai, khoang QT kéo dai va x0én dinh, bénh co tim, thiéu
mau cuc bd co tim va nhoi mau co tim, trong mot so trudng hop gy tir vong, dd dugc bao
céo.

Réi loan néi tiét

Céc truong hop bi cuong gidp, mot s6 din dén suy giap, di dugc bao cdo trong céc thur
nghiém 1am sang va qua trai nghiém sau khi thudc luu hanh (xem Muc 4.4). Céc trudng hop
bi viém tuyén giap di duoc bdo cao.

Roi loan tiéu hoa

Viém tuy, thiung dudng tiéu hoa va viém thyc quan.

Bién ¢6 lién quan dén xudt huyét

Céc truong hop bi xuat huyét phéi, dudng tiéu héa, khéi u, dudng tiét uét huyét nio,
mét sb truong hop gdy tir vong da duoc bdo cdo & bénh nhan diéu tri bangstnitinib.

Réi loan gan mat

Suy gan va viém tii mat, dac biét viém tii mat khong do SOi.

R6i loan hé mién dich

Phan tng qua man, bao gdm phil mach, da duge béo cao.

Nhiém trimg va nhiém ky sinh tring

Céc truong hop bi nhi€m tring nghiém trong (kém hodc khong kem giam bach cau i ng
tinh), trong mot s6 trudng hop dan t¢i két qua la tr vong, da dugc béo céo. Nhiém gring
thuong gap nhét trong diéu tri bing sunitinib 1a céac loai nhiém tring dién hinh & bénh nhan
ung thu, vi du: nhidm tring hé hdp (nhu viém phdi, viém phé quan), nhiém tring duong tiét
niéu, nhidm tring da (nhu viém té bao), séc do nhiém tring/nhiém tring méu va dp-xe (nhu
miéng, duong sinh duc, hdu mon, da, chén tay, ndi tang). Nhiém trung ¢6 thé do vi khuan
hodc ndm. Céc truong hop viém cin mac hoai tir hiém gdp, bao gém viém cin mac hoai tir
viing day chau, doi khi gdy tir vong, da duge bdo cdo (xem Muc 4.4).

Chi 56 xét nghiém (Nghién ciru)

Tang TSH (hormon kich thich tuyén giap) va acid uric trong mau da dugc béo cao.
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R6i loan chuyén héa va dinh duong

Céc truong hop hoi chimg ly giai khdiu (TLS), d6i khi gdy tir vong, da dugc béo cdo ¢ bénh
nhén diéu trj bang sunitinib.

Viéce giam glucose huyet trong mot s6 trudng hop ¢o tridu chimg 1dm sang, da dugc bao cao
trong qua trinh diéu trj bang sunitinib.

Réi loan co xwong va mo lién két

Céc truong hop bénh co va/hodc ly giai co van kém hodc khéng kem suy thén cép, trong mot
sd truomg hop dan t6i tr vong, da dugc bao cdo. Da sb nhirng bénh nhan nay c6 yéu t6 nguy
co tir trude va‘hodce dang dung thudc dong thoi 6 lién quan dén nhitng tac dung khong mong
mudn nay. Bénh nhén c6 déu hiéu hodc triéu chimg ngd doc co can duoc kiém soét theo thuc

hanh y t& chuan.

Céc truong hop hinh thanh 15 1o, d6i khi lién quan dén hoai tir va/ hodc thoai trién khéi u,
trong mot s& truong hop dan t6i ket qua la tir vong, da dugc bao cao.

Céc truong hop hoai tir xwong ham da dugc bao cdo ¢ bénh nhan diéu tri bing sunitinib, da )
xay ra 0 bénh nhéan co yéu td nguy co xac dinh ddi véi hoai tir xuong ham, dac biét la da dung
cac chét bisphosphonat IV va/ hoac ¢6 tién st bi bénh nha khoa doi hoi phai dung thu thuét
nha khoa xam l4n (xem Muc 4.4)

Réi loan hé than kinh
R&i loan vi gidc, bao gom mat vi giac, da dugc bao céo.
Roi loan thdn va tiét niéu

Céc truong hop bi yéu va suy than, trong mot s trwong hop dan tdi két qua 1a ur vong, da
duoc bao cdo. Truong hop bi protein niéu va hdi chimg than hu da duoc bdo céo (xem
Muc 4.4)

Réi loan hé hdp, nguee va trung thdt

Thuyén téc mach phdi, trong mot sO trrong hop dan t6i két qua la tir vong, da duge bao cdo.

Réi loan da va mé dwéi da
Céc trudng hop viém da hoai thu sinh mu, hong ban da dang va hoi chﬁWs-Johnson

da duoc bao cao.
Roi loan mach

Céc truong hop bién cb thuyén tic huyét khbi dong mach, doi khi gay tu vong, da dugc bao
céo ¢ bénh nhan diéu tri bing sunitinib. Bién cb thuong gap nhat bao gdm tai bién mach mau
nao con thiéu méu cuc bd thoang qua va nhoi mau néo. Yéu td nguy co lién quan dén thuyén
tic huyét khoi dong mach, ngoai bénh ac tinh sin c6 va do tudi > 65, con co tang huyét ap, déi
théo dudmg va co tién sir mic bénh thuyén tic huyét khoi.

Qua liéu
Chua c6 thude gidi doc dac hiéu khi qui liéu sunitinib va diéu tri qua liéu nén dua vao cac
bién phap ho trg chung. Khi ¢6 chi dinh, can thai luong thude chua hap thu bang cach gy non

18

SRR ”%A‘



LPD date: Aug 19, 2014
Country: Vietnam
Reference CDS: version 37.0 Reference CDS date: Aug 14, 2014

hoic rira da day. Cac truong hop qua lidu da duoc bao cio, mot sb truong hop lién quan dén
céc tac dung khong mong muén phu hop véi dic tinh an toan da duge bict cua sunitinib.

CAC PAC TINH DUQC LY HQC
Cic dac tinh dwge luce hoc

Sunitinib trc ché nhiéu thu the tyrosin kinase (RTKs) lién quan t61 su phat trién cta kh01 u, su
tan tao mach mdu va sy tlen trién cta ung thu. Sunitinib Uc ché dugc cac thy thé yéu t6 ting
trudng c6 ngudn goc ticu cdu (PDGFR « va PDGFR B), cic thu the yéu to tang truong cua ndi
md mach mau (VEGFRI, VEGFR2 va VEGFR3), thu the yéu t than té bao (KIT), tyrosin
kinase — 3 glong Fms (FLT 3), thu thé loai 1 cua yéu t6 kich thich cym té bao (CSF- IR) va
thu thé yéu t6 dinh dudng than kinh din xuét tir dong té bao sao (RET). Su uc ché cua
sunitinib t&i hoat tinh ctia cdc RTK da dugc chimg minh bing cac thir nghiém vé té bao hoc
va héa sinh hoc, con su tc ché vé chirc nang da duoc chimg minh trong cac thir nghiém tang
sinh t& bao. Chét chuyén hoa chinh cta sunitinib cling c6 hoat tinh tuong tu so voi chat me
sunitinib trong cac thir nghiém vé té bao hoc va héa sinh hoc.

Sunitinib Grc che sur phosphoryl héa cua céc thy thé RTK (PDGFR |3 VEGFR2, KIT) trong
cac khdi u cdy ghép biéu hién RTK in vivo va duoc chimg minh c6 tc ché su phat trién cua
khoi u hoac lam thoai trién khdi u va/hodc trc ché duge di can trong mot 56 md hinh thuc
nghiém vé ung thu. Sunitinib dugc ching minh c6 kha néng tc ché su phat trién cua céac té
bao u biéu 16 sy rdi loan didu hoa muc tieu RTK (PDGFR, RET hodc KIT) in vitro va (ic ché
duge sur tdn tao mach khéi u phu thuéc PDGFR B va VEGFR 2 in vivo.

Cac nghién ciru lam sang

D6 an toan va hidu qua diéu tri trén 1dm sang cua sunitinib di duoc nghién ctru trén bénh nhan
c6 khoi u mé dém duong tiéu héa ac tinh da khang v6i imatinib (tie 1a cac bénh nhén da gép
bénh tién trién trong va sau khi dung imatinib) hodc khdng dung nap véi imatinib (tirc 1a cac

bénh nhén gdp doc tinh rd rang trong khi dung imatinib trude khi dung thube khac); va & bénh
nhan c6 ung thu biéu mo té bao than tién trién va/ hoic di cin (MRCC).

Hiéu qua cua sunitinib can c(r vao thoi gian tdi khi khéi u tién trién (TTP - time to tumor
progression) va su tang ty Ié sdng sot trong truong hop u md dém dudng tiéu hoa (GIST).

Hiéu qua cua sunitinib cling dua vao thoi gian sdng khong bénh tién trién (P
free survival) va vao céc ty 1€ dap ng khach quan (ORR - objective responss.jates), tuong
rng trong truong hop ung thu biéu mé té bao than va/ hodc di can (MRCC) chua diéu tri va
khang cytokin.

U mé dém dwong tieu hoa (GIST)

Mot nghién ctru nhin md ban dau 6 ting dan liéu dung da dugc tlen hanh véi bénh nhén biu
mo dém duong tiéu hoa sau khi thét bai v6i imatinib (liu t6i da mdi ngay tinh trung binh la
800 mg) do dé khang hodc khong dung nap. C6 97 bénh nhén tham gia dung cac lieu va thoi
gian biéu khac nhau: 55 bénh nhén dung 50 mg trong thoi gian biéu diéu tri khuyén cdo 1a 4
tuan ding thube/ 2 tuan ngimg thude (“thoi gian biéu 4/2”). Trong nghién ctru nay, thoi gian
t6i khi khdi u tién trién va thoi gian song khong bénh tién trién trung binh 1a 34,0 tudn 18
(khoang tin cdy ¢ mirc 95% 1a 22,0 — 46,0 tudn).
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Mot nghién ctru pha 3 ngau nhién, mu déi, co dbi chung gia duge voi sunitinib, tlen hanh trén
bénh nhan c6 u mé dém duong tiéu héa khong dung nap imatinib hodc bénh tién trién trong
va sau thoi gian ding imatinib (liéu t6i da moi ngay tinh trung binh la 800 mg). Trong nghlen
ctru nay c6 312 bénh nhan dugc chon ngdu nhién (2:1) dé dung 50 mg sunitinib hodc gia
duoc, ubng mét lan trong ngay theo thdi gian biéu 4/2 cho t6i khi bénh tién trién hoac rat khoi
nghién ctru vi ly do nao khac (207 bénh nhan dung sunitinib va 105 bénh nhén dung gia
dugc). Tiéu chi danh gia chinh vé tinh hiéu qua ctia nghién ciru la thoi glan toi khi kh01 u tién
trién (theo danh gia cia Ban danh gia doc 1ap), dugc dinh nghia la thoi gian tir luc tién hanh
chon ngau nhién cho t§i khi co ghi nhén dau tién vé su t1en trién rd rang cua khdi u. Nhiing
tiéu chi danh gia phu bao gdm thoi gian song khong bénh tién trién, ty 1¢ dép tng khach quan
va thoi gian song con toan bd (OS - overall survival).

Tai thoi diém phan tich gitra ky da duge dinh trude, thoi gian toi khi khéi u tién trién trung
binh vdi bénh nhan dung sunitinib la 28,9 tudn (khoang tin cdy 95% la 21,3 — 34,1 tuan) theo
danh gia cia nghién ctru vién va 27,3 tuan (khoang tin cdy 95% la 16,0 — 32,1 tuan) theo dénh
gid cuia Nhom déanh gid doc 18p va thoi gian nay dai hon coy nghla théng ké so véi thoi gian
t6i khi khéi u tién trién ¢ nhém gia duoc 14 5.1 tudn (khoang tin cdy 95% la 4,4 — 10,1 tuan)
theo danh g;a cua nghién clru vién va Nhom danh gid doc 1ap. Su khac biét co y nghia théng
ké vé thoi gian séng con toan bd cling nghiéng vé sunitinib (ty 1& rii ro [Hazard Ratio, HR] la
0,491 [khoang tin cay 95% la 0,290 — 0,831]; nguy co tr vong 6 nhom bénh nhan dung gia
duoge cao gdp hon 2 1dn so véi & nhém sunitinib. Cac théng tin khéc vé tinh hiéu qua dugc
trinh bay trong Bang 4 bén dudi.

Sau khi c6 két qua kha quan vé hiéu qua va do an toan trong phan tich gitta ky, theo khuyén
nghi cia Nhém Theo Dai Dir Liéu Va B§ An Toan Doc Lap, nghién ciru da duge mo nhan
(unblmded) va cac bénh nhan trong nhanh gia dugc dugc diéu tri mo bang sunitinib.

Téng cong cd 255 bénh nhan dugc dung sunitinib trong giai doan didu tri m& cua nghién clru,
trong d6 bao gdm 99 bénh nhan dugc didu tri ban dau bing gia dugc. Trong phan tich cudi
cling nay, nhanh gia dugc bao gdm nhiing bénh nhan duoc chon ngdu nhién ding gia dugc va
sau d6 dugc didu tri mo bang sunitinib.

Nhimg phan tich cudi cung cua tiéu chi ddnh gia chinh va phu cua nghién
két qua thu duoc tai thoi diém phén tich gitra ky nhu da dugc trinh bay tro ang 4 dudi

day:

Bing 4. Tom lwogc cac tiéu chi danh gia vé hiéu qua (quin thé ITT)

Diéu tri mu déi
Trung binh T¥ 18 riii ro Nhéom chuyén tir
(khodng tin ciy 95%) gia duoc
Tiéu chi danh gia Sunitinib Gida duege | (khodng tin P Cich diéu tri’
ciy 95%)
Chinh: thoi gian téi
khi khéi u tién trién
(tudin)
Gitra ky 273 6,4 (4,4 dén | 0,329 (0,233 <0,001 2
(16,0 dén | 10,0) dén 0,466)
32,1)
Cubi ciing 26,6 6.4 (4,4 dén | 0339(0,244 <0,001 10,4 (4,3 dén 22,0)
(16,0 dén | 10,0) dén 0,472)
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Bing 4. Tém lwge cac tiéu chi danh gia vé hiéu qua (quan thé ITT)

Diéu tri mu doi
Trung binh T 1é riii ro Nhém chuyén tir
(khoiang tin ciy 95%) gia duge
Tiéu chi danh gia Sunitinib Gia duge | (khodng tin P Cich diéu tri’
ciy 95%)
32,1)
Phu

Gitea ky
Thoi gian sdng 24,1 (11,1 6.0 (4.4 0,333 <0,001 =
khéng bénh tién dén 28.3) dén 9.9) (0,238
trién (tudn)® dén

0,467)
Ty 1é dap Gng 6.8 (3.7 0(-) Khéng 0,006 -
khach quan (%) dén11.1) ap dung
Thoi gian séng - - 0,491 0,007 -
con toan bd (0,290
(tuan)® dén

0.831)
Cuoi ciing
Thoi gian song 22,9 (109 6.0 (4.4 0,347 <0,001 -
khéng bénh tién dén 28.0) dén9.7) (0,253
trién (tudn) dén

0,475)
Ty & dap ting 6.6 (3.8 0(-) Khéng 0,004 10,1 (5.0 dén
khéch quan (%)° dén 10,5) ap dung 17,8)
Thai gian song 72,7 (61,3 64.9 0,876 0306 z
con toan bd dén 83.,0) (457 (0,679
(tuan) dén dén

96.0) 1,129)

“Két qua cua viéc diéu tri mu doi la tir quan theé ITT va diung két qua danh gid X quang trung tim néu thich hop.
b Két qua vé tinh hiéu qua cua 99 bénh nhén chuyén tir gia duge sang sunitinib sau khi mo nhan. Mirc can ban
duoc duoc x4c dinh lai & cac phén tich xuyén sudt va vé tinh hiéu qua duoc dya trén su danh gia cia cdc nha
nghién ctru.
¢ Thoi gian séng khong bénh tién trién giira ky dd duogc cdp nhat dua trén viéc tinh lai cac dir lie
4 Két qua cua ty 1¢ dép ting khach quan 1a mirc phan trim cac bénh nhan véi dap img dugc khan
tin ¢y la 95%.

¢ Mirc trung binh khéng dat duoc vi dir liéu chua duoc hinh thanh xong.

Trong sd cac bénh nhan dugc chon ngau nhién vao nhom sunitinib, 62,7% séng sot trén 1
nam, 35,5% song sot trén 2 ndm va 22,3% song sot trén 3 nam.

Néi chung, nghién ctru cho thdy c6 su cai thién dang ké c6 y nghia thong ké va y nghia lam
sang vé thoi gian t&i khi khoi u tién trién — tiéu chi danh gia chinh — khi danh gia gifra viéc
sir dung sunitinib cong véi viée diéu tri ho tro tot nhat so vai gia duoc cong vdi viée dieu tri
ho tro tot nhat.

Ung thu biéu mé 1é bao than

e Ung thu biéu mé té bao thdn tién trién va/ hodc di can (MRCC) chua timg diéu tri

Nghién ctru pha 3 ngau nhién da dugc tién hanh trén cac bénh nhan c6 ung thu biéu md té
bio than c6 di can chua dung thube. Muc tiéu chii yéu la so sanh thoi gian song khong bénh
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tién trién & bénh nhan dung sunitinib so véi bénh nhén dung IFN-o. Cé4c tiéu chi danh gia
phu bao gém thoi gian t6i khi khdi u tién trién, ty 1é dap tng khach quan, thoi gian song con
toan bd, su an toan, va két qua do bénh nhén bao cdo (PRO). Co tAt ca 750 bénh nhan dugc
chon ngau nhién (1:1) dé dung 50 mg sunitinib mdi ngay mot lan theo thoi gian biéu 4/2 hodc
tiém dudi da IFN-o. m3i 1dn 9 MIU, m3i tudn 3 13n. Bénh nhan dugc diéu tri cho dén khi bénh
tién trién hodc ngimg nghién ctru vi ly do khac.

Quan thé ITT bao gdm 750 bénh nhén, trong dé cé 375 ngudi chon ngau nhién dé ding
sunitinib va 375 nguoi chon ngﬁu nhién dé dung IFN-a. Céac tiéu chi ban dau nhu tudi, gioi,
ching toc va thé trang bénh nhéan theo Nhom Hop tac ung thu hoc mién Poéng (Eastern
Cooperative Oncology Group, ECOG) la twong duong va can bang giita cac nhém sunitinib
va IFN-0. Cac dac tinh ctia bénh nhén va nhén ching hoc dugc trinh bay ¢ Bang 5. Nhimg vi
tr thuong gap nhat vé di can khi sang loc cho tdi nay la phdi (78% & sunitinib so véi & [FN-u
12 80%), sau do 1a hach bach huyét (58% so vdi 53% tuong tng), xuong (30% o moi nhom).
Phan 16n s bénh nhan ¢6 nhidu vi tri di can (= 2 vi tr) khi danh gia ban dau (80% so véi
77%).

Bang 5.'Th6ng ké nhén ching hoc & thoi diém ban dau trong nghién ciru ung thw biéu mo
té bao than tién trién va/ hodc di cin (MRCC) ¢ bénh nhin chua diéu tri

MRCC & bénh nhan chwra diéu tri

Sunitinib (n=375) IFN-a (n=375)
Gioi [n (%)]
Nam 267 (71) 269 (72)
Nt 108 (29) 106 (28)
Chiing tdc [n (%)]
Da tring 354 (94) 340 (91)
A chau 7(2) 12 (3)
Da den 4 (1) 9(2)
Khong béao cao 10 (3) 14 (4)
Nhom tudi [n (%)]
< 65 tudi 223 (59) 253.(67)
> 65 tuoi 152 (41) 12333)
Trang thai hoat dong [n (%)] i
0 231 (62) 229 (61)
1 144 (38) 142 (38)
) 0 (0) 4 (1)
Trwée khi diéu tri [n (%)]
Cat bo thén 340 (91) 335 (89)
Xa tri 53 (14) 54 (14)

% Bénh nhén c6 thé trang theo ECOG 1a 1 khi chon loc va thay doi t6i 2 khi danh gid ban ddu.

Thoi gian diéu tri trung binh la 11,1 thang (tir 0.4-46,1) v&i subitinib va 4,1 thang (tr 0,1-
45,6) v6i IFN-a. Gidn doan licu xay ra 6 202 (54%) bénh nhéan dang dung sunitinib va 141
(39%) bénh nhan dung IFN- a. Liéu dugc giam & 194 (52%) bénh nhén dung sunitinib va 98

to
b
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(27%) bénh nhan ding IFN- a. Ty I€ ngung thudc do tac dung khong mong muon 1a 20% cho
sunitinib va 23% cho IFN- a. Cac bénh nhan dugc diéu tri cho dén khi bénh tién trién hay rat
khoi nghién ctru. Tiéu chi danh gia chinh vé tinh hiéu qua la thoi gian song khong bénh tién
trién. Mot phan tich gilta ky theo ké hoach dinh truéc da cho thay sunitinib cai thién co y
nghia thonU ké so voi IFN-a dua trén tiéu chi danh gia chinh la thoi gJan song khong bénh
tién trlen voi thoi gian song khong bénh tién trién, cao hon gap 2 l4n so v&i IFN-a (twong ng
473 tuan so voi 22,0 tudn). Pdi v6i tiéu chi déanh gia phu vé ty 1¢ dap Gmg khach quan,
sunitinib cao gap 4 lan so voi IFN-a (tuorncr tng 27,5% so véGi 5,3%). Céc dir ligu chua day du
dé xac dinh loi ich cta thoi gian song con toan bg; trong thoi gian phén tich gifra ky, co
374/750 s6 bénh nhan (tirc 50%) tlep tuc tham gia nghién ciu, trong d6 248 trong so6 375
(66%) & nhdm sunitinib va 126 trong so6 375 (34%) thugc nhom IFN-o.

Tai thoi diém phan tich cudi cling, ¢6 1oi diém dang ké c6 y nghia thonc ké cho sunitinib so
voi IFN-o dya trén ti€u chi danh gia la thoi gian song khong bénh tién trién (xem Bang 6 va
1). Trong céc yéu tb de phin ting bénh nhin da dinh trudc: enzym lactat dehydrogenase
(LDH) (>1.5 gi6i han t6i da cua muc bmh thuong (ULN) so véi <1,5 ULN), trang thai hoat
dong ECOG (0 so v6i 1), va viée cit bo than trude do (co so voi khong), ty sO nguy co
nghiéng vé& sunitinib hon 1a IFN-a. Viéc dédnh gia chinh bang X quang dugc ngung sau khi
tiéu chi danh gia chinh dat duge . Ty 1& dap (mg khach quan dugc danh gia boi ngudi nghién
ctru 12 46% (khoang tin cdy 95%: 41, 51) cho nhém sunitinib va 12% (khoang tin cdy 95%: 9,
16) cho nhdm IFN-o. [p<0,001] (xem Bang 6).

Céc két qua la tvong duong trong cac phan tich hé tro va két qua chimg minh rat manh mé khi
kiém soat vé nhan ching hoc (tu01 gidi tinh, chung tdc va trang thai hoat dong) va cac yeu tb
nguy co da biét. Véi 262 trong so 750 bénh nhan (35%) khong co cac yéu tb MSKCC, thi thoi
gian song khong benh tién trién trung binh 1a 64,1 tudn trong nhém sunitinib va 1a 34,1 tuan &
nhém IFN-a (ty s6 nguy co 0,447, khoang tin cdy 95% [0,313 - 0,640]); voi 424 bénh nhén
(56%) c6 1 hodc 2 yéu td nguy co, thi thoi gian song khong bénh tién trién trung binh 1a 46,6
tudn & nhém sunitinib va 16,1 tudn & nhém IFN-a (ty 50 nguy co 0,547, khoang tin cdy 95%
[0,423 — 0,707]; va voi 47 benh nhan (6%) c6 > 3 yéu tb nguy co, thi thcn gian sono khong
tién trién trung binh 1a 12,1 tudn & nhém sunitinib va 5.7 tudn & nhom IFN-a (ty sé nguy co
0,679; khoang tin cdy 95% [0,330 — 1,398]). /

Nhur trinh bay trong Hinh 2, viée diéu tri bang sunitinib lién quan t6i viée son
v6i IFN-o.. Thoi gian séng con toan bd trung binh 1a 114.6 tuan cho nhém s (khoang
tm cly 95%: 100,1-142,9) va 94,9 tudn cho nhém IFN-a (khoang tin cay 95%: 7%7-117.,0) [ty
sb nguy co 0,821, khoang tin cay 95%: 0,673-1,001; p=0,0510 bang thir nghlem log-rank, p=
0,013 bang thir nghiém Wilcoxon]. Trong phan tich phan tang (LDH > so véi <1,5 x giGi han
t61 da ciia mirc binh thuong (ULN), trang thai hoat dong theo phan loai ECOG 1a 0 so véi =1,

va c6 hay khéng cét bé than trude do), ty s6 nguy co la 0818 (khoang tin cdy 95%: 0, 669-
0,999; p=0.049 theo kiém dinh log-rank). Thoi glan séng con toan bo trung binh tmh cho
nhém IFN-a tinh cho ca 25 bénh nhan da ngung diéu tri bang IFN-o vi bénh tién trién va
chuyén qua dleu tri bang sunitinib. Sau khi rat khoi nghién ciru, 213 bénh nhan trong nhom
[FN-a duoc tiép tuc diéu tri ung thu, trong d6 32% bénh nhéan ding sunitinib; 182 bénh nhan
trong nhom sunitinib duoc tiép tuc diéu tri ung thu sau nghién ciu, trong d6 11% dung
sunitinib. Trong cac phan tich dua theo dir liéu k1em tra c4c bénh nhén da chuyén tir diéu tri
bing IFN-a sang diéu tri bang sunitinib, thoi gian song con toan b trung binh tai thoi diém
chuyén diéu tri 12 114,6 so véi 86,7 tudn (ty s6 nguy co khong phan tang: 0,808; p=0,0361

hon so

-
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theo kiém dinh log-rank, p= 0,0081 theo kiém dinh Wilcoxon). Khi loai trir cac bénh nhan da
diéu tri ung thu sau nghién ciru, ty 1¢ sdng con toan b trung binh 1a 121,9 so v6i 61,3 tuan
trén sunitinib so véi IFN-a (ty s6 nguy co: 0,647; khoang tin cdy 95%: 0,482- 0.867; p=
0,0033 bang thir nghiém log-rank; p=0,0013 béng thir nghiém Wilcoxon).

Bang 6. Cac két qua vé tinh hiéu qua trong nghién ciru ung thw biém mé té bao thin tién trién
va/ hoic di cin (MRCC)

MRCC chua diéu tri
Thong sb tinh hi¢u qua Sunitinib IFN-o. | Gia tri P (log- HR
(n=375) (n=375) rank test) (95% CI)
"Thoi gian séng khong bénh tién 483 2] <0,000001 0,516
trién [trung binh, tudn (khoang | (46.4;58,3) | (17.1;24.0) (0,419; 0,635)
tin cdy 95%)]
" Thoi gian toi llihi khéil? ticn 49.1 9 4 <0,0001 0,5166
trién [trung binh, tuan (khoang 7 i S (0,419; 0,635)
fin cay 95%)] (46,6; 59,1) | (21,9;31,3)
387 77 <0,0001 Khong ap
"Ty 1& dap img khach quan dung
[% (khoang tin ciy 95%)] (33,7;43,8) | (5.2;109)
MRCC khang cytokin
Thong s6 tinh hiéu qua Nghién ctru 1 Nghién ctru 2
(n =106) (n=63)

Ty 1¢ dap (mg khach quan 34,0° 36,5°
[% (khoang tin cdy 95%)] (25,0; 43,8) (24,7; 49,6)
Khoang thoi gian déap Ung * 54°
[trung binh, tudn (khoang tin cay (42,0; **) (34,3; 70,1)
95%)]

* Trung vi DR chua dat duoc

** Dir liéu khong di dé xac dinh cn trén cia khoang tin cdy.

* Panh gid boi phong xét nghiém X-quang chinh theo phuong phap mu: Phim chup cia 90 bénh nhan M’éo

thai diém phan tich.
®Panh gid boi cac nghién clu vién

S .
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Hinh 1: Puong biéu dién Kaplan — Meire trong nghién ciru MRCC ¢ bénh nhin chwa
diéu tri (quan thé ITT)

SUTENT (N=379)
Trung vi 47 3 tuén

IFN-a (N=375) _
Trung vi 22,0 tuén
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IFN-o 375 207 84 38 16 0 0
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Hinh 2: Pwong biéu dién Kaplan — Meire trong nghlen c¢iru RCC & bénh nhén chwa diéu
tri (s6 nguoi tw nguyén diéu tri)

SUTENT (N=375)

Trung vi 26.4 thang
IFN-a (N=375)
Trungvi 21,8 théang

1{}(:]'-"% "

90 -

loan b (%)
i

50
~ 40+ ) t
8 30-
=
5 204 v o
» Ty s6 nguy co =0,82
@ 104 95% CI (0.67 — 1,00)
2 odp= 0051 {Log -rank khonc phantana;
i i ] i i I i
0 ?. 8 9 ‘%2 ‘:f‘"\ ‘38 21 24 27 30 33 38
Théi gian (thang)
sd lrong Ngudi co nguy co
SUTENT 375 328 283 229 180 61 g
IFN-a 375 295 242 187 149 53 1

Két qua dleu tri theo bénh nhan tu bao cdo (patients-reported outcomes - PRO) dugc danh gia
theo chi sé vé& Triéu chimg cta ung thu than tién trién trong Déanh gia chic na ia ligu phap
diéu tri (FKSI —Functional Assessment of Cancer Therapy - Advanced Ki Cancer
Symptom Index) va danh gia theo Chi s6 chung trong Déanh gia chic nang cua liéu phap diéu
tri (FACT — G - Functional Assessment of Cancer Therapy-General).

Céc tiéu chi danh gia cua két qua diéu tri theo bénh nhan tu bao cao (PRO) bao gom chi 56
FKSI, cac thang diém chi tiét hon cua FKSI - DRS (FKSI - Disease Related Symptoms), tong
chi s6 FACT- G va bén chi sb dudi la thé chét tot [Physical Well Being, PWB], biéu hién
trong xa hoi/ gla dinh tot [Social/Family Well Being, SWB], cam xtic tot [Emotional Well
Being, EWB] va tinh trang chirc nang t6t [Functional Well Being, FWB]. Chi s6 FKSI - DRS
duge x4c dinh truge 1a tiéu chi danh gia PRO chinh va dugc su dung dé danh g]a cac triéu
ching lién quan t61 ung thu than do bénh nhan bao cdo (thiéu nang luong/ mét méi, dau/ dau
xuong, giam thé trong, thd ngén, ho, sbt, tiéu ra mau) & 719 bénh nhén.

Céc bénh nhan dung sunitinib cho thdy céc chi s6 FKSI — DRS t6t hon rd rét c6 y nghia thong
ké (p < 0,0071), tong chi s0 FACT - G (p < 0,0244), PWB (p < 0,0208), FWB (p < 0,0044)
cling t6t hon han so véi & nhém dung IFN — a trong moi danh gia tai cac thoi diém sau thoi
diém ban dau cho t6i 20 chu ky diéu tri. Véi PWB, SWB, va EWB thi mirc y nghia théng ké
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tang lén trén mue 0,05 sau chu ky 13, chu ky 15 va chu ky 10 tuong tmg. So sanh véi sy khéc
biét toi thleu cd y nghia lam sang da xac dinh trude cua cac tiéu chi danh gia chinh, thi su
khac biét vé diéu tri gitra hai liéu phap vé céc triéu ching lién quan dén than (FKSI ¢ tat ca
cac thoi diém sau thoi diém ban dau va FKSI-DRS sau chu ky 3, ngay 1) va chét luong cude
song n6i chung (FACT-G & tit ca cac thoi diém sau thoi diém ban du) duoc dénh gid 12 ¢6 ¥
nghfa trén 1&m sang.

o Ung thir biéu mo 1é bao thdn va/ hodc di can (MRCC) khang cytokin

Nghién ctru pha 2 vé sunitinib dugc tién hanh trén bénh nhén da khang vdi liéu phap cytokin
cung interleukin — 2 hoac INF-a trude do. Co sdu muoi ba (63) bénh nhan dung lidu khai dau
50 mg sunitinib, mdi ngay mdt lan theo thoi gian biéu 4/2 (N=63). Tiéu chi danh gid chinh vé
hiéu qua diéu tri la ty 1& dap tmg khach quan (ORR) dua vao tiéu chuén danh gia vé dap g
trong cac khoi u dac (RECIST). Cac tiéu chi danh gia phu bao gom su danh gia vé thoi gian
t6i khi khéi u tién trién (TTP), thoi gian sdng khdéng bénh tién trién, do bén cua dap tmg (DR
— duration of response) va thoi gian song con toan bd.

Trong nghién clru nay, ty 1€ dap ang khach quan la 36,5% (khoang tin cdy 95% = 24.7% -
49,6%), thoi gian t6i khi khoi u tién trién /thoi gian song khong bénh tién trién trung binh 1a
37,7 tuan I& (khoang tin cdy 95% = 24,0 — 46,4 tudn).

Mot nghién ctru da trung tdm, don nhanh, nhan mo dé danh gia hiéu qua va do an toan cua
sunitinib dugc tién hanh trén bénh nhan ung thu biéu mé té bao than va/ hoac di can (MRCC)
da khang véi liéu phap cytokin truée d6. C6 106 bénh nhan ubng it nhit mot litu 50 mg
sunitinib theo thoi gian biéu 4/2. Tiéu chi danh gid chinh vé hiéu qua trong nghlen ciru nay la
ORR. Con céc tiéu chi danh gia phu bao gdm thoi gian tGi su khi khdi u tién trién, thoi gian
sdng khéng bénh tién trién, do bén clia dap tmg va thoi gian sdng con toan bo.

Trong nghién ctru nay, ty I¢ dap ung khach quan la 34,0% (dé tin céy 95% = 25, 0% - 43,8%).
Céc gia tri trung binh cua thoi gian tdi khi khéi u tién trién, thoi gian séng khéng bénh tién
trién, d6 bén cua dap tng va ty 1é sdng con toan bd chua xac dinh duoc.

Ciac dic tinh dwoe dong hoc

Dugc dong hoc cia sunitinib va cta sunitinib malat dugc déanh gia trén 135 n%ﬂyh/nguyén
va 226 bénh nhan c6 khoiu déc.

Hdp thu

N(‘")ng’dé t6i da trong huyét tuong (Cmax) thudng dat dugc trong vong 6 — 12 gio (Tmax) sau
khi uéng. Thirc in khong c6 anh huong téi sinh kha dyng cta sunitinib.

Phdn b6

In vitro, sunitinib gin 95% va chat chuyen héa ¢6 hoat tinh cua chat nay gan 90% vao protein
huyét twong va khong phu thudc vao nong do trong khoang 100 — 4000 nanogam/mL. Thé

tich phan bd biéu kién (Vd/F) ciia sunitinib Ién (2230 lit) ching t6 c6 phén bd vao cac mo.
Trong khoang lidu 25 — 100 mg, dién tich dudi dudong cong biéu dién nong dd - thdi gian

(AUC) va Cmax tang ty l¢ thuan vdi liéu ding.
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Chuyén héa

Gia tri Ki in vitro theo tinh todn cho moi dang CYP da nghién ctiu (CYP1A2, CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI, CYP3A4/5 AND CYP4A9/11)
cho thdy sunitinib va chét chuyén héa chu yéu cé hoat tinh nhiéu kha ndng khong co cac
twong tac thude — thude c6 ¥ nghia lam sang vdi cac thude c6 thé dugce chuyén héa boi céc
enzym CYP néu trén.

Nghién ctru in vifro cho thdy sunitinib khong gdy cam tng va ciing khong trc ché cac enzym
CYP chinh, bao gdm CYP3A4 (xem Muc 4.5).

Sunitinib chuyen hoéa chu yéu qua enzym Cytochrome P450, CYP3A4 dé tao nén chat chuyén
hoa chu yeu con hoat tinh, sau doé chuyen héa tiép tuc cling qua CYP3A4. Chét chuyén hoa c6
hoat tinh chi yéu chiém 23 — 37% cua tong lugng thude trong tuan hoan.

Thai trir

Thai trir cht yéu qua phén (61%); qua than chi co 16% cua liéu ding cho sunitinib va céc chét
chuyén hoéa. Sunitinib va chét chuyén héa chinh con hoat tinh 1a nhiing san pham chinh lién
quan t&i thude duge xac dinh trong huyet twrong, nudc tiéu va phan, chiém tuong mg la
91,5%; 86.4% va 73,8% chét danh dau phéng xa trong cac mau duoc kiém dinh. Cac chat
chuyén héa thir yéu dugc x4c dinh trong nude t1eu va phéan, nhung thuong khong tim thay
trong huyét tuong. Téong do thanh thai theo duong ubng (CI/F) la khoang 34 — 62 lit/gid vai sy

dao dong giira cac bénh nhan la 40%.

Sau khi nhiing ngudi tinh nguyén khée manh nhan mét lidu thubc udng, thoi gian ban thai
cudi cung (terminal half life) cua sunitinib va chét chuyén hoa chinh desethyl twong tng la
khoang 40-60 gio va 80-110 gio.

Duge dpng hoc & cdc nhém doi tuong dic bigt

Suy gan

Sunitinib va chat chuyén héa chu yéu chuyén hoéa chinh qua gan. Nong dé thudc trong hé
théng sau khi ding liéu don sunitinib 1 twong duong khi so sanh giira bénh nhéncuy gan nhe
(Child — Pugh loai A) hodc trung binh (Child — Pugh loai B) v&i nguoi co chuc% binh
thudng. Chua c6 nghién ctru véi sunitinib & bénh nhéan suy gan nang (Child — Pughioai C).
Suy thdn

Chua tién hanh nghién ciru 1dm sang & bénh nhan suy chirc nang than. Phan tich duge dong
hoc cho thdy duoc dong hoc cua sunitinib khong thay ddi o bénh nhan c6 do thanh thai
creatinin la 42 — 347 mL/phut. Nong do toan than sau mot lidu sunitinib la twong ty giira céc
bénh nhan suy chirc nang thén nidng (CL¢ < 30 mL/phut) va cac bénh nhén véi chirc nang thén
binh thuong (CL > 80 mL/ phut). Méc du sunitinib va chat chuyén héa chinh khong dao thai
bang tham tach mau trong cac bénh nhan ESRD (bénh théan giai doan cubi), tong ndng do toan
than giam dén 47% véi sunitinib va 31% cho chét chuyén héa chinh so véi cac bénh nhan véi
chirc nang thén binh thudng.

Dién tdm do

D c6 danh gia su kéo dai doan QT ¢ nghién ctru pha I v6i 24 bénh nhén (tudi: 20 — 87) cb
khéi u ac tmh tién trién. Véi cac ndng do diéu tri trong huyét twong thi su thay déi trung binh
ctia QTcF t6i da so voi thoi diém ban dau 1a 9,6 miligidy (khoang tin cdy 90% v&i cén trén la
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15,1 miligiay). Néu tang khoang gdp 2 lan cic ndng d6 diéu tri, thi su thay d6i trung binh cua
QTCcF t6i da so v&i mirc co ban s& 1a 15,4 miligidy (khoang tin cdy 90% CI vé&i can trén la
22,4 miligiay). Moxifloxaxin (400 mg) dung lam doi chung cho thdy c6 thay doi trung binh vé
QTcF tbi da la 5,6 miligidy so v6i mirc ban dau Khong cé benh nhan nao gip phan g lién
quan dén QTc Ién hon do 2 theo tiéu chuan vé thuft ngir vé cic tac dung khong mong mubn
v3,0. Khéong c6 bénh nhén nao c6 loan nhip tim (xem Muc 4.4).

Duwroe dong hoc trong huyét neong

Sau khi dung liéu don & nguoi tinh nguyén khoe manh, thoi gian ban thai cta sunitinib 1a
khoang 40 — 60 gid va cua chét chuyén héa chu yéu c6 hoat tinh 1a 80 — 110 gio. Neu tiép tuc
liéu hang ngay, thi thay sunitinib tich lay gdp 3 -4 lan con chét chuyén héa chu yeu 0 hoat
tinh tich lily 7 — 10 lan. Céc nong do trong trang thi on dinh cua sunitinib va ctia chat chuyén
hoa s& dat dugc trong 10 — 14 ngay. Sang Ngay 14, tong nong do trong huyét tuong cua
sunitinib va cua chét chuyén hoéa co hoat tinh la 62,9 — 101 nanogam/mL, tirc la dat ndng do
dich du doan tir cac dir liéu tién ldm sang du dé e ché thy thé phosphoryl hoa in vitro va dat
duoc su 6n dinh / giam sy phat trién cua khoi u in vivo. Khéng c6 thay ddi ¢6 ¥ nghia ve duoc
dong hoc cua sunitinib hodc ciia chat chuyen héa chu yeu co hoat tinh khi diing lién tiép cac
liéu hang ngay hodc véi cac chu ky nhéc lai trong céc ché d6 liéu thir nghiém.

Duoc dong hoc 1a tuong duong trong moi quan thé bénh nhan c6 khdiu dac da nghién clru va
& nguoi tinh nguyén khoe manh.

Duroc dong hoc o ting quan thé

Phan tich cac dir li¢u nhan chung hoc vé dugc dong hoe cho thiy khong c6 anh huong rd rét
vé lam sang cta tudi, thé trang, d6 thanh thai creatinin, giGi tmh ching toc, chi s6 ECOG t6i
duge dong hoc cua sunitinib hodc cua chét chuyén héa chu yéu c6 hoat tinh.

Trong luong, trang thai hoat dong

Phan tich cac du litu nhan ching hoc vé duge dong hoc cho thy khong can diéu chinh trong
lidu ban dau theo trong lugng hay trang thai hoat dong theo phén loai ECOG.

Gioi tinh
Céc dir lidu sin c6 cho thiy nir gidi c6 thé c6 do thanh thai (CL/F) thap hon na y¥'khoang
30%; tuy nhién su khac biét nay khong yéu cau diéu chinh liéu ban dau.

Cac dir liéu an toan tién lAm sang

Trén chudt cong va khi, ~nghién cu doc tinh v6i céac liéu nhic lai cho toi 9 thang sir dung,
thdy cac tac dong chu yéu trén co quan dich duogc xdc dinh la & duong tiéu hoa (non va tiéu
chay ¢ khi), tuyén thuogng than (tu méau va/ hodc xuat huyét vo thuong than & chudt va khi,
con & chudt la hoai tr sau d6 la xo hoa), hé¢ mau — bach huyét (giam tan sinh te bao & tuy
xuong va tiéu mo bach huyét & tuyen uc, lach va hach bach huyét), tuy ngoai tiét (mét hat té
bao nang tuy kém theo hoai tur té bao), tuyén nude bot (phi dai nang), khop xuong (tang bé
day cac dia ting truong), tir cung (teo) va budng tring (giam phat trién nang budng trimg).
Céc hién tugng trén xdy ra & mic nong do cua sunitinib trong huyet tuong c¢6 y nghia lam
sang. Céc tac dung b6 sung gép & nhiing nghién ctru khic bao gom kéo dai doan QTec, giam
phan suat téng mau that trai va teo ong tinh hoan, tang chét trung mo ¢ gian mach thén, xuét
huyét & 6ng tiéu héa va niém mac miéng, phi dai cac té bao tuyén yén. Nhimg su thay d6i & tir
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cung (teo ndi mac tir cung) va ¢ sy 1én Ién cia dia xuong (loan san sun) co thé lién quan toi
tac dung dugc ly cua sunitinib. Nhiéu loai trong céac tac dung phu néu trén 1a c6 phuc hoi sau

2 — 6 tudn ngimg diéu tri.

Ddéc tinh voi gen

Tiém nang doc tinh vai ‘gen cua sunitinib da duge danh gi in vitro va in vivo. Sunitinib khong
c6 doc tinh gay dot bién trén Vi khudn sir dung sy hoat hoa chuyen héa & gan chudt cong.
Sunitinib khong gy sai lac céu trac nh1em sic thé in vitro & té bao lympho bao mau ngoai
bién ngudi. Tinh da bi (sai lac sé nhiém séc thé) dugc quan st in vitro 6 t€ bao lympho mau
ngoai bién ngudi, & ca trudng hop co hodc khong ¢6 hoat hoa chuyén hoa. Sunitinib khong
lam pha v& nh1em sac thé o tay xuong chudt cong in vivo. Chua co su danh gia vai chat
chuyén héa chu yéu c6 hoat tinh vé tiém nang gy doc trong di truyén.

Déc tinh gay ung thie

Trong mdt nghién ctru 1 thang, ding thude qua ong thong duong ubng, danh gia cac khoang
lidu dung hang ngay lién tuc (0, 10, 25, 75 hodc 200 mg/kg/ncay) & chudt nhit nhan gen
rasH2, da gap u biéu md va ting san tuyén Brunner & ta trang khi ding liéu cao nhat (200
mg/kg/ngay).

Mdt nghién clru vé doc tinh gdy ung thu kéo dai 6 thang, dung thubc qua ong thong duong
udng, ding liéu hang ngay (0, 8, 25, hay 75 [gidm xudng 50] mg/kg/ngay), dugc tién hanh véi
chudt nhit nhan gen rasH2. Cac khéi u 4c tinh & da day-rudt, tang ty I¢ u mau ac tinh va/ hoac
su tang truong bat thudong cua cac té bao tiét niém mac da day dd dugc quan sat & liéu >25
mg/kg/ngay sau thoi gian 1 hoac 6 thang (=7.3 lan dién tich dudi dudng cong & cac bénh nhéan
duoc nhan liéu khuyén nghi hang ngay).

Trong mot nghién ciru vé doc tinh gdy ung thu kéo dai 2 nam trén chudt cbng (0; 0,33; 1 hay
3 mg/kg/ngay), dung sunitinib trong chu ky 28 ngay sau do nghi 7 ngay, cho thay cé hién
tugng phat trién u va tang san bat thudng trong tuy thuong than cta chudt cong duc nhan liéu
3 mg/kg/ngay sau >1 nam dung thubc (>7.8 lan dién tich duéi duong cong ¢ cac bénh nhén
duge nhan liéu khuyén nghj hang ngay). Ung thu tuyén Brunner xay ra 6 ta trang & lidu >
1 mg/kO/ngay & chudt cai va 3 mg/kg/ ngay ¢ chudt duc, va viéc tng san bat thuong té bao
tlet nhdy 16 rét & da day voi licu 3 mg/kg/ ngay ¢ chudt duc, tuong tng voi > BAa 7.8
Jan dién tich dudi dudng cong 6 cac bénh nhéan dugc nhan lieu khuyén nghi hang Rgay. Chua
3 moi lién hé cua cac két qua vé doc tinh gdy ung thu quan sit dugc & chut (nhan gen

rasH2) va chudt cong véi viéc diéu tri bang suitinib trén ngudi.

Béc tinh trén su sinh san va phat trién

Khéng thdy anh hudng trén sy sinh san cta chudt cong duc, ding thubc 58 ngay trude khi
giao hop voi chuot céi chua ding thude. Ciing khong thay anh huong trén sy sinh san khi cho
chudt cong céi uong thudce 14 ngay trudc khi glao hop véi chudt cong duc khong ding thude,
& liéu 0 thé dat nong do phoi nhiém toan thén gap khoang 5 Ian & ngudi. Tuy nhién, nghién
ctru vé doc tinh khi dung liéu lap lai duge tlen hanh trén chudt cdng va khi, ¢6 anh hudng toi
sur sinh san dong vat cai dudi dang thoai trién nang noan, thoai hoa hoang the thai nghén, thay
dbi ndi mac tir cung, giam cén ndng cla tr cung va budng trimg v&i mirc nong do toan than c6
y nghia lam sang. Hon nira, nghién ctru doc tinh voi cac litu nhic lai trén chudt cong, thay
anh hudng trén su sinh san chudt duc bleu hién duéi dang teo tinh hoan, giam tinh trung &
mao tinh hoan va tiéu dang keo & tuyén tién liét va tai tinh khi ndng d phoi nhiém trong
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huyét twong cao gdp 25 lan néng d phoi nhiém toan than ¢ nguoi. Khong phai moi tac dung
gap o chudt duc da duge phuc hoi vao giai doan cuoi cua thoi ky binh phuc (6 tuan).

P&i v6i chudt cong, ty 1& tir vong phoi thai lién quan t6i thude da cho thay c6 giam rd rét vé
sd luong thai séng sét, tang sé thai bj tiéu (tiéu som va tong sb), tuong mg vai tang say thai
sau khi tring da 1am tb va tong cong sb luong mat lira dé 1a 8/28 chudt céi c6 thai khi nong do
thudc trong huyét trong cao gdp 5.5 lan liéu phoi nhiém toan than & nguoi. Trén tho, c6 su
giam trong lugng tir cung cta tho cé thai va giam s6 luong thai con song do ting s6 luong thai
bi tiéu (tiéu som va tong sb), ting sdy thai sau khi trimg da lam t0 va mat lira dé & 4/6 tho cai
¢6 thai v6i nong do trong huyét tuong cao gdp 3 lan ndng do phoi nhiém toan than & nguoi.
Dung sunitinib trén chudt cbng céi trong giai doan hinh thanh co quan cua thai c6 gdy ra tac
dong trén su phat trién cua thai vai liéu mdi ngay > 5 mg/kg bao gdm ting ty 1¢ di dang khung
xuong cua thai, chi yéu biéu hién & su ¢t héa cham & dét song that lung va dot séng nguc.
Téc dong trén su phat trién cua chudt céng dugc phat hién & lidu trong huyét trong cao gdp 6
1dn ndng d6 phoi nhiém toan than ¢ nguoi. Trén tho, tac dung trén su phat trién biéu hién &
su tang ty 1€ sit moi khi phoi nhidm thudc & nong do tuong duong vai nong do dung trén
lam sang, con st moi va nut khe vom miéng khi ndng do huyét twong gép 2,7 lan nong do
phoi nhiém toan than & nguoi.

Chua tién hanh nghién ctru dy di vé doc tinh trén sur phét trién phoi thai cta tho vi nhitng téc
dong trén phdi thai da duge chimg minh rd rang trén chudt cong va trong cac nghién clru so
b trén tho.

CAC PAC TINH DUQC HQC

Danh muc ta dwgc

Mannitol, Croscarmellose natri, Povidon, Magnesi Stearat, nudc tinh khiét (néu co).

V6 nang (Sutent 12,5 mg) chira oxid sit do, titan dioxid, gelatin.

V6 nang (Sutent 25 mg) chira oxid sit den, oxid st do, oxid sét vang, titan dioxid) g¢llatin.

Vo nang (Sutent 50 mg) chira oxid st den, oxid sat do, oxid sit vang, titan dioxid, gelatin.
Twong ky,

Khoéng.

Thoi han st dung

36 thang ké tir ngay san xut.

Thén trong dic biét khi bio quan

Bao quan dudi 30°C.

Tinh chét va dung lwong ciia bao bi dong goi

Sutent 12,5 mg; 25 mg; 50 mg:
Hop 1 1o HDPE chira 28 vién nang.

Luwu y dic biét vé tiéu huy

Khéng c6 yéu cau dic biét.
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Tiéu chuan: Nha san xuat.
Nha sdn xuat:

Pfizer Italia S.r.1., /
Localita Marino del Tronto, 63100 Ascol no/ Y.

® Nhian hiéu da dang ky
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BOYTE CONG HOA XA HOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Péc lap - Tu do - Hanh phiic
$6: /0760/QLD-PK Ha N6i, ngay Ad—thing & ndm 2015
V/v cép nhét thong tin to hudng dan
su dung

Kinh gii:  Pfizer (Thailand) Ltd.,
Dia chi: Floor 36, 37, 38, United Center Building, 323 Silom Road,
Silom, Bangrak, Bangkok 10500, Thailand.

Ngay 25/3/2015, Cuc Quan ly Dugc nhéan dugc don dé nghi d& ngay
20/3/2015 va céc tai liéu lién quan cia cong ty vé viéc cép nhat thong tin to
huéng dan st dung d6i véi thudc nudce ngoai da duoc cap sé dang ky luu hanh;

Can ct Thong tu s6 44/2014/TT-BYT ngay 25/ 11/2014 cta Bo truong Bo

Y t& quy dinh viéc dang ky thudc; Thoéng tu s6 04/2008/TT-BYT ngay
12/5/2008 cuia BO trudng Bo Y t& huéng din ghi nhan thudc;

’ Cin c Bién ban thAm dinh hd so thay ddi/bd sung, Cuc Quan ly Dugc co
y kién nhu sau:

Pong y de codng ty dugc cip nhét théng tin t& huéng din st dung ddi voi
thube Sutent, s6 dang ky VN-18773-15.

Béng so sanh noi dung thay doi ctia to& huéng dan st dung dugc dong dau
x4c nhan ctia Cuc Quan 1y Dugc.

Ngoai noi dung dugc thay déi trén, tat ca cdc ndi dung khic gilt nguyén
nhu hd so ding ky thudc luu tai Cuc Quan 1y Duge.

Cong ty ding k¥, nha san xudt phai chiu trach nhiém vé chét lugng doi véi
thudc luu hanh trén thi trudng, ndi dung ghi trén nhan thudc, quy dinh vé s& hitu
tri tué lién quan dén nhan hiéu hang hod ctia thude va c6 trach nhiém thong bdo
su thay déi nay dén cdc co quan lién quan va khach hang.

Sau 03 thang ké tir ngay ky cong van nay cong ty khong duoc nhap khiu
thudc trén véi noi dung cii da thay déi cta to hudng dan str dung.

Cuc Quan ly Dugc théng béao dé cong ty biét va thuc hién ding cac quy
dinh ctia Viét Nam vé luu hanh thuoc./.
Noinhan:
- Nhu trén;
- Luu: VT, DK (Li).

~

Nguyen Viét Hung



BAN TOM TAT THAY POI TRONG TO HUONG DAN SU DUNG CUA THUOC

SUTENT 50 mg (SPK: VN-18773-15)

TO HUONG DAN SU DUNG CU
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(phan loai bo duoe-gaeh-s

TO HUONG DAN SU DUNG MOI
(Phén thém vao/ thay déi duge danh ddu vang)
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BOY TE
. . ) CUC QUAN LY DUQC R i .
1. TENSAN PHAM ~ ~ A 1. TEN SAN PHAM
DA PHE DUYET ®
SUTENT : SUTENT
TD/BS nghv.4F thing 6 _nam 00AC
4. PAC TINH LAM SANG (theo cong van4/070.0). /QLD-DK) 4. DAC TINH LAM SANG
4.1. Chi dinh diéu tri 4.1 Chi dinh diéu tri
Sunitinib duoc chi dinh diu trj khdi u md dém duong tiéu hoa (GIST Sunitinib dugc chi dinh diéu tri khéi u mo dém dudng tiéu hoa
- gastrointestinal stromal tumor) sau khi thdt bai didu trj bang (GIST - gastromtestmal stromal tumor) sau khi that bai trong viéc
imatinib mesylat do bi dé& khang hodc khong dung nap (xem muc didu tri bang imatinib mesylat do bi dé khang ho#ic khong dung nap
5:1): (xem Muc 5.1).
4.4. Canh bao diic biét va than trong khi sir dung 4.4 Canh bao dic biét va than trong khi sir dung

Da va mo

Trong mét s6 truong hop nghi ngo héng ban da dang, bénh nhan da

dung nap thuoc dung lai lleu phap sumtmlb o lleu thap hon sau-iht
ting dugc

dung bién phap diéu tri dong thor] VGi corticosteroid hoic thudc
khang histamin.

Da va mo

Trong mot so trrong hop nghi ngo hdéng ban da dang, mot vai
ngudi trong s6 nhitng bénh nhan sau khi da duogc giai quyét tinh
trang phan tng ¢6 dung nap thudc khi dung lai liéu phép sunitinib
& liéu thdp hon ciing duge dung bién phap didu tri dong thoi véi
corticosteroid hodic thudc khang histamin.
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Huyét hoc

Giam s6 luong tuyét doi bach cdu trung tinh va giam s6 luong tiéu
céu da dugce bdo cdo trong cdc thir nghiém lam sang. Céc bién cb nay
khéong tich iy, c6 thé héi phuc va khong can phai ngimg thude.
Ngoai ra, ¢6 nhitng truong hop xuat huyét tr vong c6 lién quan dén
giam bach cau dé dugc bdo céo trong qua trinh luu hanh thude.

Kéo dai doan OT

Huyét hoc

Giam sO luong tuyét déi bach ciu trung tinh va giam sO lugng tiéu
cau da dugc béo céo trong cac thir nghiém lam sang. Cac bién ¢6 ndy
khong tich liy, ¢co thé hdi phuc va khong can phal ngimg thudc.
Ngoal ra, ¢ nhiing truong hop xuét huyét tir vong ¢6 lién quan dén
giam bach cau da dugce béo céo trong qué trinh luu hanh thude.

Tinh trang thleu mau di dugc quan sat thdy trong ca giai doan s6m
va muén khi diéu tri bang sunitinib; céc truong hop thiéu mau cép
do 3 va 4 di dugc bao céo.

Kéo dai doan QT

Hién twong thuyén tic huyét khoi tinh mach

Hién tugng thuyén tac huyét khéi tinh mach lién quan dén diéu trj
duge bao cdo trong khoang 1,0% bénh nhén co khdi u dic da dung
sunitinib trong thir nghiém [dm sang, bao gbm cac bénh nhén c6
khéi u mé dém duong tiu héa (GIST) va bénh nhan ung thu biéu
md t& bao than tién trién va/ hoic di can (MRCC).

7 bénh nhan (3%) dung sunitinib va khong c6 bénh nhan dung gla
duoc trong nghién clru pha 3 GIST bi hién tugng thuyén tac huyét
khéi tinh mach; 5 trong so 7 ngudi bi huyet khéi tinh mach sdu
(deep venous thl’OI’l’lbOSlS -DVT) d6 3, va 2 ngudi thi 0 do 1 hodc
do 2. 4 trong s6 7 bénh nhén GIST nay phai ngung diéu tri sau khi
quan sat thdy huyét khéi tinh mach sau (DVT) lan déu tién.

13 bénh nhéan (3%) dung sunitinib trong nghién ctru pha 3 MRCC
chua timg diéu trj trudc d6 va 4 bénh nhén (2%) trong hai nghién
cru MRCC khéang cytokin gdp céc hién tuong thuyén téc huyet
khéi tinh mach da duge bao céo. 9 trong s6 cac bénh nhan dé bi thc
tinh mach phdi, 1 nguoi ¢ do 2 va 8 ngudi 6 do 4. 8 trong sb céc
bénh nhan d6 bi huyét khdi tinh mach sau, 1 ngudi ¢ do 1, 2 ngu'cn
0do2 4 nguorl & d6 3 va 1 nguoi 6 do 4. 1 bénh nhén bl tac tinh
mach phdi trong nghién ctu MRCC khang cytokin phai nging
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Hoai tir xuwong ham

Bénh hoai tir xuong ham duogc quan sat thdy khong thuong xuyén
trong cac thir nghiém lam sang va cac bao cio héuméat & bénh nhan
diéu tri bang sunitinib.

Héi chimg Ly gidi khoi u (TLS)
Céc trLrorng hop ly giai khdi u, mot sb truong hop tir vong, duge quan
sat thdy vdi tan suat hiém trong cac thir nghiém ldm sang va bdo cao

héu-mét ¢ nhitng bénh nhén diéu tri bing sunitinib. Bénh nhan
thudng c6 nguy co xuét hién hdi chimg ly gidi khdi u la nhimng bénh

dung thudc.

Trong sb cac bénh nhén ung thu biéu mé té bao than tién trién va/
hodc di cin (MRCC) chua ting diéu tri trude do ma didu tri boi
[FN-a, c6 6 bénh nhan (2%) gép hién tuong thuyén tic huyet khéi
tinh mach; 1 bénh nhén (< 1%) gép hién tuong huyét khbi tinh
mach siu & d6 3 va 5 bénh nhan (1%) bi tic tinh mach phoi, tat ca
déu & do 4.

Khdng c6 trudng hop tir vong nao duge bdo cdo trong nghién clru
GIST va MRCC. Cac truong hop tir vong da dugc quan sat thay
trong khi luu hanh thudc trén thi truong (xem cac bién cd trén hé
hé hap va Muc 4.8).

Hién twong thuyén tdc huyét khoi dong mach

Céc hién tuong thuyén tic huyét khéi dong mach (arterial
thromboembolic events - ATE), d6i khi gay tir vong, da dugc bao
céo ¢ bénh nhén didu tri bang sunitinib. Bién c6 thuong gip nhét
bao gom tai bién mach mau ndo, con thleu maéu cyc bd thoang qua
va nh01 mau ndo. Ngoai bénh 4c tinh tiém 4n sin cd trong co thé va
d6 tudi > 65 thi tang huyét ap, tleu dudng va tién str méc bénh
thuyén tic huyet khéi cling la cac yéu t& nguy co cd thé gay ra hién
tuong thuyén tic huyét khéi dong mach (ATE).

Hoai tir xwong ham
Bénh hoai tir xwong ham dugc quan sat thay khong thudng xuyen

trong c4c thir nghiém lam sang va céc bao céo sau khi thude luu hanh
0 bénh nhan diéu tri bang sunitinib.

Hoi chimng ly gidi khoi u (TLS)
Céc truong hop ly giai | khéi u, mdt s trudng hop tir vong, dugc quan
sét thdy v6i tan sudt hiém trong cac thir nghiém lam sang va bao céo

sau khi thudc luu hanh & nhiing bénh nhan diéu tri bang sunitinib.
Bénh nhan thuong ¢ nguy co xuat hién hdi chang ly giai khéi u 1a
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nhan c6 khdi u 16n trude khi phiu thuat. Nhitng bénh nhén nay nén
duoc theo ddi chit ché va diéu tri dua trén cac tri¢u chirng lam sang.

il g Baaat

Cac truong hop viém cdn mac hoai tir hiém gép, bao ngm ca viém
can mac hoai tir ving ddy chau, doi khi gdy tir vong, dd dugc bao
c4ao0. Can ngung lidu phap sunitinib & bénh nhéan phéttrién viém cén
mac hoai tir va bat dau phuong phap diéu tri thich hop ngay l4p tirc.

nhimg bénh nhén co6 khdi u 16n trude khi phau thuat. Nhitng bénh
nhan nay nén dugc theo ddi chit ché va diéu tri dua trén cc triéu

chung lam sang.
Nhiém trimg

Cac truong h0’p nhiém tring nghiém trong, kém hodc khong kem
giam bach cau trung tinh, bao gom mét s truong hop tir vong, da
dugc bao céo. Nhiém trang thudng gap nhét trong diéu trj bang
sunitinib 1a nhiém tring dién hinh & cac bénh nhén ung thu, vi du:
nhiém trung ho hap, nhiém tring dudng tiét niéu, nhiém tring da,
va nhiém tring méu.

Céc truong hop viém can mac hoai tir hiém gap, bao gdm ca viém
can mac hoai tir ving day chau, doi khi gy tir vong, da dugc bao
céo. Can ngung liéu phap sunitinib & cdc bénh nhén ¢6 biéu hién
viém cAn mac hoai tir va bt dau phuong phap diéu tri thich hop
ngay lp tirc.

Huyét khoi trong mao mach

Cac truong hop bi huyét kh01 trong mao mach (thrombotic
microangiopathy - TMA), bao gdm huyét khdi xuét huyét giam tiéu
cau (thrombotlc thrombocytopemc purpura - TTP) va hoi chimg
ting u-ré mau tan huyét (hemolytic uremic syndrome - HUS), d6i
khi d4n dén suy than hodc gy tir vong, da dugc bdo cdo trong thir
nghiém lam sang va trong qua trinh luu hanh thudc khi ding liéu
phap don tri bing sunitinib va két hop voi bevacuzumab Can
nglmg dung sunitinib ¢ bénh nhan 6 biéu hién huyét khbi trong
mao mach. Bién c¢b huyét khéi trong mao mach (TMA) bién mat
sau khi ngimg diéu tri dd duoc quan sat thay.

4.8 Tac dung khong mong mudn

Tén 56 clia cac tac dyng khong mong mudn (ADR) trinh bay trong
muc nay 13 tin sé cia bién co xay ra 0 nhiing bénh nhan diéu tri
bing sunitinib khong phu thudc vao két qua danh gia , quan hé

4.8 Tac dung khong mong mudn

Tén suét cua cic tic dung khong mong mudn (ADR) trinh bay
trong muc nay 1A tAn suét cua bién cd xay ra ¢ nhiing bénh nhén
didu tri bing sunitinib khong phu thudc vao két qua danh gid, quan
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nhén qua.

J—an—se clia céc tac dung khong mong mudn xay ra khi dang diéu tri
do tat ca moi nguyén nhan dugc bdo cdo ¢ nhitng bénh nhan dung
sunitinib trong nghién ctru don tri liu trén bénh ung thu t€ bao than
va u mé dém dudng tiéu hoa giai doan tién trién va tir céc bdo cao
hau-mat dugc liét ké bén dudi theo hé théng/ co quan, thn 56 va do

nang.
Tén sé duoc quy dinh nhu sau: rét thuong gip (= 1/10), thuong gap
(= 1/100 t6i < 1/10), it gap (= 1/1000 tGi < 1/100), hiém gip =
1/10.000 t&i < 1/1.000), rat hiém gap (< 1/10.000).
Bang 1. Tén 56 tac dung khéng mong mudn xay ra khi dang diéu tri
do tit caA moi nguyén nhan trong nghién ciru GIST mu doi, giai
doan diéu tri

hé nhan qua.

Phan nhém tin suét clia cac tac dung khéng mong mubn xay ra khi
dang diéu tri do tat ca moi nguyén nhin dugc bao cdo ¢ nhing
bénh nhén dung sunitinib trong nghién ciru don tri ligu trén bénh
ung thu té bao than va u md dém duong tiéu hoéa giai doan tién
trién va tir cac bao cdo sau khi thuée luu hanh dugc liét ké bén
duéi theo hé théng/ co quan, phan nhém tAn suét va do ning.

Tén suét duoc quy dinh nhu sau: rat thuong gip (= 1/10), thuong
gap (= 1/100 t6i < 1/10), it gap (= 1/1000 t6i < 1/100), hiém gip (=
1/10.000 t&i < 1/1.000), rét hiém gip (< 1/10.000).

Bang 1. Tén suit tic dung khéng mong mubn xiy ra khi dang diéu
tri do tit ci moi nguyén nhén trong nghién ciru GIST mu ddi, giai
doan diéu tri

Phén loai Tén sb Bién cb T4t ci cdc bo3 bo4 Phén loai Tén suéit Bién cb Tét ca cic b3 bj 4
theo hé co mire d§ n (%) n (%) theo hé co mirc do n (%) n (%)
quan n (%) quan n (%)

R6i loan Roi loan
chung vatinh | RAt thuomg giip | Phu=**** 13 (5.1) 1(0.4) 0 (0,0) chung vatinh | Rat thudng gap | Phu nEtrER 13 (5,1) 1(0.4) 0(0,0)
trangtainoi | . trang tai noi -
sir dung thude sir dung thube

kx4 #Phi — Bao gdm nhimg thudt ngir sau: Phit va phil ngoai bién.

Bang 2. Téin sé tac dung khong mong mudn xay ra khi dang diéu tri
do tat ¢4 moi nguyén nhin & bénh nhin MRCC khing cytokin

#xx6 %Pl nd— Bao gdm nhimg thudt ngir sau: Ph va phii ngoai bién.

Béing 2. TAn suéit tic dung khéng mong mudn xay ra khi dang diéu
tri do tit ca moi nguyén nhin & bénh nhin MRCC khang cytokin

Phin loai Tén 56 Bién cb Tit ca cde P) 3 P4 Phan loai Tién suéit Bién ¢ Tit ca cic Pj 3 Pj 4
theo hé cor mire d§ n (%) n (%) theo hé co mirc do n (%) n (%)
quan n (%) quan n (%)




Bing 3. Tic dung khong mong mudn ciia thudce bio cao & bénh
nhin MRCC chua tirng diéu tri dung sunitinib hodc IFN-a

Bang 3. Tac dung khong mong muén ciia thude bdo cio & bénh
nhin MRCC chuwa tirng diéu tri dung sunitinib hoic IFN-a

Phénloai | Tinsé Bién ¢b Tét ci P) 3/4 Titca | Do 3/4| [ Phanloai | Tan sudt Bién cb Tét ca Dj 3/4 Titca | P93/
theo hé co cac dj Sunitinib | cdc mie | IFN-c| | theo hé co cac mire | Sunitinib | cac mire | IFN-o
quan sunitinib n (%) do n(%)| | quan dd n (%) dj n (%)
n (%) IFN-a sunitinib IFN-o.
n (%) n (%) n (%)

Bio cao sau khi thude lwu hanh

Céac ADR phat hién sau khi thube duge luu hanh tir tat ca cac
ngudn (thtr nghiém 1am sang, béo cao ty phat va cic ngudn khac)
dugc liét ké bén dudi (xem thém Muc 4.4). Vi nhiing phan (ng
nay duogc bdo cdo mdt cach tu gidc tir mot quan thé ¢ ¢¥ mau
khong rd rang, viéc udc luong mot cach dang tin cdy tin 56 hodc
thiét lap moi quan hé nhan qua voi viéc dung thudc khong phai
[udn c6 thé thuc hién duogc.

R6i loan mdu va hé bach huyét

Céc truong hop bi huyét khéi trong mao mach di dugc bao cao.
Nén tam thoi ngung dung sunitinib; sau khi giai quyet bién cb
xong, ¢6 thé didu tri tiép theo quyét dinh cua bac s didu tri.

Rai loan tim mach

Suy tim, suy tim sung huyet suy-that-trai: khoang QT kéo dai va
xoan dinh, bénh co tim, thiéu mau cuc bd co tim va nhdi mau co
tim, trong mét s truong hop gay tir vong, dd dugc bio céo.

B:o cao sau khi thude lwu hanh

Cac ADR phat hién sau khi thubc duoc lwu hanh tir tat ca cac
ngudn (thir nghiém 14m sang, bdo cdo tu phat va cac ngudn khac)
duoc liét ké bén dudi (xem thém Muc 4.4). V1 nhung phan ung
nay dugc bao cdo mot cach tu giac tir mot quan the c6 ¢ mau
khong ro rang, viée udc lugng mot cach dang tin cdy tan sudt hodc
thiét 1ap mdi quan hé nhan qua véi viéc dung thubc khong phai
ludn cé thé thuc hién duge.

R6i loan mdu va hé bach huyét

Céc trudong hop bi huyét khéi trong mao mach, trong mot s
trudng hop gdy tir vong, da dugc bao cao. Nén tam thoi ngung
dung sumtlmb sau khi giai quyet bién ¢b xong, cé thé diéu tri tiép
theo quyét dinh cua bac si diéu tri.

Roi loan tim mach

Suy tim, suy tim sung huyét, khoang QT kéo dai va X0An dinh,
bénh co tim, thiéu mau cuc bo co tim, suy tAm that trdi, va nhdi
méu co tim, trong mot sb truong hop gdy tir vong, da dugc bdo
cao.
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5. CACPAC TINH DUQC LY HQC

5.1 Cic dic tinh dwoe lue hoc

Tém hroe cac tiéu chi danh gia vé hiéu qua

Bang 4. C ¢
(quan the ITT)

Didu tri ma dbi

Trung binh (95% Ty I€ riii ro Nhém
dd tin cdy) chuyén tir
gia duge
Tiéu chi danh gia Sunitinib | Gid dwge | (khodng tin P Cich diéu
ciiy 95%) tri®

...Viéc danh gia chinh bing X quang dugc ngung sau khi tiéu chi
danh gia chinh dat-duee-. Ty 1¢ dap ing khach quan dugc danh gia
bai nguodi nghién ctru 1a 46% (khoang tin cay 95%: 41, 51) cho
nhém sunitinib va 12% (khoang tin cdy 95%: 9, 16) cho nhom IFN-
o [p<0,001] (xem Béng 6).

Bing 6. Cac ket qua vé tinh hi¢u qua trong nghién ciru ung thwr
biém mé té bao thén tién trién va/ hoic di cin (MRCC)

Hinh 1: Dwong biéu dién Kaplan — Meire trong nghién ciru

5.

CAC PAC TINH DUQC LY HQC

5.1 Cac dic tinh dwge lue hoc

Tém lwge cac tiéu chi danh gia vé hi¢u qua

Bing 4. : ¢
(quan thé ITT)

Diéu tri mu doi

Trung binh (95% Ty I€ rii ro Nhém

db tin ciy) (HR) chuyén tir

gid dwge

Tiéu chi danh gid Sunitinib | Gi# dwoe | (khodng tin P Céch didu
cily 95%) tri’

...Viéc danh gia chinh bing X quang dugc ngung sau khi dat dugc
tiéu chi danh gia chinh. Ty 1& dp Gng khach quan dugc dénh gia
bdi ngudi nghién ctru 1a 46% (khoang tin cdy 95%: 41, 51) cho
nhém sunitinib va 12% (khoang tin cdy 95%: 9, 16) cho nhém
[FN-o [p<0,001] (xem Béang 6).

Béang 6 Cac ket qua vé tlnh hi€u qua trong nghién ciru ung thw
biéu mé té bao than tién trién va/ hoic di cin (MRCC)

Hinh 1: Puong biéu dién Kaplan — Meier trong nghién ciru
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MRCC & bénh nhan chwa diu tri (quan thé ITT) MRCC & bénh nhan chwa diéu tri (quan thé ITT)
Hinh 2: Puong biéu dién Kaplan — Meire trong nghién ciru RCC & Hinh 2: Duong biéu dién Kaplan — Meier trong nghién ciru
bénh nhin chwa diéu tri (s6 nguwdi tw nguyén diéu tri) RCC & bénh nhén chwa diéu tri (s6 nguoi tw nguyén diéu tri)
5.2 Cac dic tinh dwge dong hoe 5.2 Cac dic tinh dwoc djng hoc
..Sunitinib chuyén héa chu yeu qua enzym Cytochrome P450, ..Sunitinib chuyén héa chu yeu qua enzym Cytochrome P450,
CYP3A4 dé tao nén chét chuyén héa chu yéu con hoat tinh, sau CYP3A4 dé tao nén chét chuyén hoa chu yéu con hoat tinh, sau
do chuyén hoa tlep tuc cling qua CYP3A4. Chét chuyen héa co d6 chuyén héa tlep tuc ciing qua CYP3A4. Chéat chuyen héa c6
hoat tinh chu yéu chiém 23 — 37% cta tong lugng thudc trong hoat tinh chu yéu chiém 23% — 37% cua tong lugng thude trong
tuan hoan. tuan hoan.
LPD date: Aug19:2044 LPD date: Feb 17,2015
Reference CDS date: Aug+4:2014 Reference CDS date: Feb 12, 2015
Reference UK SPC: Feb, 2015
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