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Rx

SUTENT™

CANH BAO PAC BIET:

Chi st dung thude nay theo don.

Khong dung quéa lidu da duoc chi dinh.

Poc ki hudng dan sir dung trude khi dung.

Hay tham khao y kién bac sy dé c6 thém thong tin.

Hay thong bao cho bac sy néu xay ra bat ky tac dung ngoai y nao.
Khéng sir dung thuoc da qua han dung.

Pé thude ngoai tam voi cua tré em.

1.

4.2.

TEN SAN PHAM
SUTENT

THANH PHAN PINH LUQNG VA PINH TiNH
M&i vién nang chira 12,5 mg; 25 mg hodc 50 mg sunitinib (dudi dang mudi malat)

DANG BAO CHE
Vién nang cimg

PAC TINH LAM SANG

. Chi dinh diu tri ‘ ’
Sunitinib dugc chi dinh diéu tri khoi u mo dém dudng tiéu héa (GIST - gastroin al sfromal

tumor) sau khi thét bai diéu trj bang imatinib mesylat do bi dé khang hodc khong dung nap (xem
muc 5.1).

Sunitinib con ding diéu tri ung thu biéu mé té bao than tién trién va / hodc di cin (MRCC -
metastatic renal cell carcinoma) & nhitng bénh nhan chua duge ding thude (xem muc 5.1).

Sunitinib con ding diéu tri ung thu biéu mo € bao thén tién trién va / hode di can (MRCC) sau
khi that bai vé diéu tri dua vao cytokin (xem muc 5.1).

Liéu dung va phuong phap sir dung

Lidu khuyen cdo cla sunitinib 12 uéng mot lan duy nhét 50mg mdi ngdy, dung trong 4 tuan
lién, tlep theo 12 thoi gian nghi 2 tuan (thdi gian biéu 4/2) dé gdm chu ky tron ven 13 6 tuan.
Co the ubng sunitinib cting hodc khéng cung thirc an.

Khi quén khong uéng mot liéu, bénh nhan khéng dugc ubng lidu bd sung. Bénh nhén can
dung liéu théng thuong da dugc chi dinh vao ngay hom sau.

Thay dbi liéu

D¢ an toan va dung nap: thay déi lidu timg nic 12,5mg dugc ap dung can cr vao do an toan
va su dung nap ciia timg ca thé dé dung t6i 75mg hodc xudng 25mg.

Dirng liéu c6 thé dugc yéu cau dua trén dg an toan va su dung nap cua ting ca thé.
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4.3.

4.4.

Uc ché / gdy cam ung CYP344:

Phéi hop sunitinib véi cac chat gdy cam ing manh CYP3A4 nhu rifampicin thi can tranh
(xem muc 4.5). Néu khong thé tranh ph01 hop thi lidu sunitinib can ting theo ting néc
12,5mg cho tdi lidu t6i da la 87,5mg mdi ngdy, dua vao theo ddi can than vé su dung nap
thude.

Phdi hop sunitinib véi cac chat e ché manh CYP3A4 nhu ketoconazol thi can tranh (xem
muc 4.5). Néu khong thé tranh phdi hop, thi cin giam liéu sunitinib theo timg nac cho dén
lidu téi thiéu mdi ngay la 37,5mg.

Khuyén cdo nén chon thude thay thé ma khong c6 hodc 6 rat it tiém nang gdy cam g hoic
trc ché CYP3A4 dé phoi hop vdi sunitinib.

Vi tré em:
Chura xac dinh dugc d6 an toan va hiéu luc cla sunitinib ¢ bénh nhi.

V6i ngudi cao tudi:

Khéng doi hoi chinh liéu & bénh nhén cao tudi. C6 khoang 34% s ngudi trong cac nghién
clru 1am sang vé sunitinib 1a > 65 tudi. Khéng c6 khac bi¢t c6 y nghia vé su an toan hoac hicu
luc thude gitra bénh nhan tré tudi voi cao tudi.

Suy gan:

Khong can diéu chinh liéu khi diing sunitinib cho bénh nhan suy gan rihe (Child-Pugh loai A)
hodc trung binh (Child-Pugh loai B). Chua c6 nghién ctru sir dung sunitinib ¢ bénh nhan suy
gan nang (Child-Pugh loai C) (xem muc 5.2).

Suy thén:
Khong cin diéu chinh liéu khai dau khi ding sunitinib cho bénh nhan suy thanahe\V néng)
hodc cho bénh nhén bi bénh than giai doan cubi dang phai thim tach mau. Viée diéu chinh

lidu dung tiép theo nén dua vao do an toan va kha nang dung nap cta moi bénh nhén.

Chong chi dinh
CAm dung sunitinib cho bénh nhan qua man cam vdi sunitinib va bét ky thanh phan nao cta ché

pham.

Canh bao dac biét va than trong khi sir dung

Da va mo

Péi mau da, ¢o thé do mau (vang) cia hoat chat 1a hién tuong c6 hai _chung lién quan t6i thube
va gip & khoang 30% s6 bénh nhan. Bénh can duoc canh bao la s mét sic t6 da hodc toc co thé
gdp khi dung sunitinib. Nhitng tac dung khéc trén da c6 thé gap 1a kho, day va gy da, vét phong
hodc c¢é khi phat ban ¢ gan ban tay, chan.

Nhitng hién tugng trén day khong tich Iy, co thé hoi phuc va thuong khong can ngimg diéu tri.
Hién tuwong chay mau va chay mau khéi u

Céc hién tuong chay mau dugc bao cdo hau mai bao gdm tir vong, bao gdm ca xuat huyét tidu
héa, h6 hap, khdi u, duong tiét niéu va ndo. Trong cac thur nghiém lan sang, chay méu khéi u

lién quan tdi diéu tri gap & khoang 2% s6 bénh nhan GIST, nhiing hién tuong nay c6 thé gap dot
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ngdt va trong truomg hop cac khéi u & phdi, c6 thé biéu hién bang ho ra méu hogc xuat huyét
phoi nghiém trong va de doa tinh mang.

Céc trudng hop xuat huyét phoi, mot vai truong hop dan dén tir vong, duoc quan sat trong cac
thir nghiém 14m sang va duoc bao cdo hdu mai ¢ nhiing bénh nhan sir duna sunitinib dé diéu tri
MRCC, GIST va ung thu phdi té bao khéng nho c6 di cin (NSCLC - metastatic non-small cell
lung cancer). Sunitinib khong dugc chép nhan dé dung cho bénh nhén véi NSCLC.

Céc hién tuong xuat huyét gip & 18% sb bénh nhan dung sunitinib & pha diéu tri md doi ciia
nghién cru GIST so v6i 17% & bénh nhan ding placebo Véi bénh nhan dung sunitinib dé chira
MRCC ma chua dung thudc, thay cd 39% so ngudi cé cac hién tugng chay méu so véi 11% sd
bénh nhin ding interferon alpha (IFN — @). C6 11 bénh nhan (3,1%) dung sunitinib so voi 1
bénh nhan (0,3%) dung IFN — @ c6 gép cdc hién tuong chay mau lién quan dén thude va o muc
d6 > 3. Trong s6 bénh nhan dung sunitinib dé dleu tri MRCC khang cytokin, ¢6 26% s6 ngudi
xuét huyét. Danh gia thuong quy hién twong nay can bao gdm dém méu toan thé va kham thuc
thé.

éng tiéu hoa
Hiém gip céac bién chung tiéu héa nghiém trong, cé khi gy tr vong, bao gdm thung 6ng tiéu
héa & bénh nhén bi u 4c tinh trong bung ma dung sunitinib.

Cdc hién tuwong tiéu hoa
Budn ndn, tiéu chay, viém miéng, kho tiéu va nén la cac hi¢n twong tiéu héa lién quan toi thudc

thuong gap nhat. Piéu tri hd tro cac hién tugng cé hai & duong tiéu hda co thé bao gdm thude
chéng nén hodc chdng tiéu chay.

Viem tuy
C6 gap tang lipase va amylase — huyét thanh & bénh nhan c6 khdi u rin ma dung s ib/ Su
tang ham luong llpase la nhét thoi va thuong khong kem theo dau higu hodc trigu ¢
tuy tang & nhing ngudi ¢6 cac khdi u ran khac nhau. Viém tuy gip & 0,4% s6 bénh nhan c6 khoi
u ran. Néu gip cac triéu chiing viém tuy hodc bénh gan, bénh nhan can nglmg duing sunitinib va
¢6 bién phép san séc hd trg thich hop.

Ddéc tinh gan

Doc tinh gan dé duoc quan sat thdy ¢ nhiing bénh nhan diéu trj bang sunitinib. Céc trudng hop
suy gan, mét vai din dén tir vong, duoc quan sat thdy & < 1% bénh nhan c6 khéi u ran diéu tri
bang sunitinib. Theo ddi cac xét nghiém chic nang gan (nong d¢ alanin transaminase [ALT],
aspartat transaminase [AST], bilirubin) trudc khi bat dau didu tri, trong mdi chu ki diéu tri, va
khi dugc chi dinh lam sang. Can nglng sunitinib khi gap cac tac dung khong mong mudn vé
gan & do 3 va do 4 va khong tiép tuc néu khong ¢ giai phap.

Huyét hoc

Giam luong tuyét doi bach cau trung tinh v6i d nghiém trong mirc 3 va 4cogap 6 13,1% va
0,9% tuong (mg. Giam luong tiéu cau do 3 gip & 4% va dd 4 gép 6 0.5% s6 bénh nhan. Cac hién
tuong trén khong tich liy, co héi phuc va khong can phai ngimg thudc. Ngoai ra, c6 nhitng
truong hop xuét huyét tir vong c6 lién quan dén giam bach cau da duoc bdo cdo hau mai.
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Can tién hanh dém mau toan thé vao liic khoi dau mdi chu ky diéu tri cho bénh nhan ding
sunitinib.

Tim mach

Pi ¢6 céc bao cao hau mai vé cac bién cd tim mach, bao gom suy tim, bénh co tim, roi loan co
tim, trong d6 mot vai truong hop tir vong. Trong céc thir nghiém l1am sang, giam phén Xudt tOng
mau & tam thét trai (LVEF - left ventricular ejection fraction) & > 20% va dudi ranh giGi thap
cta binh thufmg gap & khoang 2% bénh nhan GIST dung sunitinib, & 4% bénh nhan MRCC
khang vdi cytokin va ¢ 2% bénh nhan dung placebo. Su giam sit LVEF nay khong c6 vé tién
trién va thuong duoc cai thién khi tiép tuc diéu tri.

Nghién ctru MRCC & bénh nhan chua diéu trj thdy c6 27% sé ngudi dung sunitinib va 15% sd
nguoi dung [FN —a da co gia tri LVEF dudi mire LLN. C6 hai bénh nhan (<1%) dung sunitinib
duge chén doan la c6 bénh tim xung huyét (CHF - congestive heart failure).

Céc hién tuong c6 hai lién quan t6i didu tri vé “bénh tlm” “bénh tim xung huyét” hodc “bénh
tAm that trai” da gip & 0,7% so bénh nhan c6 khéi u rén va & 1% s6 bénh nhéan dung placebo.
Nhimg bénh nhan sau day bi loai khoi cac nghién ciru lam sang vé sunitinib:

Ngudi c6 cac hién tugng tim trong vong 12 thang trudce khi dung sunitinib, nhu nhdi mau co tim
(bao gbm dau thit nguc nghiém trong/khéng on dinh), da bi bic ciu dong mach ngoai bién /
vanh tim, CHF triéu chirng, tai bién mach néo, con thiéu mau cuc bd thoang qua, hogc tdc mach
phdi. Chua rd bénh nhén trong cac diéu kién ph01 hop co thé c6 nguy co hon vé phét trién sy roi
loan chirc nang tam thét trai do thudc. Thay thuoc can duoc dan do cin nhéc gilta nguy co voi
tiém nang loi ich cta thubc. Cac bénh nhan nay can dugc theo ddi chu déo vé cac dau hiéu va
tri¢u chimg lam sang cua CHF mdi khi dung sunitinib. Ciing nén cén nhac dénh gia dinh ky va
mtrc co ban cua LVEF mo1 khi bénh nhén dung sunitinib. V&i bénh nhan khong co cac yéu td |
nguy co vé tim, nén can nhic danh gia mirc co ban cta phan xuét tbng méu.

Khi ¢6 mat cac biéu hién lam sang ctia CHF, khuyén céo can ngimg ding sunitinib. Lié
cta sunitinib cAn nglmg va / hodc giam ¢ bénh nhén tuy khong co bang chimg lam san
CHF nhung lai ¢6 phan xuét tdng mau < 50% va > 20% dudi mirc co ban.

Kéo dai doan OT

V6i ndng d6 gap khoang 2 1an nong do diéu tri, thi ¢6 thay sunitinib kéo dai doan QTcF (hiéu
chinh Fridericia) (xem muc 5. 2). Khong c6 bénh nhén cd tiéu chuan vé thuat ngit Ién hon do 2
ve céac hién tuong c6 hai v3.0 (CTCAE - Common Termmo]ogy Criteria for Adverse Events)
vé kéo dai doan QT/QTe. Su kéo dai doan QT co6 the dan t6i lam ting nguy co loan nhip tdm
thét bao gdbm xoén dinh. Xoan dinh ¢ gip & <0, 1% s6 bénh nhan phoi nhidm véi sunitinib. Cén
dung sunitinib than trong cho bénh nhan da c6 tién sir kéo dai doan QT, bénh nhén dang ding
thu6e chdng loan nhip tim, hoac bénh nhan trudc ddy dé c6 bénh tim, nhip tim cham hoéc co roi
loan dién giai. Phdi hop véi cac thuoc trc ché CYP3A4 c6 thé lam ting ndng do sunitinib trong
huyét tuong, ciing phai than trong va can giam lidu sunitinib (xem cac muc 4.2 va 4.5)

Tang huyet ap

Tang huyét ap do thubc sunitinib gip & khoang 16% s6 bénh nhan c6 khéi u rdn. Can giam
sunitinib hodc tam ngirng thubc & khoang 2,7% s6 bénh nhan. Khong c6 bénh nhén nao phai
ngimg dicu tri. . Tang huyét p nghiém trong (> 200 mmHg tam thu hogc 110 mmHg tdm truong)
gap & 4,7% sb bénh nhan. Tang huyét ap lién quan toi thubc gap 0 30% so bénh nhan dung
sunitinib dé diéu tri MRCC & ngudi chua diing thude so voi 6% s6 bénh nhan ding IFN—a. Tang
huyét ap nghiém trong gip & 12% bénh nhén ding sunitinib ma truéc chua dung thubc va & 1%
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bénh nhéan ding IFN — a. Bénh nhén can dugc diéu tra loai trir bénh tang huyét ap va phai dugc
kiém tra thich dang. Khuyén cdo tam nging dleu tri néu gap tang huyét ap nghiém trong ma
chua kiém sodt duoc qua chim séc y té. C6 thé tiép tuc diéu trj mot khi ting huyét ap da duoc
khdng ché thich dang.

Réi loan chire néing gidp tr ang

Khuyén cao xét nghiém labd ve mirc co ban cua chire nang gidp trang va nhiing bénh nhén nao
bi suy hoic tang chirc nang tuyén glap can dugc diéu tri theo thuc hanh y té chuan trugc khi khot
dau dung sunitinib. Moi bénh nhén céan dugc giam sat chat ché vé cac ddu hiéu va trigu chimg ri
loan chuc ndng tuyen glap khi diéu tri bang sunitinib. Bénh nhén nao ¢6 ddu hiéu va / hoac triéu
chimg chti quan ve roi loan chire nang tuyén giap can duge theo ddi vé labd va chirc nang tuyén
giap va dugc diéu trj theo thuc hanh y té chuan.

Suy chirc nang gidp trang méc phai do diéu tri cAp ciiu c6 gip & 4% s6 bénh nhan GIST dung
sunitinib so voi 1% & nhom placebo. Suy chiic nang giap trang coi nhu hién tuo’ng c6 hai & 16%
s6 bénh nhan dung sunitinib trong nghién ciru MRCC chua dung thudc va co 3 bénh nhan (<

1%) & nhém dung IFN — a va 4% s6 bénh nhan qua hai nghién ciru MRCC khang véi cytokin.
Noi chung, c6 7% s6 bénh nhan MRCC khang véi eytokin co bang chiing hodc trong 14m sang
hoic trong labé vé suy giap trang cip ctiru do thude.

Hiém gap céc truong hop ting ning tuyén giap, mot sd kéo theo giam ning tuyén giap trong cic
thir nghiém 1am sang va qua kinh nghiém hau mai.

Co gidat

Trong cac nghién clru 1dm sang voi sunitinib, ¢d gap co gidt ¢ bénh nhén co6 bang chimg di can
ndo qua xét nghiém X quang. Hon nira, ciing hiém gap (< 19%) cac bao cao vé bénh nhan bi
giat va co bang chimg X quang vé hdi chimg viém ndo tring phia sau c6 phuc hoi (RPL
reversible posterior leukoencephalopathy syndrome). Bénh nhan bi co gidt va c6 dgu hié
tridu chimg chic chan vé RPLS, nhu tang huyet ap, nhuc dau kém nhanh nhen, h
nang tam than, mét kha nang thi giac, bao gdbm mu do vo néo, can duoe kiém tra theo di
bao gdbm theo d&i huyét ap, khuyén céo tam ngimg sunitinib. Sau khi qua khoi, c6 thé tiép tuc
dung thudc dudi su theo ddi clia bac s§ diéu tri.

Phau thudt theo lich trinh

D3 ¢6 nhimng bdo cdo vé suy giam kha nang lanh vét thuong trong khi diéu tri bang sunitinib.
Khuyén céo tam ngimg diéu tri sunitinib vi ly do than trong & nhiing bénh nhén trai qua phau
thuét 16n theo lich trinh. C6 rat it kinh nghiém lam sang vé thoi gian sir dung lai sau khi can
thiép phau thuat 16n. Do dé, quyét dinh tiép tuc diéu tri bang sunitinib sau can thiép phau thuat
I6n cAn dugc dua trén danh gia phuc hoi 1dm sing sau phau thuat.

Hoai tir xuong ham (ONJ)

ONJ dugc quan sat thay khong thuong xuyén trong cac thur nghiém ldm sang va cac bao cdo hau
mai & bénh nhan diéu tri bang sunitinib. Phan 16n véi cac truong hop bénh nhan da sir dung
trude do hodc ddng thoi biphosphonates tiém tinh mach (I.V) thi ONJ 1a mot nguy co xé4c dinh.
Do d6 cén than trong khi str dung sunitinib va biphosphonates tiém tinh mach dong thoi hay tuan
tu.

Giai phau nha khoa ciing 1a mdt yéu t6 nguy co gy ONJ. Trude khi diéu tri bang sunitinib, nén
cin nhic kham va c6 bién phép phong ngira nha khoa thich hgp. O nhiing bénh nhan dugc diéu
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4.5.

4.6.

tri bing sunitinib ma trudc d6 da sir dung hodic dang sir dung biphosphonates tiém tinh mach,
nén tranh giai phau nha khoa néu co thé.

Hoi chumg Iy giai khéi u (TLS)

Céc truong hop TLS, mét so truong hop tir vong, dugc quan sat thay v6i tan suat hiém trong cac
thir nghiém lam sang va bao cdo hau mai ¢ nhitng bénh nhéan diéu tri bang sunitinib. Bénh nhan
thuong ¢6 nguy co TLS la nhimg bénh nhén co khdi u 16n trude khi phau thuat. Nhitng bénh
nhan nay nén dugc theo dai chit ch& va diéu tri dua trén céc triéu chimg 1am sang.

Twong tac voi cac thube khac va cdc dang twong tac khac

Céc thuéc c6 thé 1am tang ndng do sunitinib trong huyét twong:

Phdi hop sunitinib v&i chat Gc ché manh CYP3A4, ketoconazol s& lam ting 49% Cmax va
tang 51% cac gia tri AUCo-, cua phirc hop [sunitinib + chat chuyén héa chu yéu co hoat tinh]
sau khi dung liéu duy nhét sunitinib cho nguoi tinh nguyén khée manh.

Ding sunitinib ciing chét tc ché manh ho CYP3A4 (vi du ritonavir, itraconazol,
erythromycin, clarithromycin, nudc budi ép) co thé 1am tang cac ndng do cua sunitinib. Can
tranh khong dung sunitinib cung cac chét trc ché CYP3A4 hoic lua chon ph01 hop v6i mot
thude ma khong c6 hodc c6 rat it tiém nang tc ché CYP3A4. Néu lai khong c6 kha ning nhu
véy thi cdn giam lidu sunitinib (xem muc 4.2).

Céc thude cé thé 1am giam ndng dd sunitinib trong huyét twong:
Phéi hop sunitinib véi chat gdy cam tmg CYP3A4, rifampicin, s& lam giam 23% Cmax va
giam 46% AUC,.. ciia phie hop [sunitinib + chét chuyén héa chu yéu c6 hoat tinh] sau khi
ding liéu duy nhét sunitinib cho ngudi tinh nguyén khée manh.

Diing sunitinib véi cac chat gy cam (mg manh ho CYP3A4 (vi du phenytoin, dexa ason,
carbamazepin, rifamplcm phenobarbital hodc Hypericum perforatum con goi la% ’s
Wort) s& c6 thé lam giam céc nong do cua sunitinib. Vi vay, can tranh phdi hop véi ¢ chat
gay cam Ung, hoéc la chon phéi hop véi mot thudc thay thé ma khong c6 hoic rét it co tiém
nang gdy cam tng CYP3A4. Néu lai khong c6 kha niang nhu vy, thi c6 thé phai tang lidu
sunitinib (xem muc 4.2).

Sir dung cho phu nir ¢6 thai va thoi ky cho con ba

Mang thai
Chua c6 nhiing nghién ctru vé sir dung sunitinib trong thai ky & ngudi.

Nghién ctru trén md dong vét cho thiy thube nay cé doc tinh trén su sinh san, bao gom gy
quai thai (xem muc 5.3). Khong dung sunitinib trong thai ky hodc cho phu nir khong c6 bién
phdp ngtra thai hitu hiéu trir khi loi ich cho me vuot hin tiém nang nguy co cho thai. Néu
diing thude nay khi co thai, hoac neu bénh nhan trét c6 thai trong khi dang ding thude thi
bénh nhan can duogc canh béo vé tiém ning gdy rdi ro cho thai.

Liéu sunitinib (0,3; 1 ,0; 3,0 mg/kg/ngay) da duoc danh gia trong cac nghién ctru trudc va sau
khi sinh trén chudt cong dang mang thai. Véi liéu > lmg/kg/ngay, su tang cén cua chudt me
giam trong qua trinh mang thai va cho con bu nhung khong thay c¢6 su nhiém ddc thai san cho
téi tan liéu 3mg/kg/ngay (u6c tinh mire phoi nhiém >2,3 1an AUC & bénh nhan dung liéu
khuyén céo hang ngay). O lidu 3mg/kg/ngay, quan sit thay su glam trong lugng cua chuot
con trong sudt thdi ky con b me va sau cai sira. Khong thdy c6 xuét hién nhiém doc & liéu
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4.7

4.8

Img/kg/ngay (r6e tinh muc phoi nhiém > 0,9 1dn AUC & bénh nhan ding liéu khuyén céo
hang ngay)

Sinh de
Can cir vao cac két qua phi 1am sang, kha nang sinh sén cua ca nam va nir c6 thé bi anh

huong boi sir dung sunitinib (xem muc 3.3).

Thoi kv cho con bu:

Sunitinib va / hodc cac chét chuyén héa cua thudc bai tiét duge qua sita cta chugt cong me.
Chua rd su bai tiét cua sunitinib va ctia chat chuyén héa ¢6 hoat tinh chu yéu qua sifa nguoi
me. Vi ring c6 nhiéu thudc thai duge qua sita ngudi me va vi ¢o tiém nang cac phan tng cé
hai nghiém trong cho tré bu me nén ngudi me khong nén cho con bu trong thoi ky me dung
sunitinib.

Anh hudng trén kha nang lai xe va vin hanh may mo6c
Chua tién hanh nghién ctru vé anh huorng cua sunitinib t&i kha nang 1ai xe va van hanh may
méc. Bénh nhén can duoc canh béo 1a c6 thé bi chéng mit trong khi dung sunitinib.

Tac dung khong mong mudn
Nhimng hién tugng co hai lién quan t6i thudc sunitinib ma quan trong nhét & bénh nhén co khéi u

]a tic mach ph01 (1%), giam tiéu cau (1%), chay mau khéi u (0,9%), giam bach cdu trung tinh ¢6
sot (0,4%), tang huyet ap (0,4%) (xem ¢ muc 4.4).

Nhing hién tugng c6 hai lién quan dén thudc thudong gap (gap ¢ > 20% sb bénh nhén) véi me
muc d6 bao gom: mét mai, r01 loan tleu hoa, nhu tiéu chay, bubn nén, viém miéng, kho tié
ndn, déi mau da, phét ban, vet ban do mat cam gidc, viém niém mac & long ban tay chi

d6i mau toc, , suy nhuoc, ri loan vi gidc, chan 4n va ting huyét 4p. Mét moi, tang h%sk(
giam bach cau trung tinh la nhimg phan tmg bét loi do 3 thuong gap nghiém trong nhét vatang
lipase la phan tmg bét lgi do 4 thucmg gap nhét & bénh nhan c6 khéi u ran.

Chay mau cam do thuoc 1a hién tuong cé hai vé chay mau thudng gap nhét, da xay ra o 8% sO
bénh nhén c¢6 khéi u ran. Chay mau cam gip & gan mdt nira so bénh nhan ¢6 khéi u rin ma gip
cac hién tuong chay mau (xem muc 4.4).

Trong cac nghién clru 1am sang vdi sunitinib, 6 gap cac con co gidt ¢ bénh nhan co bano chung
X quang ve di can ndo. Ngoai ra, 6 mot s& hiém cac bao cao (<1%) truong hop xuét hién con
co giat va c6 ching cir X quang vé hdi chimg viém ndo tring phia sau c6 phuc héi (RPLS), trong
do cd truong hop tir vong (xem muc 4.4).

Cdc hién twong huyét khoi tdc tinh mach

C6 7 bénh nhan (3%) trong pha diéu trj mu dbi ctia nghién ciru GIST dung sunitinib hodc khong
¢ nhom placebo ¢ gap cac hién tugng huyét khdi tic tinh mach; 5 trong sb 7 ngudi bi huyét
khm tinh mach sdu (DVT - deep vein thrombosis) d 3; con 2 ngLror] thi & do 1 hodc 2. Bbn trong
s& 7 bénh nhan GIST nay phai ngimg thudc sau khi gap lan ddu DVT. C6 13 bénh nhan (3%)
dung sunitinib dé chita MRCC (trude chua ding thudc nao), con c6 4 bénh nhén (2%) trong cac
nghién ciu MRCC khang v6i cytokin da gap cac hién tuong huyét khdi tic tinh mach. C6 9
trong s6 cac bénh nhan d6 bi tic tinh mach phéi, 1 ngucn & do 2 va 8 nguoi 0 do 4. 8 bénh nhan
bi DVT, trong d6 1 ngudi & do 1, 2 ngudi do 2, 4 ngudi ¢ d 3 va 1 nguoi & do 4. Ngimg dung
thubc & 1 truong hop. Véi bénh nhan MRCC chua dung thuéc ma ding IFN-a, c¢6 gip 6 (2%)
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hién tuong huyﬂét khéi téc.: tinh mach; 1 bénh nhan (< 1%) & d6 3 ciia DVT va 5 bénh nhan (1%)
bi tac mach phoi, tat ca déu do 4.

Téc mach phdi lién quan téi thudc gdp ¢ khoang 1,1% s6 bénh nhan c6 khéi u rin di dung
sunitinib. Khong 6 hién tuong nao khién bénh nhan phal ngimg ding thude sunitinib, tuy nhién
c6 phai giam liéu hodc tam tri hodn d1eu tri trong vai truong hop. Khong c6 xay ra tiép vé tic
mach phOl & cac bénh nhan nay sau khi tlep tuc diéu trj trd lai.

Nhing hién tuong co6 hai lién quan téi thubc gap & > 5% bénh nhan c6 khdi u ran ma da dung
sunitinib trong cac nghién clru 1am sang s& dugc liét ké duai déy theo hé co quan, tan so va murc
do nghiém trong. Trong tirng nhém tan s0, cac tac dung khong mong mudn duoc sip xép thir tu
do nghiém trong giam dan.

Tén s6 duoc quy dinh nhu sau: rat thuong gip (> 1/10), thuong gap (= 1/100 t6i <
(> 1/1 000 t&i < 1/100), hiém (= 1/10 000 t&i < 1/1 000), rat hiém (< 1/10 000).

1/10), it gap

Bing 1: Cac hién twgng c6 hai lién quan t6i thudc giip & > 5% bénh nhin ung thw mé dém

dudng tiéu hoa (GIST) trong giai doan diéu tri mu ddi cia thir nghiém GIST

GIST
H¢ co quan Tan sb Hién twong Moi mirc Do 3 Do 4
don (%) n (%) n (%)
Réi loan mauva hé¢ | Ratthuong | Thiéu mau 33 13 1 (0,4%)
bach huyét gip (12,8%) | (5.1%)
Thuong gdp | Giam bach 24 (9,3%) 13 1 (0,4%)
cdu trung tinh (5,8%)
Thuong gap | Giam tiéu cau | 23 (8,9%) | 6 (2.3%) | 1(0,4%)
R6i loan ndi tiét Thudng gdp | Suy gidp trang | 15 (5.8%) | 0(0,0%) | 1(0,4%) /
Réi loan chuyén héa | Ratthuong | Chan an 44 1(0,4%) | 0 (6,0%) /
va dinh dudng gap (17,1%) ,\%
R&i loan hé than Rét thuong | Kho nudt 48 0(0,0%) | 0 (0:0%)
kinh gip (18,7%)
Rét thuong | Nhuc dau 27 2 (0,8%) | 0(0,0%)
gap (10,5%)
Réi loan mach mau | Ratthuong | Tang huyét ap 43 18 0 (0,0%)
gap (16,7%) | (7,0%)
Réi loan hé hip, 1dng | Thudong gap | Chay mau 17 (6,6%) | 0(0,0%) | 0(0,0%)
ngwe va trung that cam
R6i loan than va Thudng gip | Sic niéu 13 (5.1%) | 0(0,0%) | 0(0,0%)
nuée tiéu
Réi loan tiéu héa Réat thuong | Tiéu chay 90 13 0 (0,0%)
gap (35.0%) | (5,1%)
Rét thuong | Budn non 69 2(0,8%) | 0(0,0%)
gap (26,8%)
Rét thuong | Viém miéng 49 2 (0,8%) | 0(0,0%)
gap (19,1%)
Rat thuong | Nén 46 1(0,4%) | 0(0,0%)
gép (17,9%)
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GIST
H¢ co quan Tan sé Hién tuong Moi mirc Do 3 Do 4
don (%) n (%) n (%)
Rét thuong Kho tiéu 32 2 (0,8%) | 0(0,0%)
gap (12,5%)
Rat thuong | Pau bung * 30 5(1,9%) | 1(0,4%)
gép (11,7%)
Thuong gdp | Dau ludi 17 (6,6%) | 0(0,0%) | 0 (0.0%)
Thuong gdp | Téo bon 13 (5,1%) | 1(0,4%) | 0(0,0%)
Thuong gdp | Pau miéng 16 (6,2%) | 0(0,0%) | 0(0,0%)
Thudng gap | O hoi 15 (5,8%) | 0(0,0%) | 0(0,0%)
Thuong gdp | Khé miéng 15 (5.8%) | 0(0.0%) | 0(0,0%)
Thuong gap | Trao ngugc da 15 0(0,0%) | 0(0,0%)
day thuc quén (5,8%)
R6i loan da va md Rat thuong Do6i mau da 65 0(0.0%) | 0(0,0%)
dudi da gédp (25,3%)
Rét thuong Hoi chimg 33 14 0 (0,0%)
gédp loan cam giac (21,4%) (5,4%)
mau ¢ gan ban
chéan — ban tay
Ratthuong | Phat ban ** 39 2 (0,8%) | 0(0,0%)
gip (15.2%)
Thuong gap | Thay doi mau 22 0(0,0%) | 0(0,0%)
toc (8,6%)
Thuong gdp | Da khd 15 (5.8%) | 0(0,0%) | 0 (0,0%)
Réi loan co xwrong, Thuong gip | Pautay chan | 21 (8.2%) | 1(0,4%) | 0(0,0%)
mo lién két va xwong | Thuong gap | Dau khdp 15(5.8%) | 2(0,8%) | 0(0,0%)
Thuong gap | Dau co 13 (5,1%) | 0(0,0%) | 0(0.0%)
R&i loan chung va tai | Ratthuong | Mét moi / suy 135 25 wo)
noi tiém gap nhuoc (52,5%) (9,7%) I\,
Rét thuong | Viém niém 30 0 (0,0%) | 070,0%)
gdp mac (11,7%)
Thuong gdp | Phu *** 21(8,2%) | 1(0,4%) | 0(0,0%)
Thuong gap | Giam 16 (6,2%) | 2(0,8%) | 0 (0.0%)
hemoglobin
Thuong gap | Téang creatinin | 14 (5,4%) | 0 (0,0%) | 0(0,0%)
phosphokinas
5 ox e
Cagxet fghism Thuong gap | Glam phan | 13 (5,1%) | 1(0,4%) | 0(0,0%)
Xudét tong mau
Thudng gap | Tang lipase 13 (5,1%) | 5(1,9%) | 4 (1.6%)
Thuong gap | Giam lugng 13 (5,1%) | 2(0,8%) | 1 (0,4%)
tiéu ciu
Tong cac hién 222 88 24 (9,3%)
tuong co hai (86,4%) (34,2%)

* Cdc thudl ngit sau ddy dugc dimg chung: dau bung, dau bung trén, dau bung duoi.
** Cac thudt ngit sau day duoc dimg chung: phdt ban, ban do, rat sdan va ban co vay.
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*** Cdc thudt ngit sau ddy dwoc dung chung: phit va phit ngoai bién.

Bing 2: Cac hién twong c6 hai lién quan t6i thubc giap &> 5% bénh nhain MRCC khang

voi cytokin
MRCC khing cytokin
H¢ co quan Tan so Hién twong Moi mircdp | D¢ 3 Do 4
’ i n (%) n (%) n (%)

Réi loan mau va hé Rat thuong Giam bach cau | 17 (10,1%) | 8 (4,7%) | 1 (0,6%)
tao mau gdp trung tinh

Thuong gdp | Thiéu mau 16 (9,5%) 6 (3.6%) | 0 (0,0%)

Thuong gép | Giam tiéu cau | 15 (8.9%) 5(3,0%) | 2 (1,2%)

Thuong gap | Giam bach cau | 14 (8,3%) 7 (4,1%) | 0 (0,0%)
R&i loan mat Thuong gap | Tang chay 9 (5,3%) 0 (0,0%) | 0(0,0%)

] i nudc mat

Réi loan chuyén héa | Rat thuong Chan &n 47 (27.8%) | 1(0,6%) | 0(0,0%)
va dinh dudng gap

Thuong gip | Mat nudc 12 (7,1%) 4 (2,4%) | 0(0,0%)

Thudng gap | Giam théem an | 11 (6,5%) 0 (0,0%) | 0 (0,0%)
R6i loan hé than Rat thuong | Khé nudt 71 (42%) 0 (0,0%) | 0 (0,0%)
kinh gap ‘

Rat thuong Nhire dau 25 (14,8%) | 1(0,6%) | 0(0,0%)

gap

Thuong gap | Choang vang 13 (7,7%) 2(1,2%) | 0 (O,O%)'«'A#_

Thuong gép | Dicam 9 (5,3%) 0(0,0%) | 0(0,0%) T
Réi loan mach mau Rét thuong Tang huyét ap | 28 (16,6%) |7 (4,1%) | 0 (0,0%9 =

gap 4
Rdi loan ho hap, !Gng Thuong gap | Chay mau cam | 16 (9,5%) 0(0,0%) | 0(0,0%)
nguc va trung that Thuong gap | Kho thé 9 (5,3%) 0 (0,0%) | 0 (0,0%
Rdi loan tiéu héa Rét thuong | Tiéu chay 83 (49,1%) |5(3,0%) | 0 (&f,)/

gap - \ \/

Rat thudng | Budn nén 84 (49,7%) |2 (1,2%) | 0 (0,0%)

gap

Rat thuong | Dau miéng 70 (41,4%) | 6 (3,6%) | 0 (0,0%)

gap

Rét thudng Kho tiéu 69 (40,8%) | 1 (0,6%) | 0 (0,0%)

gap

Rat thuong | Non 52 (30,8%) |2 (1,2%) | 0 (0,0%)

gap

Rat thuong Téao bon 34 (20,1%) | 0 (0,0%) | 0(0,0%)

gdp

Rat thuong | Pau ludi 25 (14,8%) | 0 (0,0%) | 0 (0,0%)

gap

Rat thuong Dau bung * 17 (10,1%) |2 (1,2%) | 0(0,0%)

gap i

Thuong gap | Pay hoi 16 (9.5%) 0 (0,0%) | 0 (0,0%)

Thuong gap | Cing bung 9 (5,3%) 0 (0,0%) | 0(0,0%)
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MRCC khing cytokin

H¢ co quan Tin so Hién twong Moimircdo | Do 3 Do 4
n (%) n (%) n (%)
Thuong gap | Khd miéng 9 (5,3%) 0(0,0%) | 0 (0,0%)
Réi loan da va mé Rat thuong Ddi mau da 54 (32,0%) | 0(0,0%) | 0(0,0%)
dudi da gap
Rat thuong | Phdt ban ** | 46 (27,2%) | 0(0.0%) | 0 (0,0%)
gap
Rét thuomg Doi mau toc 24 (14,2%) | 0 (0,0%) | 0 (0,0%)
gap
Rat thuong Da kho 22 (13,0%) | 0(0,0%) | 0(0,0%)
gap
Rat thuong Hoi ching 21(12,4%) | 6 (3,6%) | 0(0,0%)
gép mau di cam
ban tay — chén
Rét thuong Ban d¢ 20(11,8%) | 0(0,0%) | 0(0,0%)
gap
Thuong gap | Rung toc 13:(7.7%) 0 (0,0%) | 0 (0,0%)
Thuong gap | Viém datroc | 10 (5,9%) 2(1,2%) | 0 (0,0%)
vay
Thuodng gap | Phu quanh héc | 9 (5.3%) 0 (0,0%) | 0 (0,0%)
mat
Réi loan co xwong, Rét thuong Pau ¢ chan— | 21 (12,4) 1 (0.6%) | 0(0,0%)
mo lién két va xwong | gip tay
Thuong gdp | Pau co 15 (8,9%) 1(0,6%) | 0(0,0%)
Réi loan chung va tai | Ratthuong | Mét moi /suy | 108 (63,9%) | 19 0 (0,0%)
noi tiém gap nhuoc (11,2%)
R4t thuong Viém niém 30(17,8%) | 1(0.6%) | 0(0,0%)
gap mac
Chén thwong, ngd Rét thuong Rop phong da | 13 (7,7%) 4 (2,4%) | 0 (0,0%)
doc va cac bién gap
chirng kém theo
Cac xét nghiém Rat thuong Tang lipase 17(10.1%) | 12 3 (1,8%)
g3p (7.1%) f
Thuong gap | Phan xuét tong | 16 (9,5%) 1 (0,6%) | 0 (0,0%)
mau bét \§/
thuong R
Thuong gap | Tang amylase | 9 (5,3%) 6 (3,6%) | 01(0,0%)
méu ok ok
Thuong gap | Giam cén 11 (6,5%) 0 (0,0%) | 0 (0,0%)
ning
Thuong gap | Giam bach cau | 10 (5,9%) 3(1,8%) | 0(0,0%)
Thuong gap | Giam tiéu cau | 9 (5,3%) 3(1,8%) |2 (1,2%)
Téng cac hién | 166 (98,2%) | 77 14
tuong co hai (45,6%) | (8,3%)

* Cdc thudt ngir sau ddy dwoc dung chung: dau bung, dau bung trén, dau bung dudi
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** Cdc thudt ngit sau ddy duoc dung chung: phat ban, ban do, ban nang, ban lan toa, ban rat
san va ban ngura.

*4% Cac thudt ngit sau day dugce dimg chung: amylase mau va tdng amylase mdu.

Bing 3: Cac hién twgng c6 hai lién quan toi diéu tri & >5% bénh nhin chwa hé diéu tri
ung thw di ciin té bao thin (MRCC) va c6 dung sunitinib hoac IFN-a

Bénh nhan chwa diéu tri MRCC
Sunitinib IFN-a
(n =375) (n =360)
H¢ co quan Tan sé Hién tuong Moi Do 3/4 Moi Do 3/4
murcdd | n(%) | mucdp | n(%)
n (%) n (%)
Nhiém khuin | Thuong gap | Cam cum 5 0 (0%) 28 0 (0%)
va nhiém ky (1,3%) (7,8%)
sinh trung
Réiloan mau | Rét thuong gap | Giam tiéu cau 57 25 5 0 (0%)
va hé bach (15,2%) | (6,7%) | (1,4%)
huyét Rét thudng gip | Giam bach cau 51 25 25 9
trung tinh (13,6%) | (6,7%) | (6,9%) | (2.5%)
Thudng gip Giam bach cau 31 8 13 3
(8,3%) | (2,1%) | (3.6%) | (0.8%)
Thudng gip Thiéu mau 25 5 28 4
(6,7%) | (1,3%) | (7.8%) | (1,1%)
Réi loan chuyén | Rat thudong gap | Chan an 96 4 94 5
hoa va dinh (25,6%) | (1,1%) | (26,1%) | (1.,4%)
dudng Thuong gagp | Giam thém an 29 0 (0%) 37 0 (0%)
(7,7%) (10,3%)
Thuong gap Mat nudc 19 5 11 1
. (5,1%) | (1,3%) | (3.1%) | (0, 3%)
Rbi loan tim Thuong gap Mét ngu 13 0 (0%) 18 0 (0%)
than (4,0%) (5,0%)
Thuong gap | Trdm cam 10 0 (0%) 28 | 4
‘ (2.7%) (7.8%) | (1,1%)
R6i loan hé Rét thuong gip | Khé nudt 158 | 0(0%) 49 f) (0%)
than kinh (42,1%) (13.6%),
Rét thuong gap | Nhirc dau 41 2 R0 (0%)
(10.9%) | (0.5%) | (13991
Thuong gap Di cam 19 0 (0%) 3 0 (0%)
(5,1%) (0,8%)
Thuong gép Choang vang 18 0 (0%) 25 L
(4,8%) (6,9%) | 3%)
R&i loan mach | Rét thuong gap | Tang huyét ap 89 31 4 1
mau (23,7%) | (8.3%) | (1,1%) | (0, 3%)
R6i loan hé Rét thuong gap | Chay mau cam 44 3 4 0 (0%)
hép, 16ng nguec (11,7%) | (0,8%) | (1,1%)
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Bénh nhin chwa diéu tri MRCC
Sunitinib IFN-a
(n =375) (n =360)
H¢ co quan Tan so Hién twong Moi | Do3/4 | Moi | Pj3/4
mircdd | n(%) | miecdp | n(%)
n (%) n (%)
va trung thit | Thuong gap | Kho tho 21 4 2T 4
(5,6%) | (1,1%) | (7.5%) | (1,1%)
Thuong gdgp | Dau hau — 19 1 1 0 (0%)
thanh quan (5.1%) | (0,3%) | (0,3%)
Réi loan tiéu Rat thuong gap | Tiéu chay 199 18 45 0 (0%)
hoa (53,1%) | (4.8%) | (12,5%)
RAt thuong gap | Buon non 166 12 120 4
(44,3%) | (3,2%) | (33,3%) | (1.1%)
Rat thuong gap | Khé tha 96 2 11 0 (0%)
(25,6%) | (0,5%) | (3,1%)
Rét thuong gap | Pau miéng 94 3 6 1
(25,1%) | (0,8%) | (1,7%) | (0, 3%)
Rat thuong gap | Non 90 13 36 3
(24,0%) | (3.5%) | (10,0%) | (0.6%)
Rét thuong gap | Dau bung * 45 4 14 0 (0%)
(12,0%) | (1,1%) | (3,9%)
Rat thuong gap | Kho miéng 40 0 (0%) 23 1
(10,7%) (6,4%) | (0, 3%)
Thuong géap Dau miéng a3 0 (0%) 1 0 (0%)
(9,3%) (0,3%)
Thuong gap Pau ludi 34 0 (0%) 1 0 (0%)
(9,1%) (0,3%)
Thuong gap Pay hoi 20 0 (0%) 6 0 (0%)
(7,7%) (1,7%)
Thuong gap | Téo bén 29 0 (0%) 13 0 (0%)
(7,7%) (3,6%)
Thuong gap Trao ngugc da 28 0 (0%) 2 0 (0%)
day (7.5%) (0,6%) |
Réiloan da va | Rat thuong gip | Phét ban ** 85 2 26 0[2
mé duéi da (22,7%) | (0,5%) | (7,3%) | (0L6%)
Rét thuong gap | Hoi chimg mau | 76 19 2 ‘fﬁ}(@%)
di cam ban (20,3%) | (5,1%) | (0695
chan I
Rét thuong gip | Kho da 60 1 17 0 (0%)
(16,0%) | (0,3%) | (4,7%)
Rét thuong gap | P6i mau da 58 0(0%) | 0(0%) | 0(0%)
(15,5%)
Rét thuong gip | Doi mau téc 54 0 (0%) 1 0 (0%)
(14,4%) (0,3%)
Thuong gap Rung téc 29 0 (0%) 27 0 (0%)
(7,7%) (7,5%)
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Bénh nhén chwa diéu tri MRCC

Sunitinib IFN-a
(n =375) (n =360)
H¢ co quan Tan s6 Hién tuwong Moi | Po3/4 | Moi | DPj3/4
mircdd | n (%) | mucdp | n (%)
n (%) n (%)
Thuong géap Ban do 26 1 3 0 (0%)
(6,9%) | (0,3%) | (0.8%)
Thuong gép Da troc vay 25 1 3 0 (0%)
(6,7%) | (0,3%) | (0.8%)
Thuong gap Ngua 21 1 10 0 (0%)
(5.6%) | (0,3%) | (2,8%)
Réi loan Rat thudng gap | Pau chan tay 42 2 11 0 (0%)
(11,2%) | (0,5%) | (3,1%)
Thuong gép Dau khop 33 1 45 0 (0%)
(8,8%) | (0,3%) | (12,5%)
Thuong gép Pau co 20 1(0, 56 1
(53%) | 3%) | (15,6%) | (0,3%)
Réi loan chung | Rat thudng Mét moi 191 27 184 42
va tai noi tiém | gip (50,9%) | (7.2%) | (51,1%) | (11,7%)
Rat thuong Viém niém 75 6 4 1
gdp mac (20,0%) | (1,6%) | (1,1%) | (0.3%)
Rét thuong Suy nhugc 63 17 71 13
gip (16,8%) | (4.5%) | (19,7%) | (3.6%)
Thuong gap Phu #** 29 0 (0%) 4 0 (0%)
(7,7%) (1,1%)
Thuong gap Sot 27 3 121 0 (0%)
(7.2%) | (0,8%) | (33.6%)
Thudng gap | On lanh 24 2 103 | 0(0%)
(6,4%) | (0,5%) | (28.6%)
it gap Bénh gidng 2 0 (0%) 25 1
ciim (0,5%) (6,9%) | (0,3%)
Ciac xét nghiém | Rét thudng Giam phan 38 8 10 2 |
gip xudt tong méu | (10,1%) | (2,1%) | (2.8%) (0,6%&
Thuong gap | Giam can ning 34 0 (0%) 43 w
9.1%) (11.9%)
Thuong gap | Giam tiéu cau 75 9 3 0 (0%)
(6,7%) | (2,4%) | (0,8%)
Téng cac hién 357 206 329 113
trong c6 hai | (95.2%) | (54,9%) | (91,4%) | (31,4%)

* Cac thudt ngit sau ddy dwege dung chung: dau bung, dau bung frén.
** Cdc thudt ngit sau ddy dwoc dimg chung: phat ban, ban do, ban tréc vay, ban nang, ban rat

san va ban ngira, ban dang vay nén.

**%% Cac thudt ngit sau ddy dwoc dung chung: phii, phit ngoai bién.

Nhiing tac dung co hai b sung dudi day sau khi thir nghiém 14m sang sunitinib (xem muc 4.4):
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Réi loan tim:
It gdap: bénh tim, bénh tim xung huyét, bénh tim that trai.
Hiém: kéo dai doan QT & dién tam do, xoan dinh.

R6i loan tiéu hoa:
It gap: viém tuy tang.
Hiém: thung Ong tiéu hoa.

Roi loan gan mat:
It gdp: bénh gan, viém thi mat, viém tii mat khong do soi.

Cac xét nghiém:
Thirong gdp: taing hormon kich thich tuyén giap (TSH).

Héu mai:

Nhung phan g cé hai sau ddy duoc ghi nhan sau khi chép thuan st dung sunitinib. Vi rang
nhing phan (mg nay dua vao cac bao cdo tu nguyén ¢ mot phan dan sé nén khong phai bao gid
ciing dinh gia duoc tan s6 hodc xac dinh duoc su lién quan nhan qua téi phoi nhiém thubc.

Nhi&m khuén, nhiém ky sinh tring:

Nhing truong hop nhiém khuan ning (c6 hoic khong c6 kem giam bach cu trung tinh), trong
mot so truong hop c6 tir vong. Nhitng trudng hop nhiém khuan thudng gip do ding sunitinib 1a
nhing nhiém khuén thuong gap nhit & bénh nhén ung thu, vi du thuong gap nhu nh1em khuan
ho6 hap (viém phoi, viém phé quan), viém dudng tiét niéu, viém da (vi du: viém md té bao), ap —
xe (miéng, bo phén sinh duc, hdu mén tryc trang, da, tir chi, ndi tang) va it gap nhu soc do
nhiém trung. C6 rat hiém ca hoai tir niém mac, ca & viing ddy chau, mot s& truong hop tir vong
da dugc bao céo.

Rbi loan mau va hé bach huyét:
C6 gap mot sb hiém truong hop bénh vi mach huyét khéi. Khuyén cio tam ngu Nng
sunitinib. Sau khi giai quyét, c6 thé tiép tuc diéu tri dudi su than trong clia bac sy diéu tri.

Réi loan hé mién dich:
Céc phan tng qua man, bao gom phu mach da duoc bao cao.

Roi loan ndi tiét:

Mbt s6 hiém truong hop tang nang tuyén giap trang, sau do lai kéo theo giam nang giap trang,
da gaip trong thir nghiém 1am sang va qua kinh nghiém héu mai (xem muc 4.4).

Khéng thuong gap: viém tuyét gidp

R6i loan chuyén hoa va dinh dudng:
Cac truong hop hoi ching phén giai khéi u (TLS), mét sb tr vong, da dugc bdo cdo & nhitng

bénh nhén str dung sunitinib.

R&i loan hé than Kinh:
Thay doi vi gidc, bao gom ca roi loan vi giac da duge bao cao.

Roi loan tim mach:
Bénh co tim, mét so truong hop co tir vong, da dugc bao cao.
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Roi loan mach:

Cac trudong hop thuyén tic huyét khoi dong mach, doi khi tir vong dé dugc bao cao ¢ bénh nhén
sir dung sunitinib. Su kién thuong gap nhét bao gdm tén thuong mach néo, thiéu mau cuc bd
thoang qua va nh01 mau néo. Yéu to nguy co lién quan dén ATE, ngoai ra con ¢ cac bénh ac
tinh va trén 65 tudi, bao gdm ca ting huyét ap, tiéu duong va bénh tién huyét khdi.

Xuiat huyét:
Céc truong hop xuét huyét phoi, duong tiéu hoa, khoi u, dudng tiét niéu va ndo, mot vai truong

hop tir vong, da dugc bao céo ¢ nhitng bénh nhén diéu tri bang sunitinib.

Réi loan hé hap
Tac mach phoi, mdt so trudng hgp cd tir vong, da dugc bao céo.

Réi loan tiéu hoa:
Thuong gép: viém ong thuc quan.

Réj loan da va md dudi da:
Hiém gap: hong ban da dang.

o

‘.

Réi loan co xwong va md lién két:

Co6 gap mét trong so hiém truong hop bénh co va/ hodc tiéu co van, mét s6 kém bénh than cap,
nhiéu ngudi trong s6 nay di ¢ nhiing yeu td nguy co tir trude va / hodc dang dung cac thuocr 4
phdi hop cé thé lién quan t61 nhimg phan ng c6 hai nay. Bénh nhan nao ¢6 dau higu hoic trigu #
chimg doc tinh véi co thi can dugce quan ly theo thuc hanh y té chudn.

D4 ¢6 nhitng bao co vé& cac trudong hop hinh thanh 16 rd, doi khi lién quan dén hoai tir khdi u
hay thoai trao, mot so trut‘)'ng hop tir vong.

Céc truong hop hoai tir xuwong ham (ONJ) dé dugc bao cao ¢ nhimng bénh nhan diéu tri
sunitinib, hau hét cac truong hop xudt hién & nhimg bénh nhan cé yéu té nguy co xac df
ONJ, nhitng bénh nhén tiép xtc v6i biphosphonates tiém tinh mach (1.V) va hodc tién sur b8
can phiu thuat nha khoa (xem muc 4.4)

Rdi loan thin va nuoc ticu:

D3 c6 nhing béo cdo vé suy giam chirc nin g va/ hodc suy than, c6 mot sb trudng hop tir vong.
C6 gap nhiing truong hop protein — niéu va cac truong hop hiém hdi chimg hu than. Khuyen
céo phan tich nudc tiéu & mic co ban va can theo doi bénh nhan Vé su phat trién hodc sy toi t&
hon veé protein — ni¢u. Chua danh gla duoc c6 hé thong vé sy an toan khi tiép tuc ding sunitinib
& bénh nhan bj protein — niéu tir mirc do trung binh téi nghiém trong. Can nglmg dung sunitinib
¢ bénh nhan cd hoi ching than hu.

4.9 Qua liéu
Chua cé thude giai doc dac hiéu khi qua lleu sunitinib va diéu tri qua liéu nén dua vao céc

bién phap hé trg chung. Khi ¢6 chi dinh, can thai luong thudc chua hdp thu bing cach gdy
nén hoic rira da day. Mot sé truong hop qué liéu da dugce béo cdo, cac truong hop nay co thé
di kém hodc khdng kem vdi cac tac dung khong mong mudn ctia sunitinib.

5 CACPAC TINH DUQC LY HQC
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5.1 Cac dac tinh dwge lwe hoc

Sunitinib trc ché cac thu thé phtrc tap tyrosin kinase (RTKs) lién quan t6i su lon lén cua kh01
u, su tan tao mach mau va sy tlen trién cua ung thu. Sunitinib trc ché duoc cac thy thé yéu t6
truong thanh dan xuat téi tiéu cau (PDGFR « va PDGFR P), céc thu the yeu td truong thanh
cua ndi mé mach mau (VEGFR1, VEGFR2 va VEGFR3), thu thé yéu té than te bao (KIT),
tyrosin kinase — 3 glong Fms (FLT 3), thu thé loai 1 cua yéu to kich thich cum té bao (CSF-
IR) va thu thé yéu t6 dinh dudng than kinh dan Xudt tir dong té bao sao (RET). Su G ché cua
sunitinib t6i hoat tinh ctia cdc RTKs dé dugc chirng minh bang cac thir nghiém vé té bao hoc
va héa sinh hoc, con sy e ché vé chirc phén da duoc chitng minh trong cac thu nghlem tdng
sinh té bao. Chét chuyén héa chu yeu clia sunitinib cling c6 tiém ning tuong tu so véi chat me
sunitinib trong cac thir nghiém vé té bao hoc va héa sinh hoc.

Sunitinib ¢ ché su phosphoryl hoa cua cac thy thé phuc tap RTKs (PDGFR B, VEGFR2,
KIT) trong cac ghép xen k& vé khéi u biéu hién dich RTK in vivo va dugc ching minh co su
Grc ché dugc su 16n 1én cua khdi u hodc 1am thoai trién khoi u va‘hodc e ché duoc di cin
trong mot s6 md hinh thuc nghiém vé ung thu. Sunitinib dugc chimg minh cé kha ndng tc
ché su 16n 1én cua cac té bao u biéu 16 su rdi loan diéu hoa dich RTKs (PDGFR, RET hoic
KIT) in vitro va Grc ché dugc in vivo su tin tao mach khdi u phu thugc PDGFR B va VEGFR
2.

Nhirng nghién ciru 1im sang

D6 an toan va hiéu luc 1am sang cua sunitinib da duoc nghlen clru trén bénh nhén c6 khéi u 4c
tinh cia mo dém dudng tiéu hoa (GIST) ma di khang véi imatinib (tic cac bénh nhan da gap
bénh tién trién trong va sau khi dung imatinib) hodac khong dung nap véi imatinib (tirc nhitng
nguoi gap doc tinh rd rang trong khi dung imatinib trude khi dung thude khac), va & benh
nhan ¢6 ung thu biéu md té bao than cé di can (MRCC).

Hiéu luc cua sunitinib cdn ci vao thoi gian tién trién cua khéi u (TTP - time to tumor
progression) va su tang ty 1¢ song sét trong GIST.

Hiéu luc cta sunitinib ciing dua véo ty 1é sdng sét khong co tién trién (PFS - progressiopste
survival) va vao cac ty 1& dap ang khach quan (ORR - objective response rates), tuongun
trong MRRC chua diéu tri va MRRC khang cytokin.

U mé dém duong tiéu hoa (GIST):

Mot nghlen ctru leo thang vé lleu ding, mo, da khoi dau tién hanh véi bénh nhan GIST sau
khi that bai véi imatinib (liéu toi da mdi ngay tinh trung binh la SOOmg) do dé& khang hoic
khéng dung nap. C6 97 bénh nhan tham gia dung cac lidu va cac thoi gian biéu khac nhau: 55
bénh nhan dung SUmg trong thoi gian bidu didu tri khuyén cdo 1a 4 tudn ding thube / 2 tuan
ngung thubc (“thoi gian biéu 4/27). Trong nghién ciru nay, TTP va PFS trung binh 1a 34,0
tuan 12 (d9 tin cay CI 95% la 22,0 — 46,0 tuan).

Mot pha 3 nghién ciru véi sunitinib, chon ngdu nhién, m kép, co klem tra placebo, tién hanh
trén bénh nhan GIST khéng dung nap imatinib hozc bénh tién trién trong va sau thoi gian
ding imatinib (licu t5i da moi ngay tinh trung binh 1a 800mg). Trong nghién ciru nay c6 312
bénh nhén duoc chon ngdu nhién (2:1) dé dung 50mg sunitinib hodc placebo, udng mot lan
trong ngay theo thoi gian biéu 4/2 cho téi khi bénh tién trién hodc phai ngirng nghién ciru vé
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hiéu luc ban dﬁu\ 1a TTP, dugc dinh nghia la thoi gian tir lic chon ngau nhién téi khi cé chimg
minh dau tién ve sy tién trién khach quan cia khoi u. Nhitng ching minh khach quan sau do
1a PFS, ORR va tong ty 1& sdng sot (OS - overall survival).

Tai thoi diém phén tich TTP trung binh vdi bénh nhan dung sunitinib la 28,9 tuan (do tin cy
CI 95% la 21,3 — 34,1 tuan) theo danh gia cia nghién ciru vién va 27,3 tudn (do tin cdy Cl
95% 1a 16,0 — 32,1 tuan) theo danh gid cua bén danh gia doc lap va kéo dai c6 y nghia théng
ké hon so voi TTP la 5,1 tuan (do tin cdy 95% la 4,4 — 10,1 tudn) & nhom placebo. Su khéac
biét vé& tong ty 1& séng st cling danh cho sunitinib (ty 1€ rui ro 1a 0,491 (d0 tin cay 95% la
0,290 — 0,831); nguy co tr vong 6 nhém placebo cao gép 2 lan hon so v&i & nhém sunitinib.
Céac thong tin khac vé tinh hiéu qua duoc trinh bay trong bang 4.

Ung thw biéu mé té bao than:

Bénh nhan MRCC chiea dimg thudc

Trén cac bénh nhan MRCC chua dung thuoc d3 nghién ctru pha 3 chon ngéu nhién so sanh st
dung sunitinib vdi IFN-a. Muc tiéu chu yéu la so sanh PFS ¢ bénh nhan dung sunitinib so voi
bénh nhan dung IFN-0. Céc muc tiéu sau d6 bao gdm su an toan TTP, ORR, OS va két qua do
bénh nhan bao cao (PRO). Co tAt ca 750 bénh nhan dugc chon ngau nhién (1:1) dé nhan dunﬁ
50mg sunitinib moi ngay mot 14n theo thoi gian biéu 4/2 hoic tiém dLlO’l da IFN-a moi lan
9 MIU, mdi tudn 3 14n. Bénh nhan duoc diéu trj cho dén khi bénh nhan tién trién hodc ngirng
nghién ctru vi ly do khac.

Quén thé ITT cho su phan tich thoi gian qua do bao gom 750 _bénh nhan, trong dé co 375
ngudi chon ngdu nhién dé dung SUl’llt]]’l]b va 375 ngudi chon ngdu nhién dé dung IFN-a. Cac
tiéu chi & murc co ban nhu tudi, gidi, ching tdc va trang thai dac diém ECOG la twong duon
va cén bing gitra cdc nhom sunitinib va IFN-a. Céc dic tinh cua bénh nhén va nhén khau hge
duoc trinh bay ¢ bang 4. Nhiing vi tri thuong gap nhat vé di cin khi sang loc cho & nay fa
ph01 (78% ¢ sunitinib so vdi o IFN-a la 80%) sau do la hach bach huyet (58%
tuong Umg), xuong (30% & mdi nhém); phan 16n s6 bénh nhan cé nhiéu vi tri di can &2 vi
tri) khi & mirc co ban (80% so vai 77%).
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Bang 4: Nhan khéu hoc & mirc co' ban trong nghién ciru MRCC & bénh nhin chwa diéu

tri
MRCC & bénh nhin chwa diéu tri

Sunitinib (n=375) IFN-a (n=375)
Gidi [n (%)]
Nam 267 (71) 269 (72)
Nir 108 (29) 106 (28)
Chiing téc [n (%)]
Da tring 354 (94) 340 (91)
A chéu 7(2) 12 (3)
Da den 4(1) 9(2)
Khéng béo céo 10 (3) 14 (4)
Nhém tudi [n (%)]
< 65 tudi 223 (59) 252 (67)
> 65 tudi 152 (41) 123 (33)
Trang thai [n (%)]
0 231 (62) 229 (61)
1 144 (38) 142 (38)
2 0 (0) 4 (1)
Trwéc khi diéu tri [n (%)]
Cit bo than 340 (91) 335 (89)
Xa tri 53 (14) 54 (14)

@ Bénh nhan co trang thai ECOG la 1 khi chon loc va thay doi 161 2 & mike co ban

Mot phan tich theo ké hoach qua do da cho thdy ¢6 thuén loi c6 ¥ nghia thono ké véi sunitinib
so voi IFN-a & diém két thic dau tién véi PFS, voi PFS cho sunitinib hon gap >2 lan 50 voi
IFN-a (47,3 so v6i 22,0 tudn). Diém két thic sau d6 vé ORR cao gap 4 1an vé6i sunitini
vai IFN -0, (27,5% so voi 5,3%). Céc dit liéu chua t6i mirc day du dé xac dinh loi i ich¢u
ty 1& sdng sot; trong thai gian phén tich nay, c6 374/750 s6 bénh nhan (tirc 50%) tiép tu
gia nghién curu, trong d6 248/375 (66%) & nhom sunitinib va 126/375 (34%) thudc nhom IFN-

Q.

Céc két qua vé hiéu luc dugc ghi tém tit & bang 5 va duong biéu dién Kaplan Meire v6i PFS
dugc trinh bay ¢ hinh 1. Nhiing két qua la tuong duong trong cac phan tich hd trg va con thd
so khi kiém soat vé nhén khau hoc (tudi, gidi, ching toc va trang thai thanh tich) va cac yéu tb
nguy co da rd. Voi 262 trong s6 750 bénh nhén (35%) ma khong c6 cac yéu td nguy co da rd.
V6i 264 trong sb 750 bénh nhén (35%) ma khong ¢ cac yeu td nguy co MSKCC, thi PFS
trung binh 1a 64,1 tudn trong nhém sunitinib va la 34,1 tudn & nhém IFN-a (HR 0,447, do tin
cdy CI 95% [0,313 - 0,640]); v6i 424 bénh nhan (56%) c6 1 hodc 2 yéu td nguy co, thay PFS
trung binh 14 46,6 tuan & nhém sunitinib va 16,1 tun & nhom IFN-a (HR 0,547, do tin cay CI
95% [0,423 —0,707]; va v6i 47 bénh nhan (6%) c6 > 3 yéu td nguy co, thay PFS trung binh la
12,1 tuén & nhém sunitinib va 5,7 tudn & nhém IFN-a (HR 0,679; CI 95% [0,330 — 1,398]).
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Bang 5: Cac két qua vé hiéu lwe MRCC

MRCC chua diéu tri

Théng s6 hiéu lue Sunitinib IFN-a. | Gia tri P (log- HR
(n=375) (n=375) rank test) (95% CI)
Sbng s6t khong cé tién trién 48,3 2.1 <0,000001 0,516
trung binh, tuan (95% CI)] (46,4; 58,3) | (17.1; 24.,0) (0,419; 0,635)
Thoi gian t&i sy tién trién khoi u 49,1 22.4 <0,0001 0,516
[trung binh, tudn (95% CI)] (46,6; 59,1) | (21,9; 31,3) (0,419; 0,635)
38,7 7.7 <0.0001 NA
Ty 1€ dap ung khach quan
[% (95% CI)] (33,7: 43,8) | (5.2;10,9)
MRCC khang cytokin
Théng sb hiéu lwe Nghién ciru 1 Nghién ciru 2
: (N = 106) (N =63)
Ty 1& dép ng khach quan 34,0° 36,5
[% (95% CI)] (25.,0; 43.8) (24.7; 49.6)
D6 bén cua dap ting * 54°
[trung binh, tudn (95% CI)] (42,0; **) (34,3; 70,1)

CI = dd tin cdy, NA = khong 4p dung
* Chuwa dat dweoe DR trung binh.

** Dit liéu chea ddy du dé xdc dinh giéi han trén ciia do tin cdy.

“ Panh gia bang xét nghiém X quang:

fich.

c6 90 hinh cua bénh nhdn khong dat o thoi gian phdn

b duwoe danh gid boi cac nha nghién ciru .

Hinh 1: Pwong biéu dién Kaplan — Meire trong nghién ciru MRCC & bénh n

diéu tri (s nguoi tw nguyén diéu tri)
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Hinh 2: Dwong biéu dién Kaplan —

Meire trong nghlen ciru RCC & bénh nhan chwa diéu

tri (sb nguoi tw nguyén diéu tri)
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Két qua bdo cdo ¢ bénh nhan dugc do dac nho bic thang FKSI
Symptom Scale of the Functional Assessment of Cancer Therapy - Advanced Kidney Cancer
Symptom Index) va nhd danh gia theo FACT — G (Functional Assessment of Cancer Therapy-

General).

Céc diém cudi cing PRO bao gdm bac thang biéu thj FKSI
va bén ndc thang dudi 1a PWB (Physical Well Being), SWB (Social/Family Well Being)
EWB (Emotional Well Being) va FWB (Functional Well Being). Bac thang FKSI —
duge sir dung dé danh gla cac tri¢u ching lién quan t61 ung thu thén do bénh nha b

(mét nang lugng / mét moi, dau / dau
719 bénh nhan.

Cac bénh nhéan diing sunitinib cho thdy cac bac thang biéu thi FKSI — DRS tot hon rd rét (p <
0,0001), tong cac bac thang FACT - G (p < 0,0244), PWB (p < 0,0208), FWB (p < 0,0044)
cling tdt hon han so véi & nhém dung IFN — o trong moi ddnh gia sau mirc co ban ¢ moi thoi
diém cho tGi 9 chu ky diéu tri. Véi SWB, EWB thi mic y nghia 1am sang dimg & dudi mire

1 1 1 i i ¥ T

12 15 18 21 24 27 @} 33 38
Thiri gian (thang)

= 229 i@ 61
22 157 L] Lx)

1
= 0.051 (Lo -rank)khnng phan l&p)
I T
3 g

- k3

DR

xuong, giam thé trong, thé ngan, ho, sét, huyét —

0,05 sau chu ky 8 (vdi SWB) va sau chu ky 5 (véi EWB).

So sanh véi cac su khac biét vé cac diém két thic nay c6 tinh quan trong tdi thiéu trong lam
sang trude khi xac dinh, thi su khac biét vé diéu tri véi FKSI-DRS va FACT-G coi nhu rat co

y nghia 1am sang.

MRCC khadng cytokin

Nghién ciru pha 2 vé sunitinib dugc tién hanh trén bénh nhéan trude da khang vdi liéu phap

cytokin cting interleukin — 2 hodc INF-a. C6 63 bénh nhén uong liéu khoi dau 50mg sunitinib,

mdi ngay mot lan theo thoi gian biéu 4/2 (N=63). Piém két thic dau tién vé hiéu luc 1a ty 1¢
dap tmg khach quan (ORR) dua vao tiéu chuén danh gia vé dap ng trong cac kh01 u rin
(RECIST - Response Evaluation Criteria in Solid Tumors). Céac diém két thuc thir yéu bao

gom su danh gia vé TTP, PFS, d¢ bén ciia dap timg (DR — duration of response) va OS.
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5.2

Trong nghién clu nay, thiy ORR la 36,5% (95% Cl = 24,7% - 49,6%), TTP trung binh va
PFS 1a 37,7 tuan Ié (95% CI = 24,0 — 46,4 tuan).

Mot nghién ctiu da trung tdm, mot nhém, mo dé danh gia hiéu luc va dd an toan cua sunitinib
dugc tien hanh trén bénh nhan MRCC da khang v6i lieu phap cytokin tir trude. Co 106 bénh
nhén uong it nhat mot lidu 50mg sunitinib theo thoi gian biéu 4/2 (N=106). Blem két thic dau
tién vé hiéu luc trong nghién ciru nay 1a ORR. Con céc diém két thic thir yéu bao gébm TTP,
PFS, DR va OS.

Trong nghién citu nay, thdy ORR la 34,0% (95% CI = 25,0% - 43,8%). Céc gia tri trung binh
cua TTP, PFS, DR va OS chua xac dinh duoc.

Cac déic tinh dwge dong hoc
Duoc dong hoc cuia sunitinib va cta sunitinib malat duoc danh gia trén 135 nguoi tinh nguyén
va 226 bénh nhan ¢6 khoi u ran.

Hép thu: , )
Céc nong d6 toi da trong huyeét tuong (Cmax) thuong gép trong vong 6 — 12 gio (Tmax) sau
khi uoéng. Thirc n khong c6 anh hudng téi sinh kha dung cua sunitinib.

Phén bb:

In vitro, sunitinib gin 95% va chat chuyén hoa cé hoat tinh thi gin 90% vao protein huyét

tuong va khong phu thudc vao ndng do trong khoang 100 — 4000 nanogam/mL. Thé tich phan

bd (Vd/F) ctia sunitinib 16n (2230 lit) chung to ¢o phén bd vao cac mo. Trong khoing lidu 25
IOOmg, thay dién tich dudi duong biéu dién ndng do - thoi gian (AUC) va Cmax ting ty 18

thuan véi lidu dung.

Chuyén héa:

Sunitinib chuyen hoa chu yéu qua enzym Cytochrome P450, CYP3A4 dé tao nén chﬁt\%@/
hoéa chu yeu con hoat tinh, sau do chuyen hoa tiép tuc ciing qua CYP3A4. Chét chuyén h
hoat tinh chu yéu chiém 23 — 37% cua tong su phoi nhiém.

Nghién clu in vivo cho thay sunitinib khong gy cam tng va ciing khong ché cac enzym
CYP chinh, bao gom CYP3A4 (xem muc 4.5).

Gia tri Ki in vitro theo tinh toan cho moi dudi - l6p CYP (cac CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI, CYP3A4/5 AND CYP4A9/11) cho thay
sunitinib va chat chuyén héa chu yéu con hoat tinh khong chic ¢6 tuong tac thube — thube 6
y nghia lam sang voi cac thudc 6 thé duge chuyén héa qua xuc tic cia cic enzym CYP néu

trén.

Dao thai:

Pao thai chu yeu qua phén (61%); qua thén chi con 16% cia liéu ding cho chinh sunitinib va
céc chat chuyén héa. Sunitinib va chit chuyén héa chinh con hoat tinh 1a nhiing san pham
chinh lién quan téi thudc duogc xic dinh trong huyét tuong, nudc tiéu va phan, chiém tuong
ang la 91,5%; 86,4% va 73.8% chét danh diu. Cac chét chuyén hoa thi yeu dugc xac dinh
trong nudc tiéu va phan, nhung thuong khéng tim thay trong huyét twong. Toéng do thanh loc

Page 22 of 25



LPD Title: Sunitinib malate
Country: Vietnam LPD date: 11 Dec 2012
Reference CDS: 32.0  Reference CDS date: 05 Dec 2012

theo dudng udng (CI/F) la trong khoang 34 — 62 lit/gi véi su dao dong gilta cac bénh nhan 1a
40%.

Duroc dong hoc & cic nhém doi tiwong déc biét

Nguoi suy gan

Sunitinib va chét chuyén héa chu yéu chuyén héa chinh qua gan. Nhitng sy phoi nhiém hé
théng sau khi ding liéu don sunitinib 1 twong duong khi so sanh nguoi suy gan nhe (Child —
Pugh loai A) hoac trung binh (Child — Pugh loai B) so v&i ngudi ¢6 chuc nang gan binh
thuong. Chua ¢6 nghién clru sunitinib ¢ nguoi suy gan nghiém trong (Child — Pugh loai C).

Suy thén
Chura tién hanh nghién clru 1dm sang & bénh nhén suy chirc nang than. Cé nghién ciru, nhung

loai trir cac bénh nhan c6 creatinin — huyét thanh > 2,0 1an ULN. Phén tich dugc dong hoc cho
thay duoc dong hoc cia sunitinib khéng thay ddi & bénh nhén cé toc do thanh loc creatinin
theo tinh toan la ¢ trong vong 42 — 347 mL/phut.

Dién sinh 1y tim

Danh gia su kéo dai doan QT & thur nghiém pha I v&i 24 bénh nhan (tudi: 20 — 87) 6 khdi u
ac tinh tlen trién. V4i cac ndng do diéu trj trong huyét tuong thi su thay doi trung binh cua
QTcF toi da v6i mire co ban la 9.6 miligidy (90% CI - 15,1 mlllglay) Néu tang khoang gip 2
lan cac ndng dd diéu tri, thi su thay doi trung binh cua QTcF tdi da so vdi mirc co ban s& la
15,4 miligidy (90% CI — 22,4 miligiy). Moxifloxaxin (400mg) dung lam ching duong cho
thdy c6 thay ddi trung binh vé QTCcF tbi da 1a 5,6 miligidy so véi muc co ban. Khong cé benh
nhéan nao c6 gip tac dung trén doan QTc I6n hon mirc do 2 (CTCAE v.3,0). Khong ¢6 bénh
nhan c¢o loan nhip tim (xem muc 4.4).

Duoc dong hoc trong huyét tuong

Sau khi cho ngum tinh nguyén khoe manh uéng lleu don, thay thoi gian ban thai clia sunitinib
khoang 40 — 60 gio va cua chat chuyén héa chu yéu c6 hoat tinh 12 80 — 110 gio. Neu tiép tuc
lidu hang ngay, thi thy sunitinib tich liy gip 3 — 4 lan, con chét chuyén héa chii yéu c6 hoat |
tinh thi tich Iy 7 — 10 lan. Cac nong do trong trang thai 6n dinh cua sunitinib va cia chét
chuyén hda sé dat duge trong 10 — 14 ngay. Sang ngay 14, cac ndng dd phdi hop trong huyét
tuong cua sunitinib va cta chat chuyén hoa c6 hoat tinh 12 62,9 — 101 nanogam/ b
nhitng nbéng do dich du doan tir cac du lidu tién lam sang du dé Gc ché in vitro 1
phosphoryl hoa va dat duoc sy dn dinh / giam sy 16n 1én ciia khéi u in vivo. Khong co thay
dbi c6 y nghia ve duoc dong hoc cua sunitinib hodc ctia chat chuyen hoa chu yéu co hoat tinh
khi ding lién tiép cac liéu hiang ngay hoic véi cac chu ky nhéc lai trong cac ché do liéu luong

thir nghiém.

Duoc dong hoc 1a twrong duong trong moi quan thé bénh nhan c6 khoi u ran va ¢ nhitng ngudi
tinh nguyén khoe manh.

Duoc dong hoc & mét quan thé

Phan tich céc dit liu nhan khau hoc vé duoc dong hoc & mot quan thé cho thdy khong cé anh
huéng rd rét vé lam sang clia tudi, thé trang, do thanh loc creatinin, gidi, chung toc hodc bac
thang ECOG t6i duge ddng hoc cua sunitinib hodc cua chét chuyén hoéa chu yéu c6 hoat tinh.
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5.3 Cac dit liéu an toan tién lim sing

Trén chudt cong va khi, nghién ctru ddc tinh voi cac liéu lién tlep cho téi 9 thang su dung,
thy cac tac dung chu yéu trén co quan dich dugc xac dinh la ¢ Ong tiéu hoa (ndn va tiéu chay
& khi), tuyén thuong than (tu mau va / hodic xudt huyét vo thuong than & chudt va khi, con &
chudt 14 hoai tir réi xo héa), hé tao mau — bach huyét (giam tao té bao tiiy xuong va tiéu mé
bach huyét G tuyén te, lach va hach bach huyét), ngoai tuy (mét hat té bao nang tuy kém theo
hoai tur té bao), tuyén nudc bot (phi dai nang), khdp xuong (téng bé day cac dia), tir cung
(teo) va buong trang (giam phat trién nang budng tring). Moi két qua trén dat duge & muc
phoi nhiém cua sunitinib trong huyét twong c6 y nghia lam sang. Céc tac dung bd sung gip &
nhitng nghién ctru khac bao gom kéo dai doan QTe, giam phan xuét téng that trai (LVEF),
phi dai tuyén yén va teo dng tinh hoan, tang chét co ban ¢ gian mach than, xuat huyét & ong
tiéu hoa va niém mac miéng, phi dai cac té bao tuyén yén. Nhiing su thay dbi o tir cung (teo
ndi mac tr cung) va ¢ sy lon 1én cua dia xuong (loan san sun) co thé lién quan tdi tac dung
duoc 1y cua sunitinib. Nhiéu loai trong cac tac dung phu néu trén 14 c¢6 phuc héi sau 2 — 6 tuan
ngimng diéu tri.

Déc tinh v6i gen

Tiém nang doc tinh vdi gen cla sunitinib duge danh gia in vitro va in vivo. Sunitinib khong
c6 doc tinh gay bién dj trén vi khuén sir dung su hoat hoa chuyen héa ¢ gan chudt cong.
Sunitinib khéng gay cam (ng su sai lac cau tric thé nhlem sdc in vitro & té bao lympho bao
mau ngoai bién ngudi. Cé gap tinh da béi (sai lac s6 thé nhiém sic) in vitro & Iympho bao
mau ngoai bién & ngudi. In vivo, thay sunitinib khong lam gay ¢ tiy xuong chugt cong. Chua
danh gid vai chit chuyén héa chu yéu c6 hoat tinh vé tiém nang gdy doc vé di truyén.

Déc tinh gdy ung thu

Mic di chua tién hanh cac nghién ciru vé doc tinh gay ung thu cua sunitinib, nhung da gap u
biéu md va ting san tuyen Brunner & ta trang khi ding lidu cao nhat cho chuot nhét chuyén
gene H2ras véi cac liéu mdi ngay 1a 0; 10 ; 25; 75 hodc 200mg/kg, dung trong 28 ngay.

Déc tinh trén su sinh san va phat trién

Khong gap tac dung trén su sinh san cua chudt cdng duc, ding thudc 58 ngay truée khi giao
hop véi chudt cai chua dung thude. Ciing khong gap tac dung trén su sinh san khi cho chudt
cong cai uong thudc 14 ngay trude khi giao hop véi chudt cong duc khong ding thugc, dung
liéu c6 thé dat sy phoi nhiém hé théng gap khoang 5 lan su phoi nhiém hé thong O ngUvT
nhién, nghién ctru vé ddc tinh khi ding liéu lién tiép tién hanh trén chudt cong va khi;
anh hudng tGi sy sinh san stc vét cai dudi dang thodi trién nang nodn, thodi héa hoang thé
thai nghén, thay ddi ndi mac tir cung, giam can ndng cua tir cung va buong tring voi muc
phoi nhiém hé thong ¢6 ¥ nghia 14m sang. Hon nira, nghién ciru doc tinh véi cac liéu nhac lai
trén chudt cong, thdy anh huéng trén sy sinh san chudt duc bidu hién dudi dang teo tinh hoan,
giam tinh tring 6 mao tinh va tiéu dang keo & tuyen tién liét va tai tinh khi phoi nhiém & mirc
trong huyét twong cao gip 18 lan phor] nhiém thuoc trong l1am sang. Khong phai moi tac dung
gip 6 chudt duc da duge phuc hdi vao giai doan cubi ciia thoi ky binh phuc (6 tuan).

Chua cé nghién ctru chuyén biét trén stc vat vé sur phat trién quanh ky sinh dé va sau sinh.

Trén chuot cong, ty 1¢ tr vong phdi thai lién quan tdi thuoc da cho thay rd c6 giam rd vé so
lugng thai song sot, c6 tang so thai bi tiéu (tiéu sém va tong s6); tuong ng voi su tang mat
trimg khi 1am t6 va téng cong mat lira de la 8/28 chudt cai co chira khi phoi nhiém thubc
trong huyét twong véi ham lugng cao gap 5,5 lan khi ding trong 14m sang. Trén tho, sy giam
trong lugng tr cung cé chira va giam so luong thai con séng la do tang sb thai bi tiéu (tiéu
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6.1.

6.2.

6.3.

6.4.

6.5.

6.6.

sém va téng sb), tang mét trimg khi 1am t6 va mat lira dé & 4/6 tho cai c6 chira véi ham luong
thudc ding cao gip 3 1an hon khl dung ¢ lam sang.

Dung sunitinib trén chudt cong cai trong giai doan tao co quan da cho tac dung phu trén sy
phat trlen v6i ligu méi ngay > S5mg/kg, biéu hién bang su tang ty 1€ di dang bd xuong cua thai,
chu yéu biéu hién ¢ su cot hoa cham o d6t séng that lung va sun 1ong nguc. Tac dung phu
trén sy phat trién cua chudt cbng gap khi chudt bi phoi nhiém véi ham lugng thube trong
huyét tuong cao gip 6 lan hon & phoi nhiém trong 1am sang.

Trén tho, tac dung phu trén su phat trién biéu hién & su tang ty 1& sit moi khi phoi nhiém
thudc voi ham lugng ngang khi ding trong lam sang, con sut mdi va nit khe vom miéng khi
phoi nhiém trong huyét twong véi nong do gip 2.7 lan cao hon khi dung trong 14m sang.

Chua tién hanh nghién ctu quén triét vé doc tinh trén su phat trlen ph01 thai ctia tho vi
tdc dung trén phoi thai da duoc chimg minh rd rang trén chudt cbng va coi nhu 1a nghiékg
so bo trén tho. g

CAC PAC TINH DUQC HQC

Danh muc ta duge
Mannitol, Croscarmellose natri, Povidon, Magnesi Stearat.

Twong ky,
Khéng.

Thaoi han sir dung
36 thang ké tir ngay san XUuAt.

Théan trong dic blet khi bdo quan
Béo quan dudi 30°C.

Tinh chét va dung lwong ciia bao bi dong goi
Sutent 12,5mg; 25mg; S0mg:
Hop 1 lo HDPE chira 28 vién nang.

PHO CUC TRUONG
Khong c6 doi hoi dic biét. ,/VW% YVim Chanty

Tiéu chuén thudc thanh pham: Theo tiéu chuin nha sin xuat.

Luwu ¥ diic biét vé tiéu huy

Nha sin xuit:
Pfizer Italia S.r.l.,
Localita Marino del Tronto, 63100 Ascoli Piceno, Y
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BQ Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Poc lap - Tu do - Hanh phiic

86: {02357 7QLD-PK Ha N6i, ngay 09 thang6  nam 2015
V/v thay dbi huéng dan sir dung

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

Tiép theo cong vén s6 402/QLD-PK ngay 12/01/2015 cua Cuc Quan ly
Dugc, xét don dé nghi ngay 25/03/2015 va céc tai liéu lién quan cia cong ty vé
viéc thay d6i hudng dan sir dung dbi véi thude nude ngoai da duge cip s6 ding
ky luu hanh;

Can ctt Thong tu s6 44/2014/TT-BYT ngay 25/11/2014 cta B6 trudng Bo
Y té quy dinh viéc dang ky thube; Thong tu s6 04/2008/TT-BYT ngay
12/5/2008 ctia Bo trudng Bo Y t& hudng dén ghi nhan thudc;

Cin ctr Bién ban thdm dinh hd so thay d6i/bd sung, Cuc Quan ly Duoc ¢o
¥ kién nhu sau:

Pong y dé cong ty dugc thay dbi huéng dan st dung déi véi thude Sutent,
sd dang ky VN-18043-14.

Béng so sanh ndi dung thay ddi cta to huéng dan sir dung dugc déng diu
xéc nhan cua Cuc Quéan ly Duoc.

Ngoai ndi dung dugc thay ddi trén, tt ca cdc nodi dung khic giit nguyén
nhu hé so dang ky thude luu tai Cuc Quén 1y Dugc.

Cong ty dang ky, nha san xudt phai chiu trach nhiém vé chét luong d6i véi
thuéc Iuu hanh trén thi trudong, ndi dung ghi trén nhén thuée, quy dinh vé s& hitu
tri tu€ lién quan dén nhan hiéu hang hod cta thudc va cé trach nhiém théng bdo
su thay d6i ndy dén céc co quan lién quan va khach hang.

Sau 03 thdng ké tir ngay ky cong vin niy cong ty khong duoc nhap khiu
thudc trén v6i ndi dung cii da thay do6i clia to huéng dan st dung.

Cuc Quan ly Dugce théng béo dé cong ty biét va thuc hién dung céc quy
dinh ctia Viét Nam vé luu hanh thude./.

Noi nhan:
- Nhur trén;
- Luu: VT, DK (Li).




BO Y TE
CUC QUAN LY DUQC

A BAN TOM TAT

Al

023JQLD PK)

THAY POI TRONG TO HUONG DAN SU DUNG CUA THUOC 6?
O;q- ing £ Q1S SUTENT 12,5 mg (SPK: VN-18043-14)

&

"~ TO HUONG DAN SU DUNG CU

(phén loai bo dugc gach-ngang)

—_— \i
TO HUGNG DAN SU DUNG MOI
(Phan thém vao/ thay doi dugc danh ddu vang)

Rx
CANH BAO PAC BIET:

Gh-l—su—d-u-ng—t-huee nay theo do’n

Doc k¥ htro’ng dan Sll’ dung tru'0'c khl dung

Hiy-théng bao cho bac sy-néuxay ra-bat ky tic dung REORI ¥ Do
Khong sir dung thuoc da qua han dung.

pé thu%ngem tAm véi-eia tré em.

Rx

CANH BAO PAC BIET:

Thudc nay chi ding theo don ciia bac si

Doc ki hwéng din sir dung truée khi ding

Khéng diing qua liéu chi dinh

Thong bsao cho bac si nhitng tic dung khong mong mudn gip phai
khi sir dung thude

Néu cin thém thong tin xin héi y kién bac si

Khong sit dung thude di qua han ding

Dé xa tim tay tré em

3. DANG BAO CHE
Vién nang ciing

3. DANG BAO CHE
Vién nang clrng gelatin

4. DAC TiNH LAM SANG
4.1. Chi dinh diéu tri

Sunitinib dugc chi dinh diéu tri khdi u m6 dém duong tiéu héa (GIST -
gastrointestinal stromal tumor) sau khi that bai di€u tri bang imatinib
mesylat do bi dé khang hodc khong dung nap (xem muc 5.1).

Sunitinib eén-dung didu tri ung thu bidu md té bao than tién trién va /
hodc di can (MRCC - metastatic renal cell carcinoma) ¢ nhiing bénh
nhan chua dugc dung thudc (xem muc 5.1).

Sunitinib eda-déng dicu tri ung thu biéu md té bao thn tién trién va /
hodc di cdn (MRCC) sau khi that bai ¥é-diéu tri dira—vae cytokin (xem
muc 5.1).

4. PAC TINH LAM SANG
4.1 Chi dinh diéu trij

Sunitinib dugc chi dinh diéu tri khéi u mo6 dém duong tiéu hoa (GIST -
gastrointestinal stromal tumor) sau khi that bai trong viéc di€u trj bang
imatinib mesylat do bi dé khang hoéc khong dung nap (xem Muc 5.1).

Sunitinib dugc chi dinh diéu tri ung thu biéu md t& bao than tién trién va/
hogc di can (MRCC - metastatic renal cell carcinoma) ¢ nhitng bénh nhén
chua duge dung thuoce (xem Muyc 5.1).

Sunitinib dugc chi dinh diéu trj ung thu biéu md té bao than tién trién va/
hodc di can (MRCC) sau khi that bai diéu tri vai cytokin (xem Muc 5.1).




4.2. Liéu dung va phwong phap sit dung

Liéu khuyén céo cua sunitinib 1a udng mot lan duy nhat 50mg moi
ngay, dung trong 4 tudn hién; tiép theo 12 thoi gian nghi 2 tuan (thoi
gian biéu 4/2) dé gdm chu ky tron ven }a-6 tuan.

C6 thé uéne sunitinib ciing hodc khong cling thirc an.

Thay dbi liéu
Dé an toan va dung ngp.

thay doi lidu trng-née 12,5mg dugc 4p dung can cir vao df an toan va
st dung nap cua tirng ca thé dé dung téi 75mg hodc xuong 25mg.

Dung liéuveé%é&ee—yéa—eéu dua trén do an toan va sy dung nap cua
ting ca the.

Uc ché / géy cam ing CYP3A4:

Phéi hop sunitinib véi cac chét gdy cam (ng manh CYP3A4 nhu
rifampicin %h{—e—an—tmﬁh (xem muc 4.5). Néu khéng thé tranh ph01 hop
thi liéu sunitinib can ting theo ang—nae 12,5mg cho tdi liéu t6i da la
87.5mg mdi ngay, dua vée theo dbi cin than vé su dung nap thude.

Phéi hop sunitinib voi cac chat e ché manh CYP3A4 nhu ketoconazol
thi-ean—tranh (xem muc 4.5). Neu khong thé tranh phm hop, thi can

giam lidu sunitinib theo %bmg—nae cho dén lidu t6i thiéu mdi ngay la
31.5mg;

Khuyén céo nén chon thube Ghay—t-he—ma khong c6 hodc co rat it tiém
ning gay cam tng hodc Grc ché CYP3A4 dé-phéi-hep-véi-sunitinib.,
Véitré em:

Chua xac dinh duogc df an toan va hiéu hse cta sunitinib é-bénh nhi.

Mét nguoi cao tudi:

Khong déi-héi chinh lidu & bénh nhan cao tudi. Cé khoang 34% sb

4.2 Liéu dung va phwong phap sir dung

Liéu khuyén cdo cua sunitinib la udng mot 1an duy nhat 50 mg mdi ngay,
dung trong 4 tuan lién ticp, sau dé la thoi gian nghi 2 tuan (thoi gian biéu
4/2) dé tao thanh chu ky tron ven 6 tuan.

C6 thé dung sunitinib cung hodc khéng cuing thirc an.

Thay dbi liéu
Do an toan va dung nap

Thay déi liéu theo gia s 12,5 mg dugc dp dung can clr vao df an toan va
kha nang dung nap cua tirng ca thé dé dung t&i 75 mg hodc gidm xudng 25
mg.

Co thﬁ: phai dimg liéu dua theo d3 an toan va kha ning dung nap cia timg
ca the.
Uc ché / cam iing CYP3A44

Nén trinh phéi hop sunitinib véi cac chit gy cam Gng manh CYP3A4
nhu rifampicin (xem Muc 4.5). Néu khong thé tranh phéi hop thi lidu
sunitinib can ting theo gia s& 12,5 mg cho t6i lidu téi da 1a 87,5 mg mbi
ngay, dua trén co s& theo ddi can than vé kha nang dung nap thude.

Can tranh phdi hop sunitinib v6i cac chét tc ché manh CYP3A4 nhu
ketoconazol (xem Muc 4.5). Néu khong thé tranh phdi hop, can giam lidu
sunitinib theo gia s& cho dén liéu t6i thiéu mdi ngay 12 37,5 mg.

Khuyén céo khi cin ding thube khac cing v6i sunitinib, nén chon thude
khong c6 hodc co rat it tiém ning gdy cam (g hodc rc ché CYP3A4.

Str dung o tré em

Chua xac dinh dugc dd an toan va hiéu qua cua sunitinib trén bénh nhén
nhi.

Sur dung ¢ nguroi cao tuoi

Khdng cén chinh liéu & bénh nhan cao tudi. C6 khoang 34% s dbi tugng |
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newot trong cac nghién cuu lam sang vé sunitinib 1a > 65 tudi. Khong
€6 khéc biét eo-y-nghia vé s¢ an toan hede hiéu hee thude gitra bénh
nhan tré tudi ¥6i cao tudi.

trong cac nghién ciru 1dm sang vé sunitinib 1a > 65 tudi. Khong nhén thay
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su khac biét dang ké nao veé do an toan va hi¢u qua cia thudc giira bénh
nhén tré tudi va bénh nhén cao tudi.

4.3. Chéng chi dinh

Cém dung sunitinib cho bénh nhan qud-man cam voi sunitinib va bét ky
thanh phan nao ctia ehé pham.

4.3 Chdong chi dinh

Khéng ding sunitinib cho bénh nhan man cam véi sunitinib hodc bét ky
thanh phan nao ctia thuoc.

4.4. Canh bao dic biét va than trong khi sir dung
Da va mo

Péi mau da, ¢6 thé do mau (vang) cla hoat chét la hién—twong-ed-hat

emmg—lwnﬂuaﬂ%m%mew gap Meheaﬂg—}gvé—se—bema—ﬁhaﬂ— Bénh cén
duoc canh béo la-sy mét sic t6 da hodc téc ¢b thé gap-khi-dime sunitinib.

Nhiing tac dung khéc trén da cé thé gap $a kho, day va-edy da, vétphéns
hoac co6 khi phat ban & gan ban tay, chan.

Hién twong chdy mdu vé-ehés-méutchéiw

Cac hién tuong chay mau dugc bao cdo h&u—mai—bae—gém tor vong, bae
gdm ca xuét huyét tiéu hoa, ho hap, khdi u, duong tiét nidu va ndo. Trong

cac thu nghiém lan sang, chiay mau khbi u henﬂuafﬁetkd{ewm gap O
khoang 2% sb bénh nhan GISTnhing hién tugng nay c6 thé gap dot

4.4 Cainh bao dac biét va than trong khi sir dung
Da va mo

P6i mau da c6 thé do mau (vang) cua hoat chit la tac dung khong mong
mubn rét thudng gip duoc bdo cdo trong céc thir nghiém 1am sang. Bénh
nhén can duoc canh béo vé viée mét sac t6 da hodc téc ¢6 thé xay ra trong
qua trinh diéu tri v&i sunitinib. Nhimg tac dung khac trén da c6 thé gip bao
gom khd, day hoic nitt da, giép da hodc ¢6 khi phat ban & gan ban tay, chan.

Phan ¢ng da nghiém trong da dugc béo céo, bao gdm truong hop hong
ban da dang va nhitng truong hop goi y hdi chirng Stevens-Johnson, trong
d6 c6 mot sd trudng hop gay tir vong. Néu cé dau hiéu hodc triéu ching
ctia hoi chimg Stevens-Johnson hodc héng ban da dang (vi du: ban da
ngay mc}t nang thém thuong di kem véi mun nude hogc ton thuong niém
mac), can ngung diéu tri bang sunitinib. Néu chan doan x4c dinh 14 hoi
chimg Stevens-Johnson, khong dugc bét dAu lai liéu phép sunitinib. Trong
mot s trudng hop nghi ngd hdng ban da dang, mdt vai ngu'orl trong so
nhiing bénh nhan sau khi di dugc giai quyét tinh trang phan tmg cé dung
nap thubc khi diing lai lidu phép sunitinib & liéu thip hon ciing duoc ding
bién phép diéu tri ddng thai vai corticosteroid hodc thudc khang histamin.
Hién tuong chay mdau

Céc hién tuong chay mau duoc bao cao sau khi thude di luu hanh trong d6
c6 mot sb ca gay tir vong, gom ca xuat huyét dudng tiéu hoa, hd hap, khéi u,
dudng tiét niéu va ndo. Trong cac thir nghiém lam sang, chay mau khi u
gip & khoang 2% sb bénh nhan bi u méd dém dudng tiéu héa (GIST). Nhing
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ngdt va trong truong hop cac khdi u & phoi, cé thé biéu hién bang ho ra
mau hodc xuat huyét phdi nghiém trong v& de doa tinh mang. Cac truong
hop xuat huyét phdi, mot vai trudng hop dan dén tir vong, dugc quan sat
trong cac thir nghiém lam sang va dugc bao cdo hau-mai-&¢ nhitng bénh
nhan sir dung sunitinib dé didu tri MRCC-GIST-va ung thu phdi té-bae
Lhesephe 6 di can exSHe—merssisie pop—natechdune caneos),
Sunitinib khong duoc ehap-nhan dé dung cho bénh nhan v6i NSCLC.

Céc hién tugng xuat huyét gip & 18% s6 bénh nhan dung sunitinib & pha
diéu trj mu doi cua nghién ciu GIST so v6i 17% & bénh nhan dung
placebe. V6i bénh nhan ding sunitinib dé chita MRCC-mé chua ding
thubcthéy-eé 39% s newdi c6 cac hién tuong chay mau so véi 11% sb
bénh nhan dimg interferon alpha (IFN — a). Cé H bénh nhan 3:4%) dung
sunitinib so v6i + bénh nhéan (8:3%) dung IFN — a ¢6 gap cac hién tuong
chay mau hen—q&&n—éen—%ec—va—e—mue d¢ =3. Trong so bénh nhan ding
sunitinib dé diéu tri MRCC khang cytokin, c6 26% s0 nguét Xuét huyet
Danh gia thuong quy hién tugng nay cén bao gom dém mau toan thé va
kham thue the.

Ong tiéu hoa

Hiém-gap-ede bién ching tiéu héa nghiém trong, c6 khi gy tir vong, bao
gom thung érg tiéu hoa ¢ bénh nhan bi u ac tinh trong bung ma-ding
sunitinib.

Cdc hientwong tieu hoa

Budn ndn, tiéu chay, viém miéng, kho ti€u va non la cac hiéa-twong ti€u
héa lién quan téi thude thuong gap nhat Diéu tri hd tro cac hién-tuonsed
hai & dudng tidu héa cé thé bao gdom thudc chdng ndn hodc chdng tiéu
chay.

Viem tuy

Cé-gap-tang lipase va amylase — huyét thanh & bénh nhan c6 khéi u #én
ma-aung sunitinib. Sy ting ham-tweng lipase 1a nhat thoi va thudng khong

hién twong nay cé thé gap dot ngot va trong trudong hop cac khdi u & phdi,
c6 thé biéu hién bang ho ra mau hogc xuat huyét phdi nghiém trong de doa
tinh mang. Céc trudng hop xuét huyét phdi, mot vai trudong hop dan dén tur
vong déd dugc quan sat trong cac thir nghiém 1am sang va dugc bao cdo sau
khi thudc da luu hanh & nhimg bénh nhan st dung sunitinib dé didu tri ung
thu biéu md té bao than, u mo dém duong tiéu héa va ung thu phoi khong té
bao nho ¢6 di can. Sunitinib khong dugc phé duyét dé dung cho bénh nhén
ung thu phdi khong t& bao nho.

Cac hién tugng xuat huyét gip & 18% s6 bénh nhan dung sunitinib & pha
didu tri mu d6i cta nghién ctru GIST so véi 17% & bénh nhan dung gia
duge. Vi bénh nhéan ding sunitinib dé chira ung thu biéu mé t bao than
tién trién v/ hodc di can (MRCC) chua duge dung thude trude d6, 39% sb
bénh nhan c6 cac hién tuong chay mau so v&i 11% sb bénh nhan ding
interferon alpha (IFN — a). C6 17 (4,5%) bénh nhan dung sunitinib so véi 5
bénh nhan (1,7%) dung IFN — o ¢6 cac hién tugng chay mau tir do 3 trd 1én.
Trong s6 cac bénh nhan dung sunitinib dé diéu tri ung thu biéu mé t& bao
than tién trién v&/ hodc di cin (MRCC) khéng cytokin, c6 26% sé bénh nhéan
bi xuat huyét. Panh gia thuong quy cac hién tuong nay cin bao gdm viée
dém té bao mau toan phan va kham strc khoé téng quét.

Durong tieu hoa

Céc bién ching dudng tidu hoa nghiém trong, ¢6 khi gay tir vong, bao gdm
thiing dudng tiéu hoa da xay ra & cac bénh nhan bi u 4c tinh trong 6 bung ¢
str dung sunitinib.

Cdc phan 1mg vé tiéu héa

Budn nén, tiéu chay, viém miéng, khé tiéu va non la cac bién cb dudng tiéu
hdéa lién quan téi thude thudng gap nhat. Diéu tri ho tro cac tac dung khong
mong muon & dudng tiéu hoa c6 thé bao gom thuoc chong nén hodc chong
tiéu chay.

Viem tuy

Viém tuy dd dugc bdo cédo trong cac thir nghiém ldm sang cua sunitinib.
Téng lipase va amylase — huyét thanh dugc ghi nhan ¢ bénh nhan c6 cac
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kem theo déu hleu hodc tneu chu*ng vxem tuy tang-0 nhiing newoi-ed-ede
. or &

bénh nhéan co kh0| u £an,
Néu gip cac triéu churng viém tuy heae—benh—uan bénh nhan cin ngimg
diing sunitinib va c6 bién phap sin soc ho trg thich hop.

Déc tinh gan

Déc tinh gan dd duoc quan sit thdy ¢ nhitng bénh nhan didu tri bang
sunitinib. Céc truong hop suy gan, mét-vai dan dén tr vong, duoc quan
sét thiy & < 1% bénh nhan c6 khdi u #an diéu tri bang sunitinib. Thee ddi
cac xét nghiém chirc ning gan (ndng do alanin transaminase [ALT],
aspartat transaminase [AST], bilirubin) trudc khi bit dau diéu tri, trong
mdi chu ki diéu tri, va khi duoc chi dinh 1am sang. Can ngirng sunitinib
khi gdp cac tac dung khong mong mudn vé gan & d6 3 va do 4 va khong
tiép tuc néu khong c6 giai phép.

Huyét hoc

Glam lucmg tuyet dor bach cau trung tmhwm@mwhem—%mﬂg—nwe%%
- Giam lugng tidu cAu d6-3eip-6-4%

- Cac hién-twong-trén khong tich luy, c6
h01 phuc va khong can phal nging thudc. Ngoai ra, ¢6 nhiing truong hop
xuft huyét tir vong c6 lién quan dén giam bach cau da dugc béo cdo hau

hat.

Cén tién hanh dém mau toan thé vao luc khoi diu mdi chu ky didu tri cho
bénh nhan dung sunitinib.

Tim mach

Di-cb-che-bio-edo-hau-mai-vé-ede bién cd tim mach, bao gdm suy tim,
bénh co tim, rdi-lean co tim, trong d6 mot vat trudng hop tir vong. Trong
cac thir nghiém 1am sang, giam phan xuét tong mau &tam that trai
EVEE —lefiventrienlar—ejection—fraction) & > 20% va dudi ranh gidi
thap cuia binh thudong gap & khoang 2% bénh nhan GIST-dine sunitinib, &
4% bénh nhan MREE khang wéi-cytokin va & 2% bénh nhin diung

khoi u diic khdc nhau sir dung sunitinib. Sy ting nong dd lipase la nhat thoi
va thuong khong kém theo ddu hidu hodc triéu chimg viém tuy & nhiing
bénh nhén cé cac khdi u didc khac nhau. Néu gip cac triéu chimg viém tuy,
bénh nhan can ngimg ding sunitinib va ¢ bién phap sin séc hd trg thich
hop.

Ddoc tinh gan

Poc tinh gan dd dugc quan sat thdy & nhitng bénh nhan didu tri bang
sunitinib. Céc truong hop suy gan, doi khi dan dén tir vong, dugc quan sét
thdy & < 1% bénh nhéan c6 khdi u ddc diéu trj bang sunitinib. Can theo ddi
cac xét nghiém chirc ning gan (ndng do alanin transaminase [ALT],
aspartat transaminase [AST], bilirubin) trude khi bit dau didu tri, trong
mdi chu ki dicu tri, va khi duoc chi dinh 1dm sang. Can ngimg sunitinib
khi gap cac tac dung khong mong mubn vé gan & do 3 va d¢ 4 va khong
tiép tuc néu khong co giai phap.

Huyét hoc

Giam sb luong tuyét ddi bach céu trung tinh va giam s lrong tiéu cAu da
dugc bao cdo trong cac thir nghiém lam sang. Céc bién ¢b nay khong tich
liy, c6 thé h01 phuc va khong can phai ngimg thude. Ngoai ra, c6 nhiing
truong hop xuat huyét tir vong c6 lién quan dén giam bach cu da duoc béo
c4o trong qua trinh luu hanh thuée.

Tinh trang thiéu méau dd dugc quan sat thdy trong ca giai doan sém va
muon khi diéu trj bing sunitinib; cac trudng hop thiéu mau cp do 3 va 4
da duoc bao céo.

Can tién hanh viéc dém té bao mau toan phan vao lic khéi ddu mdi chu ky
dieu trj cho bénh nhan dung sunitinib.

Tim mach

Céc bién cb tim mach, bao gdm suy tim, bénh co tim, thiéu mau co tim cuc
b6, va nhdi mau co tim, trong d6 ¢6 mot s6 trudng hop gy tir vong da duoc
béo cdo trong qué trinh luu hanh thude. Str dung sunitinib mét cach than
trong & bénh nhén ¢ nguy co hodc ¢ tién sir bi nhitng bién cb nay. Trong
cac thir nghiém lam sang, su giam phén sut tdng mau that trai & > 20% va
dudi ranh giGi thip ciia mitc binh thudng xay ra & khoang 2% bénh nhén c6
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placebo. Su giam sat-VEE nay khong c6 vé tién trién va thudng duoc
cai thién khi tiép tuc diéu tri. Nghién ciru MREC & bénh nhan chua didu
tri théy 6 27% sé-neudi dung sunitinib va 15% sé-newdi dung IFN — o da
co gia tri EVEE dudi mie EEN. Co hai bénh nhan (<1%) ding sunitinib
duoc chan doan ]a co benh tlm NHRE huyet (GH#—eeﬂgeus—he&ﬂ

tim *&P:g huyet— hoac “bénh tam thét trai” da gap O Mﬁ&e—b@n«h—nh&n—ee
Hm—u—mn—va—e—l—/o—se benh nhan duﬁu—plraeebe—N-hﬂﬂg—benh nhén sau-day

Neuot cd cic hién—tueng tim &eﬂg—veng—l—z—rhaaa—H%ldﬁ—éuﬂg
sunitinib, nhu nhdi mau co tim (bao gom dau that nguc nghiém

trong/khong 6n dinh), da bi béc cau dong mach ngoai bién / vanh tim,
CHE triéu chimng, tai bién mach ndo, con thiéu mau cuc bd thoang qua,
hoic téc mach phdi. Chua rd bénh nhan trong cac diéu kién phm—hﬁp cod
thé c6 nguy co hon vé phat trién sw rdi loan chitc ning tim that trai do
thube. Thay thube ean-duege-dan-dod can nhac giira nguy co voi Hema}ang
loi ich cua thude. Cac bénh nhan nay cn dugc theo doi chu dao vé cac
dau hiéu va tridu chu‘ng lam sang ctia €HE mdi khi dung sunitinib. Ciing
nén can nhic danh gia dinh ky vwmu%e&baweu&l#&ﬁme} khi benh
nhén e#rg sunitinib. V6i bénh nhan khong c6 cac yeu t6 nguy co vé tim,
nén cén nhic danh gia mire-co-ban-eda phan xuét tdng mau.

Khi ¢ mat-cac biéu hién 1am sang cua EHE, khuyén céo ean ngiing dime
sunitinib. l:rea—metﬂg—eaa—wamm can ngime va / hodc giam & bénh nhan

tuy khong c6 bang chimg l4m sang cia CHE nhung lai c6 phan xuét tong
mau < 50% va =20%-dudi mic co ban.

Kéo dai doan QT

V6i ndng d6 gip khoang 2 14n ndng do didu tri, thi c6 thdy sunitinib kéo
dai doan QTcF (hi€u chinh Fridericia) (xem muc 5.2). Khéng cé bénh

khoi u md dém duong tiéu hoa dicu tri bang sunitinib, & 4% bénh nhén ung
thu biéu md té bao than tlen xa khang cytokin va ¢ 2% bénh nhan dung gia
dugc. Sy giam phan suét tong méu thét trai ndy khong c6 vé tién trién va
thuong duoc cai thién khi tlep tuc diéu tri. Nghién ctru ung thu biéu mo té
bao than & bénh nhéan chua diéu tri thiy c6 27% bénh nhén dung sunitinib va
15% bénh nhan ding IFN — a c6 gia tri phan suat tong mau that tréi dudi
ranh gidi thap ctia mirc binh thudng. C6 hai bénh nhan (<1%) ding sunitinib
dugc chan doan 1a c6 bénh suy tim sung huyét.Suy tim, suy tim sung huyét
hodc bénh tdm thét trai da gap 0 0,8% bénh nhéan cé khéi u dic” va & 1%
bénh nhén ding gia dugc.

Bénh nhan c6 cac bién ¢b v& tim mach, nhu nhdi mau co tim (bao gdm dau
thit nguc nghiém trong/khong én dinh), da bi bdc cu dong mach ngoai bién
/ vanh tim, bénh suy tim sung huyét c6 triéu chimg, tai bién mach mau nio,
con thiéu mau cuc bd thoang qua, hodc thc mach phdi trong vong 12 thang
trude khi dung sunitinib, da duoc loai ra khoi cac nghién ctru 1am sang cua
sunitinib. Chua rd bénh nhan trong cac diéu kién nay c6 thé ¢6 nguy co cao
hon trong viéc phét trién rdi loan chiic nang tdm thét trai do thudc hay
khéng. Thay thudc nén can nhéc gitra nguy co ndy vdi lgi ich cia thude. Cac
bénh nhan nay can duoc theo ddi chu ddo vé cac ddu hidu va tridu chimg
lam sang cua suy tim sung huyét mdi khi diing sunitinib. Cfing nén can nhic
danh gia nén va danh gia dinh ky phén suét tong méu that tréi khi bénh nhan
sir dung sunitinib. V&i bénh nhén khong c6 cac yéu tb nguy co vé tim, nén
can nhic danh gi4 phan sudt tdng mau ban dau.

Khi ¢6 cac biéu hién lam sang cta suy tim sung huyét, khuyén céo ngimg sir
dung sunitinib. Ciing can ngung va / hodc giam liéu sunitinib & nhitng bénh
nhan khong cé bing chimg 1dm sang cua suy tim sung huyét, nhung lai c6
phén suét tdng mau < 50% va dudi mirc co ban > 20%.

Kéo dai doan QT

Véi nong do gap khoang 2 lan nong d@ diéu tri, thi cé nhan thdy sunitinib
gdy kéo dai doan QTcF (hi¢u chinh Fridericia) (xem Muc 5.2). Khong c6

" Két qua tir c4c nghién ctru 1am sang ban dau, chii yéu bao gom
bénh nhan u mé dém dudng tiéu héa va ung thu biéu mo té€ bao thin
khang cytokin.
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nhan c6 tiéu chudn vé thuat ngu le%heﬁ»ée% ve cac hren—t&enu—ee—hm
v3.0 € : :
kéo-dai-doan-QHQFe. Su kéo dai doan QT ¢6 thé din tGi lam tang nguy
co loan nhip ¢ thit bao gdm xoén dinh. Xoan dinh ¢6 gap & < 0,1% sb
bénh nhan phoi nhlem ¥éi sunitinib. Can dung sunitinib thén trong cho
bénh nhan dé c6 tién sir kéo dai doan QT, bénh nhan dang ding thubc
chéng loan nhip tim, hodc bénh nhan trudc ddy di c6 bénh tim, nhip tim
chém hodc c6 rdi loan dién giai. Phéi hop vdi cac thubce trc ché CYP3A4
¢6 thé 1am ting ndng dd sunitinib trong huyét tuong, eding phai than trong
va cén giam lidu sunitinib (xem cc muc 4.2 va 4.5)

bénh nhén c6 su kéo dai doan QT/QTc 16n hon d6 2 theo tiéu chuan vé thuat
ngir vé céc tac dung khdng mong mudn v3.0. Su kéo dai doan QT c6 thé din
t61 1am tang nguy co loan nhip thét bao gdm xoén dinh. Xoan dinh c6 giip &
< 0,1% sb bénh nhén phoi nhiém sunitinib. Can dung sunitinib mot cach
than trong cho bénh nhan di co tién sir kéo dai doan QT, bénh nhan dang
diing thude chdng loan nhip tim, hodc bénh nhan truéc diy dd c6 bénh tim,
nhip tim chdm hodc ¢6 rdi loan dién giai. Viéc phbi hop véi céc thude G
ché CYP3A4 c6 thé 1am ting ndng do sunitinib trong huyét twong, do d6 can
phai than trong va can giam lidu sunitinib (xem cac Muc 4.2 va 4.5).

Hién twong thuyén tdc huyét khoi tinh mach

Hién twong thuyén tic huyét khdi tinh mach lién quan dén didu tri dugc
béo céo trong khoang 1,0% bénh nhan c6 khdi u dic di dung sunitinib
trong thir nghiém lam sang, bao gdm cac bénh nhan c¢6 khdi u md dém
dudng tidu héa (GIST) va bénh nhéan ung thu biéu mé té bao than tién trién
v/ hodc di can (MRCC).

7 bénh nhan (3%) dung sunitinib va khéng c6 bénh nhan dung glé duoc
trong nghién ctru pha 3 GIST bi hién tuong thuyén téc huyét khdi tinh
mach; 5 trong sb 7 ngudi bi huyét khdi tinh mach sau (deep venous
thrombosis - DVT) d6 3, va 2 ngudi thi & do 1 hodc d6 2. 4 trong sb 7
bénh nhan GIST nay phai ngimg diéu tri sau khi quan sat thdy huyét khdi
tinh mach séu (DVT) l4n d4u tién.

13 bénh nhéan (3%) dung sunitinib trong nghién ciru pha 3 MRCC chua
ting diéu tri trudc d6 va 4 bénh nhan (2%) trong hai nghién ctru MRCC
khang cytokln gap céac hién tuong thuyén tac huyét khdi tinh mach da
duoc bao cdo. 9 trong sd cac bénh nhan do bi téc tinh mach phon, 1 ngudi
& d0 2 va 8 ngudi & do 4. 8 trong sb cac bénh nhan d6 bi huyét khéi tinh
mach sau, 1 nguoi & do 1, 2 nguoi ¢ do 2, 4 ngudi & do 3 va 1 nguoi ¢ do
4. 1 bénh nhén bi tic tinh mach phdi trong nghién ctu MRCC khéng
cytokin phai ngimg dung thubc.

Trong s6 céc bénh nhan ung thur biéu mé té bao than tién trién v&/ hoic di
cian (MRCC) chua tirng diéu tri trudc d6 ma diéu tri boi IFN-a, ¢6 6 bénh
nhan (2%) gap hién tuong thuyén tic huyét khéi tinh mach; 1 bénh nhan
(< 1%) gip hién tuong huyét khéi tinh mach sau & do 3 va 5 bénh nhan
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Tang huyét dp

Tang huyet ap do-thube-sunitinib gip & k-heaﬂg%%ﬁe bénh nhan c6 khoi
u #ar. Can giam sunitinib hodc tam ngimg thudc & khoang 2,7% s6 bénh
nhan. Khong ¢6 bénh nhan nao phai nging diéu tri. Ting huyét ap
nghiém trong (> 200 mmHg tdm thu hodc 110 mmHg tam truong) gép ¢
4,7% s6 bénh nhan. Tang huyet ap lién-quan-toi-thude sip & 30%-s6 bénh
nhén dung sunitinib dé diéu tri MRCC & ngudi chua ding thube so voi
6%-s6 bénh nhan dung IFN-a. Tang huyét ap nghiém trong gap & 12%
bénh nhan dung sunitinib ma-trede chua dung thudc va & 1% bénh nhan
ding IFN — ¢.. Bénh nhan can duoc diéu-tra loai trir bénh tang huyet ap va
phai dugc kiém tra-thieh-dang. Khuyén céo tam ngimg diéu tri néu gap
tang huyet ap nghiém trong ma chua kiém soét duoc qua cham soc y té.
C6 thé tiép tuc didu tri mot khi ting huyét ap da dugc khéng-ehé-thich
dane.

(1%) bi tac tinh mach phoi, tat ca déu & do 4.

Khong cé truong hop tir vong nao duge bao céo trong nghién ciru GIST
va MRCC. Cac truong hop tir vong dé dugc quan sat théy trong khi luu
hanh thudc trén thi truong(xem cac bieén co trén hé hd hap va Muc 4.8).

Hién twong thuyén tdc huyét khoi dong mach

Cac hién twong thuyén tic huyét khdi dong mach (arterial
thromboembolic events - ATE), doi khi gdy tir vong, dd dugc bao céo &
bénh nhan diéu tri bing sunitinib. Bién cb thuong gip nhit bao gdm tai
bién mach mau ndo, con thiéu méau cuc b thodng qua va nhdi mau nio.
Ngoai benh 4c tinh tiém én san co trong co thé va do tudi > 65 thi ting
huyét 4 ap, tiéu duong va tién sir mac bénh thuyén tic huyet khéi cling la
céc yéu to nguy co c6 thé gdy ra hién tuong thuyén tic huyét khdi dong
mach (ATE).

Téng huyét dp

Ting huyét ap la tac dung khong mong mudn rat thuong gép dugc bao céo
trong cac thir nghiém 14m sang & cac bénh nhan ¢6 khi u dic cha yeu bao
gom u md dém dudng tiéu héa va ung thu t& bao than khang cytokm Cén
giam liéu sunitinib hodic tam ngimg thudc & khoang 2,7% sb bénh nhan.
Khong cé bénh nhan nao phai ngimg didu tri. Tang huyét ap nghiém trong
(> 200 mmHg tdm thu hogc 110 mmHg tdm truong) xay ra & 4,7% sé bénh
nhan. Tang huyét ap xay ra O’ 33 9% bénh nhéan ding sunitinib dé diéu tri
ung thu biéu mé & bao than tién trién v&/ hodc di cin (MRCC) & ngum chua
ding thudc so vé6i 3,6% bénh nhan dung IFN—«. Téang huyet ap nghiém
trong gip & 12% bénh nhan dung sunitinib chua ding thube trude dé va &
1% bénh nhan ding IFN — a. Bénh nhan can dugc sang loc loai trir bénh
tang huyét ap va phai dugc kiém soét hop ly. Khuyen céo tam ngimg diéu tri
néu gap tang huyet ap nghiém trong ma chua kiém soat dugc qua chiam soc
y té. C6 thé tiép tuc diéu tri mot khi ting huyét dp da duoc kiém soat hop 1y.

" Két qua tir cac nghién ctru 1am sang ban dau, chu yéu bao gdm
bénh nhan u mdé dém dudng tiéu hoa va ung thu biéu mo té bao than
khang cytokin.
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Réi loan chite néng gidp trene

Khuyén cdo xét nghiém }abé-vé-mire-co-ban-eta chirc ning gidp trang va
nhing bénh nhan nao bi suy hoac %&n#—eh%n&ng&u%ﬁ giap can dugc
didu tri theo thye hanh y-té-chuan trugc khi khoi dau dung sunitinib. Moi
bénh nhan cin duoc giam sat chat ché vé cac dau hiéu va triéu ching roi
loan chirc nang tuyén giap khi diéu tri bang sunitinib. Bénh nhan nao c6
déu hiéu va / hodc triéu chimg chi quan vé réi loan chirc ning tuyén giap
can dugc theo ddi vé-labé-va chirc nang tuyén giap va duge diéu tri theo

thire hanh y-té-chuan.

Suy chirc ning giap trang mic phai de-diéu-tri-edp-cliuedgip & 4% sb
bénh nhan GISF dung sunitinib so voi 1% & nhom plaeebe: Suy chirc

ning giap trang coi nhu hién—trgng—ed-hat & 16% so6 bénh nhan ding
sunitinib trong nghién ctru MRCC chua dung thudc va ¢é 3 bénh nhan (<

1%) & nhom ding IFN — o va 4% s& bénh nhan qua hai nghién ctu
MRCC khang véi# cytokin. Néi chung, c6 7% sb bénh nhan MREE khang
v cytokin ¢ bing ching hodc trong 1am sang hoc trong labé-vé suy
gidp trang cap ctru do thude.

Hiém-eap-ede truong hop ting nang tuyén giap, mot sd kéo theo giam
ning tuyén giap trong cac thir nghiém 1am sang va qua kinh nghiém héu
Co giat

Trong cac nghién clru 1am sang vdi sunitinib, c6 gip co gidt & bénh nhan
¢6 bing chimg di cin nio qua xét nghiém X quang. Hon nifa, cling hiém
gap (< 1%) ede-bae—edo v¢ bénh nhan bi co giat va co bang chimg X
quang v& hdi ching viém ndo tring phia sau c¢6 phuc hdi (RPLS—
reversible-pesteriorleukoeneephalopathy-—syndrome). Bénh nhan bi co
gidt va ¢ ddu hiéu / triéu chimg chic chin vé RPLS, nhu ting huyét ap,
nhirc dau, kém nhanh nhen, hu hai chirc nang tim than, mat kha nang thi
gidc, bao gdm mu do vo6 néo, cin dugc kiém trathee-ddi y hee, bao gdm
thee-ddi huyét ap, khuyén cao tam nglmg sunitinib. Sau khi qua khéi, c6

Réi logn chire ning tuyén gidp

Khuyén céo xét nghiém chic nang giap trang ban dau va nhitng bénh nhén
nao bi suy hodc cuong giap can dugc diéu trj theo céc hudng dan diéu tri
hién hanh trudce khi khoi déu dung sunitinib. Moi bénh nhan can dugc giam
st chit ché vé cac déu hiéu va triéu chimg rdi loan chirc ning tuyén giap khi
didu tri béng sunitinib. Bénh nhén nao c6 dau hiéu va / hodc triéu chimg chu
quan vé rdi loan chirc néng tuyen gidp trang can dugc theo d&i xét nghiém
chirc nang tuyén giap va dugc diéu tri theo cic huéng dan hién hanh.

Suy chirc nang giap trang mic phai duge quan sat & 6,2% s6 bénh nhan ¢6 u
mo dém duong ti€u héa dang dung sunitinib so véi 1% & nhom dung gia
duge. Suy chirc ning giap trang duge coi nhu tdc dung khéng mong mudn &
16% bénh nhan ding sunitinib trong nghién ctru vé ung thu biéu mé té bao
than tién trién va/ hodc di can (MRCC) chua dung thudc va ¢é 3 bénh nhan
(< 1%) & nhom ding IFN — a va 4% bénh nhén qua 2 nghién ctru vé ung thu
bidu mé té bao than khang cytokin. Ngoai ra, su ting hormon kich thich
tuyén giap dugc bao cédo & 2% bénh nhan mang ung thu biéu mé té bao than
khang cytokin. Noi chung, ¢6 7% s6 bénh nhan ung thu biéu mé t€ bao than
khang cytokin c6 bang chimg hodc trong lam sang hodc trong phong thi
nghiém vé suy giap trang cap ctru do thudc giy ra.

Céc truong hop tang chirc ning tuyén giap, mot sd kéo theo giam ning
tuyén giap da dugc bao cao trong cac thir nghiém lam sang va qua kinh
nghiém sau khi luu hanh thuoc.

Co gidt

Trong cac nghién ctru 1am sang véi sunitinib, c6 gap co gidt ¢ cac bénh nhan
¢6 bang chimg di can ndo qua xét nghiém X quang. Hon nira, ciing ¢6 nhiing
béo cdo hiém gip (< 1%), ma trong d6 c6 mot 56 truong hop tir vong, vé
bénh nhan bi co giat va c¢6 bang chimg X quang vé hdi ching viém ndo
tréng phia sau cé thé phuc hdi. Bénh nhan bi co giat va co déu hiéu / tridu
chirng chéc chin vé hdi chirg viém ndo tring phia sau c¢6 thé phuc hdi, nhu
tang huyét 4p, nhirc dau, kém nhanh nhen, hu hai chiic ning tim than, mat
kha nang thi giac, bao gdm mu do anh huéng dén vo ndo thity chdm, can
dugc kiém soat bing chidm séc y té, bao gdbm kiém soat huyét ap, khuyén
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thé tiép tuc dung thude dudi sy theo dbi clia bac sy diéu tri.

Phdiu thudit theo-lieh-trink

D3 c6 nhitng bao cdo vé suy giam kha ning lanh vét thuong trong khi
didu tri bing sunitinib. Khuyén céo tam ngimg diéu tri sunitinib vi Iy do
than trong ¢ nhiing bénh nhén trai qua phau thuét 16n thee-tich-trink. Co
rat it kinh nghiém lam sang vé thoi gian sir dung lai sau khi ean—thiép
phiu thuat 16n. Do do, quyet dinh tiép tuc diéu tri bang sunitinib sau ean
thiép phdu thudt 16n cin duoc dya trén dénh gia phuc hoi 1am sang sau
phau thuat.

Hoai tir xuong ham (ONF

ONJ duge quan sat thiy khong thuong xuyén trong cac thir nghiém [am
sang va céc bdo cdo hau-mat & bénh nhan didu tri bang sunitinib. Phan 16n
v6i cac truong hop bénh nhin di sé—dung trude do hodc dong thoi
biphosphonates tiém tinh mach (1.V) thi ©NJ 13 m6t nguy co xac dinh. Do
d6 can than trong khi sir dung sunitinib va biphosphonates tiém tinh mach
dong thoi hay tudn tu.

Giai phau nha khoa ciing 1a mét yéu t6 nguy co gay ONJ. Trude khi didu
tri bang sunitinib, nén cin nhic kham va c6 bién phap phong ngtra nha
khoa thich hop. O nhitng bénh nhan duoc diéu tri bang sunitinib ma trudc
d6 da su dung hodc dang st dung biphosphonates tiém tinh mach, nén
tranh giai phdu nha khoa néu c6 thé.

Hoi chieng ly gidi khoi u (TLS)

Céc truong hop FES, mét sb truong hop tir vong, duoc quan sat thdy voi
tan suét hiém trong céc thir nghiém 1am sang va bao cdo hdu-mai & nhing
bénh nhan diéu tri bing sunitinib. Bénh nhan thuong cé nguy co FLS la
nhitng bénh nhén cé khéi u 16n trude khi phiu thudt. Nhitng bénh nhén
nay nén dugc theo doi chat ché va didu tri dua trén cac triéu chung lam
sang.

c4o tam ngimg sunitinib. Sau khi qua khoi, c6 thé tiép tuc dung thudc dudi
su theo doi cia bac sy diéu tri.

Quy trinh phdu thudt

D3 ¢6 nhitng béo cdo vé suy giam kha nang lanh vét thuong trong khi diéu
tri bing sunitinib. Khuyén cdo tam ngimg diéu tri sunitinib vi 1y do than
trong & nhitng bénh nhén dang trai qua c4c quy trinh phau thuat I6n. C6 rét it
kinh nghiém lam sang vé thoi gian sir dung lai sau khi ¢6 su phau thuat 16n.
Do d6, quyét dinh tiép tuc didu tri bang sunitinib sau phau thudt I6n can
dugc dua trén viéc danh gia phuc hoi 1am sang sau phau thuat.

Hoai tir xwong ham

Bénh hoai tir xwong ham dugc quan sat thiy khong thuong xuyén trong céc
thir nghiém lam sang va cac bao cao sau khi thude luu hanh & bénh nhan
diéu tri bang sunitinib. Phan I6n véi cac trudng hop bénh nhan da duge chira
tri trudc d6 hodc dong thoi véi biphosphonat tiém tinh mach (IV) thi bénh
hoai tir xwong ham 1a mot nguy co xac dinh. Do do, can than trong khi sir
dung sunitinib va biphosphonat tiém tinh mach (IV) dong thoi hay tuan tyr.

Giai phau nha khoa ciing 1a mét yéu t6 nguy co gdy bénh hoai tir xuong
ham. Truée khi diéu tri bang sunitinib, nén can nhic kham ring va cé bién
phap phong ngira nha khoa thich hop. O nhitng bénh nhan duoc didu tri
bang sunitinib ma truéc d6 da sir dung hodc ‘dang sur dung biphosphonat
tiém tinh mach, nén tranh giai phiu nha khoa néu c6 thé.

Hoi chumg ly giai khoi u (TLS)

Cac trucmg hop ly giai khéi u, mot s truong hop tir vong, duoc quan sat
thay vGi tan sudt hiém trong cac thur nghiém lam sang va bao céo sau khi
thuéc luu hanh & nhitng bénh nhan diéu tri bang sunitinib. Bénh nhan
thuong c6 nguy co xuat hién hdi ching ly giai khdi u 12 nhimg bénh nhan c6
khéi u 16n trude khi phau thuat. Nhimg bénh nhan nay nén duge theo di
chit ché va diéu tri dua trén céc triéu chimg lam sang.

Nhiém tring
Céc trudng hgp nhiém tring nghiém trong, kém hoic khong kém giam
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bach cdu trung tinh, bao gdm mot sd truong hop tir vong, di dugc bao
c40. Nhiém tring thudng gip nhét trong diéu tri bing sunitinib 1a nhiém
tring dién hinh & cic bénh nhan ung thu, vi du: nhim tring hd hp,
nhiém tring dudng tiét niéu, nhiém tring da, va nhiém tring mau.

Céc truong hgp viém cdn mac hoai tir hiém giip, bao gdm ca viém can
mac hoai tir ving ddy chau, doi khi gdy tir vong, dd duoc bao céo. Cén
ngung liéu phap sunitinib & cic bénh nhén c¢6 biéu hién viém cin mac
hoai tir va bat dau phuong phap diéu tri thich hop ngay lap tirc.

Huyét khoi trong mao mach

Cac truong hop bi huyét khdéi trong mao mach (thrombotic
microangiopathy - TMA), bao gém huyét khéi xuat huyét giam tiéu céu
(thrombotic thrombocytopenic purpura - TTP) va hdi ching ting u-ré mau
tan huyét (hemolytic uremic syndrome - HUS), d6i khi dan dén suy than
hodc gay tir vong, da dugc bao céo trong thir nghiém lam sang va trong
qué trinh luu hanh thude khi ding liéu phap don tri bing sunitinib va két
hop véi bevacizumab. Céan ngimg diing sunitinib & bénh nhan c6 biéu hién
huyét khdi trong mao mach. Bién cb huyét khéi trong mao mach (TMA)
bién mat sau khi ngimg diéu tri d& duoc quan sat théy.

Protein niéu

Truong hop bi protein niéu va hdi ching than hu da dugc bao céo.
Khuyén cdo nén tién hanh phan tich nudc tiéu ban ddu va bénh nhan can
dugc giam sat protein niéu md&i bi hodc bi nang thém. Tinh an toan cia
viée tiép tuc liéu phap sunitinib & bénh nhéan protein nidu trung binh va
nang chua dugc danh gia mot cach co hé théng. Ngung str dung sunitinib
& bénh nhan bi hoi ching than hu.

Ha duwong huyét

Viéc giam glucose huyét, trong mdt s6 trudng hop cé triéu chimg 14m
sang, dd dugc bao céo trong qua trinh diéu tri véi sunitinib. Mirc dudng
glucose trong mau & bénh nhan dai thdo duong can duogc kiém tra thuong
xuyén nham danh gia xem c6 can diéu chinh liéu thudc diéu tri déi thao
dudng hay khéng dé giam thidu nguy co ha dudng huyét.




-

4.5. Twong tac véi cac thude khic va cic dang twong tac khac

Cdc thubc ¢6 thé lam ting nong dg sunitinib trong huyét tirong

Phdi hop sunitinib véi chat e ché manh CYP3A4, ketoconazol s& lam
tang 49% Cmax va tdng 51% cac gia tri AUCo. cua phic hop
[sunitinib + chét chuyén héa chu yéu cé hoat tinh] sau khi dung liéu
duy nhét sunitinib cho ngudi tinh nguyén khée manh.

Céc thude c6 thé 1am giam ndng dd sunitinib trong huyét twong:

Phéi hop sunitinib v6i chat gy cam Gmg CYP3A4, rifampicin, s& lam
giam 23% Cmax va giam 46% AUC.,, cia phirc hop [sunitinib + chat
chuyén héa chu yéu c6 hoat tinh] sau khi ding liéu duy nhét sunitinib
cho ngudi tinh nguyén khoe manh.

Dung sunitinib v&i cac chit gy cam ing manh he CYP3A4 (vi du
phenytoin, dexamethason, carbamazepin rifampicin,  phenobarbital
hodc Hyperlcum perforatum con goi la St. John’s Weort) s€ co thé lam
giam eae ndng do cua sunitinib. Vi vay, can tranh ph01 hop vdi cac chét
gdy cam (ng, hodc la chon phdi hop véi mot thude thay thé ma khong
¢6 hodc rét it c6 tiém ndng gy cam Gng CYP3A4. Néu lai-khéngebd

khénanerhu-vaythi cé thé phai ting lidu sunitinib (xem muc 4.2).

4.5. Twong tic véi cac thudc khac va cac dang twong tiac khic

Céc thudc c6 thé lam tang nong do sunitinib trong huyét tiuong

Phéi hop sunitinib voi chat e ché manh CYP3A4, ketoconazol s& lam
tang 49% ndng d6 tdi da (Cmax) va ting 51% cac gia trj dién tich dudi
dudng cong AUC..,, cia phirc hop [sunitinib + chat chuyén hoéa chu yéu
¢6 hoat tinh] sau khi dung lidu duy nhét sunitinib cho nguoi tinh nguyén
khoe manh.

Cdc thube c6 thé lam giam nong do sunitinib trong huyét trong

Phéi hop sunitinib voi chdt gdy cam Gng CYP3A4, rifampicin, s& lam
giam 23% nong d t6i da (Cmax) va giam 46% dién tich duéi dudng cong
(AUCy..) ctia phirc hop [sunitinib + chit chuyén hoa chii yéu ¢6 hoat tinh]
sau khi dung liéu duy nhét sunitinib cho nguoi tinh nguyén khoe manh.

Dung sunitinib véi cac chét gdy cam tng manh nhém enzym CYP3A4 (vi
du phenytoin, dexamethason, carbamazepin rifampicin, phenobarbitai
hoac Hypericum perforatum con goi la cay St. John’s) s& co thé lam giam
nong do cta sunitinib. Vi vay, can tranh phoi hop vai cac chat gay cam
tmg, hodc la chon phdi hop véi mdt thube thay thé ma khong c6 hodc rét it
6 tiém nang gdy cam img CYP3A4. Néu trudng hop bét budc phai phéi
hop thude, c6 thé can phii ting liéu sunitinib (xem Muc 4.2).

4.6—Sir-dung-cho phu nir c6 thai va thoi ky cho con bu

Mang thai

Nghién ciru trén mé dong vat cho thdy thudc ray co doc tinh trén sy
sinh san, bao gdm gdy quai thai (xem muc 5.3). Khﬁng dung sunitinib
trong thai ky hodc cho phu nif khdng ¢6 bién phap ngira thai hitu hiéu
trir khi lgi ich cho me vuot han tiém-pang nguy co ehe thai. Néu ding
thube-nay khi c6 thai, hodc néu bénh nhan trét c6 thai trong khi dang

4.6 Anh hwdéng dén kha nang sinh san, phu nir c6 thai va thoi ky cho
con bi

Mang thai

Nghién ctru trén dong vat cho théy thudc co doc tinh trén su sinh san, bao
gdm gdy quai thai (xem Muc 5.3). Khong dung sunitinib trong thai ky
hodc cho phu nir khong c6 bién phap ngira thai hiru hi€u trir khi loi ich
cho me vugt han nguy co tiém tang véi thai nhi. Néu dung sunitinib khi
¢6 thai, hodc néu bénh nhan trét o thai trong khi dang ding sunitinib thi
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dung thude thi bénh nhan can dugc canh bdo vé tiém ndnesay-riire
che thai.

Liéu sunitinib (0,3; 1,0; 3,0 mg/kg/ngay) da dugc dénh gia trong cac
nghién clru trude va sau khi sinh trén chuét cdng dang mang thai. Vi
lidu > Img/kg/ngdy, su ting can cla chudt me giam trong qua trinh
mang thai va cho con bl nhung khéng thdy c¢6 su nhiém doc thai san
cho téi tan lidu 3mg/kg/ngay (udc tinh mirc phet nhiém-2,3 1an AUC
& bénh nhan dung liéu khuyén cdo hang ngay). O liéu 3mg/kg/ngay,
quan sat thy su glam trong lugng cua chudt con trong sudt thoi ky con
bt me va sau cai sita. Khong thay c6 xudt hién nhiém doc o lidu
Img/kg/ngay (uée tinh mic phei-nhidm = 0,9 14n AUEC & bénh nhén
diing lidu khuyén cao hang ngay)

Sinhdd

Céan ctr vao céc két qua pht 14m sang, kha néng sinh san cua ca nam va
nit ¢o thé bi anh hudng boi stdure sunitinib (xem muc 5.3).

Thoi ky cho con bu:

Sunitinib va / hodc cac chit chuyén héa cua thude bai tiét dugc qua sira
clia chudt cong me. Chua rd su-bai-tiét-cta sunitinib va etia chat chuyen
héa c6 hoat tinh ehi-yéu qua sita ngudi me. Vi #iag c6 nhidu thude thai
duoc qua sita agudi me va vi c6 tiém ning cdc phan tng ¢ hai nghiém
trong cho tré bt me nén ngudi me khong nén cho con bl trong thoi ky
me dung sunitinib.

bénh nhén cin dugc canh bdo vé nguy co tiém tang véi thai nhi. Phy nit
¢6 kha ning mang thai dugc khuyén nghi tranh mang thai khi didu tri
bang sunitinib.

Lidu sunitinib (0,3; 1,0; 3,0 mg/kg/ngay) da dugc danh gia trong cac
nghién ctru trudc va sau khi sinh trén chudt cong dang mang thai. Véi liéu
> | mg/kg/ngay, su tdng cin cta chudt me giam trong qua trinh mang thai
va cho con bu, nhung khong thiy c6 su nhiém doc thai san cho t6i tan lidu
3 mg/kg/ngay (udc tinh mic nhidm doc > 2,3 lan dién tich dudi dudng
cong & bénh nhén dung liéu khuyén cao hang ngay). O lleu 3 mg/kg/ngay,
quan sat thdy su giam trong lugng cia chudt con trong subt thoi ky con bu
me va sau cai sira. Khong thidy c¢6 xudt hién nhiém doc o lidu 1
mg/kg/ngdy (udc tinh mirc nhidm doc > 0,9 lan dién tich dudi dudng cong
& bénh nhan ding liéu khuyén céo hang ngay).

Kha nang sinh san

- - 3 - A 0 e A ~ 5 2 - - 5 5 5 \ ~
Cén clr vao cac ket qua tién lam sang, kha nang sinh san cia ca nam va nir
c6 thé bi anh hudng boi viée di€u tri bang sunitinib (xem Muc 5.3).

Thoi ky cho con bu

Sunitinib va/ hodc cac chat chuyén héa cta thubc bai tiét duoc qua sita
clia chudt cong me. Chua rd sunitinib va chit chuyén héa chinh c6 hoat
tinh clia n6 c6 bai tiét qua sita ngudi hay khéng. Vi c6 nhidu thudc thai trir
dugc qua sita me va vi ¢6 tiém ning cac phan tmg c6 hai nghiém trong
cho tré bi me nén nguoi me khdng nén cho con b trong thoi ky me ding
sunitinib.

4.8-Tic dung khong mong mudn

4.8 Tac dung khong mong mudn

Tan suét cia céc téc dung khong mong mudn (ADR) trinh bay trong muc
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4 quan trong
nhét & benh nhan c6 khdi u 12 the mach phdi (+%), giam_ tiéu cau (1%},
chay mau khéi u (0,9%), giam bach clu trung tinh c6 sOt (0,4%), ting
huyét ap (0:4%) (xem &-rrue 4.4).

Nhiing h+eﬁ—weﬁg—ee—l+aa—heﬂ—qﬂam§’en—%huee thuong gip (gdp-o—=20%
SG—h&H-h—H-h&H—)—V—G—!- moi mirc do bao gom: mét moi, roi loan tiéu hoda, nhu
tiéu chay, buon nén, viém miéng, kho tiéu, nén, déi mau da, phét ban,
vét ban do mat cam giac, viém niém mac ¢ long ban tay chén, kho da,
d6i mau toc, suy nhuoc, rbi loan vi glac chan an va tang huyet ap. Mét
moi, ting huyét 4p va giam bach cau trung tinh la HhtFH-g—p-h—a-H—H—H-g—b-ﬂ%
toi d6 3 thuong gép nghiém trong nhat va tang lipase la phan-rag-bét
loi d6 4 thudong gip nhat & bénh nhan c¢6 khdi u éa.

Chay mau cam ée—ﬂ+ue¢:—la—h+eﬂ—metng—ee—ha+ ve chay-mau thuong gap
nhat da x4 . Chay méu cam-gdp-6&

gan-mot nira s6 bénh nhan ¢6 khéi u Fan—ma—gap cac hientuong—chay
maw (xem muc 4.4).

Trong cac nghién ciru lam sang voi sunitinib, c6 gap cac con co giat ¢
bénh nhén c6 bang chimg X quang vé di can ndo. Ngoai ra, c6 mot )
hiém-ede bao céo (<1%) trucmg hop xuat hién con co gidt va cé ching
clr X quang v& hoi chimg viém ndo tring phia sau c6 phuc hdi (RPES),
trong do co truong hop tir vong (xem muc 4.4).

Cac hién twong huyér khoi tée-tinh mach

€6 7 bénh nhan (3%) & i

dung sunitinib hede khong &ﬂh@iﬂﬁlﬁeela&e&gap%ae hién tugng htrye%
khéi tic tinh mach; 5 trong s6 7 ngudi bi huyét khéi tinh mach sau

DV —deep-vein-thrombesis) d) 3; con 2 nguoi thi & d 1 hodc 2. Bén

nay la tin suét cia bién cb xay ra & nhiing bénh nhan diéu tri bang
sunitinib khong phu thudc vao két qua danh gia, quan hé nhén qua.

Nhiing tac dung khéng mong mubn quan trong nhat & bénh nhan c6 khdi
u dic la tac mach phoi, giam tiéu cau, chay mau khoi u, giam bach cau
trung tinh c6 sot, tang huyét ap (xem Muc 4.4).

Nhitng tic dung khéng mong muén thudong gip nhét & moi mic do bao
g%)m Mét moi; roi loan tiéu hoéa nhu tieu chay, buf)n non, viém mieng,
khé tiéu, nén; doi mau da; phat ban; vét ban do mat cam giac; viém niém
mac & long ban tay chan; khé da; d6i mau téc; suy nhugc; rdi loan vi giac;
chan an va tang huyet ap. Mét moi, ting huyet ap va giam bach cau trung
tinh la cac tac dung khong mong mubn do 3 thuong gip nghiém trong
nhit va ting lipase 13 tdc dung khéng mong mudn do 4 thuong gip
nghiém trong nhat & bénh nhén ¢ khéi u dic.

Chay mau cam la tac dung khéng mong mudn vé xuét huyét thuong gip
nhat, da dugc bao cdo & khoang mot nira so bénh nhén co khoi u dac* bi
cac bién c0 vé xuat huyét (xem Muc 4.4).

Trong cac nghién clru ldm sang véi sunitinib, c6 gdp cac con co giat &
bénh nhan c6 bing chimg X quang vé di can ndo. Ngodi ra, c6 mot s6 bao
cao (<1%) trucmg hop xudt hién con co gidt va c6 chimg cir X quang vé
hoi chimg viém nio trang phia sau ¢é phuc hdi, trong d6 ¢6 trudng hop tir
vong (xem Muc 4.4).

Cde hién tiwong thuyén tdc huyét khoi tinh mach

Trong nghién ctru mu d6i trén bénh nhan cé khéi u mé dém duong tiéu
hoa (GIST) ¢ giai doan di€u tri, 7 bénh nhén (3%) dung sunitinib va
khong c¢6 bénh nhan dung gia dugc nao bi hién tugng thuyén tic huyét

khdi tinh mach; 5 trong s6 7 nguoi bi huyét khdi tinh mach sdu do 3; con

" Két qua tir cac nghién ciru 14m sang ban ddu, chu yéu bao gém
bénh nhan u mé dém dudng tiéu hda va ung thu biéu mé té€ bao than
khang cytokin.
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trong s6 7 bénh nhan GIST nay phai ngimg thudc sau khi gap lan dau
DVE. C6 13 bénh nhan (3%) dung sunitinib dé chita MRCC @uée
chua ding thudc nae)—edn-eéd 4 bénh nhan (2%) trong cic nghién ctru
MRCC khéng véi cytokin di gip cac hién tuong huyétkhéi tic tinh
mach. C6 9 trong s6 cac bénh nhan dé bi tic tinh mach phdi, 1 ngudi &
do6 2 va 8 nguoi ¢ do 4. 8 bénh nhan bi BVF, trong d6 1 nguoi 6:do 1, 2
ngudi do 2, 4 ngudi ¢ do 3 va 1 ngudi ¢ do 4. N*wnwduﬁiqme&e#
trrong-hop- VGi bénh nhan MREE chua dung thubc ma dung IFN-a, c6
gip 6 (2%) hién tuong huyét khdi tie tinh mach; 1 bénh nhén (< 1%) &
d6 3 cia PV va 5 bénh nhéan (1%) bi tic mach phoi, tat ca déu do 4.

Téc mach phdi Hén-guan-téi-thuéeeap o khoang +:4% s6 bénh nhan ¢
khéi u #én dad dung sunitinib. Khong c6 hién tuong nao khién bénh nhan
phai ngirng dung thude sunitinib, tuy nhién c6 phai giam lleu hodc tam
tri hodn diéu tri trong vai trudng hgp. Khong co xay ra tiép v& tic mach
phdi & cac bénh nhan nay sau khi tiép tuc diéu tri trd lai.

dp & =5% bénh nhan eé
khbiurhn ma-da dung sunitinib trong ede nghlen ctru tam-sangsé duogc

liét ké dudi déy theo hé €0 quan, t&nse#&ma&é&n%enmenﬂ—'ﬁfeﬂg
wﬂg—nhem tan ‘
15 hi ; s A3
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Tén 56 duge quy dinh nhu sau: rét thuong gap (> 1/10), thuong gip (=
17100 t6i < 1/10), it gap (> 1/1 000 t6i < 1/100), hiém (= 1/10 000 t6i <
1/1 000), rit hiém (< 1/10 000).

2 ngudi thi 6 d6 1 hodc 2. Bdn trong s6 7 bénh nhan GIST nay phai ngimg
thudc sau khi huyét khéi tinh mach séu dwoc quan sat 1dn dau. C6 13 bénh
nhan (3%) dung sunitinib dé chita ung thu biéu mé té bao than tién trién
va/ hodc di can (MRCC) chua dung thude trude do, va 4 bénh nhan (2%)
trong cac nghién clru MRCC khéng cytokin da dugc bao cao gap cac hién
twong thuyén tic huyét khdi tinh mach. C6 9 trong s cac bénh nhan do bi
tic tinh mach phdi, 1 ngudi & do 2 va 8 ngudi ¢ do 4. Tam bénh nhan bi
huyét khéi tinh mach sau, trong d6 1 nguoi & do 1, 2 nguoi do 2, 4 ngudi
0 dd 3 va 1 nguoi & do 4. Mot bénh nhan bi tic mach phéi trong nghién
ctru MRCC khang cytokin phai nging diing thuéc. Vi bénh nhéan ung thu
biéu mo té bao than va/ hogc di can (MRCC) chua diing thudc ma ding
IFN-0, c6 gip 6 (2%) hién tuong thuyén téc huyét khéi tinh mach; 1 bénh
nhan (< 1%) & do 3 ctia huyét khdi tinh mach sau va 5 bénh nhén (1%) bi
tic mach phdi, tit ca déu & do 4.

Téc mach phdi duge bdo cdo & khoang 2,2% s6 bénh nhan ¢6 khbi u dac”
d3 dung sunitinib. Khong c6 hién tugng nao khién bénh nhan phai ngirng
dung sunitinib, tuy nhién cé phai giam lidu hodic tam tri hodn diéu tri
trong vai truong hop. Khong c6 xay ra tiép hién tugng tic mach phdi &
cic bénh nhéan nay sau khi tiép tuc diéu tri tro lai.

Phén nhém tan suét cia cac tic dung khéng mong mubn xay ra khi dang
diéu tri do tat ca moi nguyén nhan duge béo cédo & nhitng bénh nhan ding
sunitinib trong nghién ciru don trj lidu trén bénh ung thu té€ bao than va u
md dém dudng tiéu héa giai doan tién trién va tir cic béo cdo sau khi
thude luu hanh duoc liét ké bén dudi theo hé thdng/ co quan, phén nhom
tan sudt va do nang.

Tén sudt duge quy dinh nhu sau: rét thuong gip (= 1/10), thuong gép (=
1/100 t6i < 1/10), it gap (= 1/1000 t6i < 1/100), hiem gép (= 1/10.000 t6i
< 1/1.000), rat hiem gép (< 1/10.000).
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khang cytokin.




Bang 1: Bing 1. Tén suét tic dung khong mong mudn xay ra khi dang diéu tri
g g g Y g o
nhan ung thu mé dem du'crng tiéu héa (GIST) ﬂﬂenggmﬂeanﬁieu do tiat cd moi nguyén nhan trong nghién ciru trén bénh nhén ¢6 khoi u
tri mit doi cia thir nghiém GIST mo dém dwong tiéu hoa (GIST) mu doi, giai doan diéu tri
- GIST Phén loai Tén suft Bién ¢§ Tatcacic | D)3 D)4
HE co quan Tén so Hién-twgng | Meimire dj bj 3 b4 theo hé co mire do n (%) n (%)
n (%) n (%) n (%) quan n (%)
g : _ Roi loan mau | Rétthuong gap | Giam bach cau 26 (10,1) 16 (6.2) 1(0.4)
Roi loan mdu ~ Rat thudng Thiéu mau B3-(128%)  13-(54%) [HO4%) va h¢ bach trung tinh
va h¢ bach 23p. _ ; - . - huyét Rat thuong gap | Gidm tiéu cau 29(113) | 8G3.) [ 1(04)
huyét Thudng gip tGlam tl?a;h ciu  R4493%) H-58%n  tHO:4%) Rét thuong gap | Thiéu méau 53 (20,6) 18(7,0) | 4(1.6)
rung tin
HFhuong gip Giam tiéu cau  |23(8:9%) 6-(23%)  H(0:4%)
RGiloannoi  [Thuongedp  [Suy gidp vere  [I5-658%)  B400%)  [H04%) Réi lognngi | Thuomg gap Suy giap 16(62) | 000.0) | 1(04)
tiét tiét
R&i loan RAL thuong gap| Chén an 14 (171%) 104%)  |040-0%) Roi loan Rat thuong gap | Giam cam gidc 105 (40,8) 2(0,8) 0(0,0)
chuyén héa va chuyén hoa va thém an*
dinh du@ng dinh du@ng
R&i Ioan hé RAt thuomg gap| Khé-nudt 48-(187%) 0(00%) p(0-0%) Rf?i loan hé R'&ilt thudng gap Dgu dau 56 (21,8) 5(1,9) 0 (0,0)
thidn kinh: RAt thuong gip| Nhire day 27(105%) | 240.8%) [040.0%) th??m kinh Rat thuong gdp | ROi loan vi gide 52 (20,2) 0 (0,0) 0 (0,0)
Rﬁ] 10311. mach R4t thl]'(‘fﬂlg gap Tang huyét é-p 4—3+|-é—7%) 4—8—(—7—.9%—) 9_(_9_9%_) R61 loan mach Rat thub‘ng gap Téﬂg huyét é.p 51 (19,8) 20 (7,8) 0 (0,0)
Hidd 7 = 7 =
R&i logn ho Thetns B0 Chay méu cam | 17-46,69 0-0.0% 0(0.0%) Roi loan ho Rét thuong gap | Chay mau cam 28 (10,9) 0(0,0) 0(0,0)
hap ieﬂg nguce - hap, nguce VA
va t;'ung thagt g thin
R&iloan than | Thudmggap | Séc niéu B61%) | 040:0%) 0.0%) Roi loan than | Thudng gap Séc nigu 15(5.8) 000,00 | 0(0,0)
By s, . ¥ ' ’ va tiét nigu
7 = —— . s . 5 B Réiloan tieu | Rét thudng gap | Pau bung** 133(5L.7) | 24(9.4) | 2(0.8)
Roilogntiéu | Rat thuong gap| Tiéu chay 0E5080 | 269 pOSG héa Rl thuomg pip | Tiéu ché 125 (48.6) | 15(5.8) | 0(0.0)
héa Rét thudmg gap| Budn nén 69-268%) | 2403%)  |PH0-0%) o~ WONE Bep L Y
Rét thuong gip| Viém miéng | 49091%) | 240.8%) [|040:6%) Rét thuong gip | Budn non 96 (37.4) 3(1,2) | 0(0,0)
REShE o T ! S T S Rét thuomg gap | Non 6i 72 (28,0) 3(1,2) 0(0,0)
=5 thuc‘mg gap i 46-17,9%) - H0:436) B -£0,0%) Rét thudng gap | Tao bén 67 (26.1) 1(0.4) [ 0(0,0)
g gap| RBAIoticu 3l W - -0:034) Rt thuong gap | Viém miéng 51(19.8) | 2(0.8) | 0(0.0)
Rat thuong giip| DPau bung * IHET0) | SR RS Rt thuong gap | Kho tieu 44 (17,1) 2(0.8) | 00,0
Thuong gip | Dau ludi 1746:6%) | 040:0%) [040-0%) Rét thuong gap | Py hoi 29(11,3) | 0(0.0) | 0(0,0)
Thuong gip Bénh trao 22 (8.6) 0(0,0) 0(0,0)
Fhudng gip Téo bon R e ] B0 e ngugc da day-
thyue quan
Thudng gdp | Paumiéng 16462%) | 0-40.0%) [0-(h.H%) Thudng gép Kho mi¢ng 21(8.2) 0(0,0) | 0(0.0)
Thudng gip Dau ludi 19(7.4) 0 (0,0) 0(0,0)
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Thuong gip O hoi FE R 0-40:0%)  P0:0%) Thudng gap Pau miéng 18 (7,0) 0(0,0) 0(0,0)
Thuong giép Khé miéng 1545:8%) e ARt
Thuong gip Frao ngugcda | +5 0-(0:0%) 005
day thuc quan | (5:8%)
Réi loan da va | Rét thuong gip| Déimau-da BRI ANG| HRN POt ] . .
md dudi da Rat thudng gap| Héichimgloan| 55-214%) | HM-54%) P40-0%) Roi loan da va | Rat thudng gip | Roi loan sic to 68 (26.5) 0(0,0) 0 (0,0
| e gide-mat md dudi da da )
vpatchanchin Rat thuong gap | Hoi chfmg vét 56 (21,8) 14 (5.4) 0(0,0)
—ban-tay ban dé mat cam
Rat thudmg gap| Phat ban ** 30-(152%) | 2408%) [H00%) gidc :é;bnf ban
2 Az 0, 0/ tay’ chén
Thudmg gip g&ay Gu Toii ”f i e Tl RAt thuong gap | Phét ban*** 50(19.5) | 208) | 0(0.0)
Thiong 6 Dalho 154589 000 00% Thuong gip ;lt;l:;ay d6i mau 23(8,9) 0(0,0) 0(0,0)
R&i loan co Fhuone gap Dau tay-ehan 21482%) 1O A% |H00%) Tl}uc‘mg géip Kho da 18 (7.0) 0(0,0) 0(0,0)
xuong, mé lién| Fhuéne gip Dau khap Y 2{08%)  |-0:0%) R&i loan co Rét thudong gip | Pau & dau cac 37 (14.4) 2(0,8) 0(0,0)
két va xuong - m ¥ m xuong va mo chi
' Thubnggwp: | Dawco B | Hhee MO lién két Rét thuong gip | Pau khop 35(13.6) | 2(0.8) | 0(0.0)
R&i loan chung| Rét thuong gap| Mét moi fsuy | 135452.5%) | 2549:7%) |9-0:0%) Thuodng gip Pau co 17 (6,6) 0 (0,0) 0(0,0)
virlgi-net-tiem nhuge Réi loan Rat thuomg gap | Mét moi**** 184 (71.6) 36 0(0,0)
Rat thuong gap|  Viém niém 30(H7%) | 646:0%) [0-£0:0%) chung v tinh (14,0)
mac trang tainoi | Rt thuong gap | Phi ne***** 53 (20,6) 3(1,2) | 1(04)
+Hhuong gap Pho-=== 2HE82% HOA%)  [BH0:0%) sirdung thube [ RAt thuong gap | Viém niém mac | 36 (14,0) 00,00 | 0(0,0)
Thuong gip Giam 16.¢62%) 2(0.8%)  [(0.0%)
hemoglobin Thuong gap Tang enzym 14 (5.4) 50,9 | 5(1.9
Thuong gip | Tang ereatinin | +4454%) | 040:0%) [0-0:0%) lipiase
o phosphokinase Thudomg gap Giam s lugng 13G.0) | 2(0.8) | 1(0.4)
e Thuong gip | Giémphan | 1345:1%) | 104%) [{0.0%) fiéu chu
. Xuat tong may = _ - ) Thudng gap Giam 17 (6,6) 3(1,2) | 0(0,0)
Thuong gip T?{lg lipase 1345:1%) 5(1:9%) "”H‘é’:‘ﬂ Chi s0 xét haemoglobin
Thuong ggp | Giam lugng | B3654%) | 240:8%)  [HO4%) nghiém Thuong gap Tang enzym 15(5.8) 1(0.4) | 0(0,0)
tiéu cau creatin
Tong-cichion | 222(86:4%) | 88342%)24(93%) phosphokinase
wrgng-ed-hai trong mau
Thuong gap Phéan suat tong 13.(5.1) 1(0,4) 0(0,0)
mau giam
Bit cir tdc dung khéng mong mubn nao PEEER (ig‘;) W

Ngudn: Bang A-2.1.1, trang 363, Tom tit tinh an toan 1am sang (Summary of Clinical Safety,

SCS) niam 2005 cua Sunitinib Malat ((SU011248 L-Malate).

*Giam cam gidc thém an — Bao gbm nhiing thuft ngit sau: Giam cam giac thém &n va biéng an.
**Pau bung — Bao gom nhiing thuét ngir sau: Pau bung, dau byung trén va dau bung dudi.
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Bang 2: G4 : 6-hai-h
bénh nhan MRCC khang 61 cytokin

***¥Phat ban — Bao gom nhimg thuat ngir sau: Phét ban, héng ban, ban dang chdm, ban dang vy,
ban ¢6 nét sén, ban ghly ngira va ban dang dat sn.

*¥**Meét moi — Bao gom nhimg thudt ngtr sau: Mét moi va suy nhugc.

**#++Phi né — Bao gdm nhimng thudt ngit sau: Phil va phil ngoai bién.

GIST = Gastrointestinal Stromal Tumor (U m6 dém dudng tiéu héa); =
MedDRA = MedicalDictionary for Regulatory Activities (Tir dién y khoa vé cic hoat dong phap
quy).

Bang 2. Tén suit tic dung khdng mong mudn xdy ra khi dang diéu tri
do tit ca moi nguglén nhin & bénh nhin ung thw biéu mé té bao thin
tién trién va/hoic di cin (MRCC) khang cytokin

i MRCC khing evtokin Phin loai Tin sufit Bién b Tit ca cic D)3 Do 4
Hé coquan | Tinsb HHéntrong Mei mirc bj 3 Do 4 theo hé co mire d§ n (%) n (%)
dd n (%) n (%) n (%) quan n (%)
R&i loan Rét thudmg Giam bach ciu A | 8k | e Rdi loan mau | Rét thuong Giam bach 18 (10.7) 8(4.7) T
mau v'é he gap trung tinh va hé bach gap cdu trung tinh
A Thuone gap | Thicu mau 1605%) | 666%) | 0400%) s Thudng gip gﬁiam bach 14 (8.3) 741 | 0(0.0)
Thuong gi Giam tiéu cdu B L) S} 2442%) u e
e o i . ; 0 = Thuong gip | Giam tiéu clu 16 9.5) 560 | 232
Towmgsen | Ohmbaciel. | Haddia | FADE | HOGS Rtthuong | Thiéu mau 22(130) | 847 | 1(0.6)
X+ = s z £ 20, 0/ 0, . gap
R | Tetwme | TREmmtd |\ RG | BENE | S RGilogn mal | Thuonggap | Phu quanh 4@83) | 0000 | 000
mat
Thuong gap | Tang tiét nuce 10 (5.9) 0(0,0) 0(0,0)
maét
Réi loan Racthuone | Chanan F278%) | H06%) | 040.0%) R&i loan Rétthuwong | Giam cam 68 (40.3) 100,6) | 0(0.0)
chuyén héa £8p = chuyén héa va | gip gidc thém an*
va dinh gdp | Mt nude 127 1%) | 424%) | 040:0%) dinh dudng Rét thudng Mat nuéc 19(11,2) 5(3.0) 0(0.,0)
dudng Fhuone gip Giam thém dn HA653%0 G-40:0%n) O0.0%) oip
Roiloanh¢ | Rat thuong Kché-nuot TR20) | B%e) | O00%0) R&i logn h¢ Rt thudng Roi loan vi 72 (42.6) 0(0,0) 0(0,0)
théan kinh £ap : § than kinh gip gidc
Rét thuomg Nhire diu I3RS | 0600 | Bt Rt thudng Pau déu 43 (25.4) 22 0(0,0)
gap gap
Thudbnggip | Chodngving BF7% | 202%) | 040:0%) Rét thudmg Chéng mit 27 (16,0) 3(1.8) 0(0,0)
o — | gdp
Fhuonggip | Dicam 9-(5:3%) 0-(0:0%) | 0-40:0%) RAt thuong Dj cam 17 (10,1) 0(0,0) 0(0,0)
7 s r— y 5 ” £dp :
Roi logn Rat thudmg Tang huyet ap 2 Yoy | FHAHSe) | O0-40:6%) R&i loan mach | Rét thuong Tang huyét ap 47 (27.8) 10059 | 0(0,0
mach s gap gap
Roi loan ho | Fhuonegip Chay mau cam +6-(95%) H-(0-H0) B-40:0%)
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hép, 1ong Thuone gap | Kho tha 9(5.3%) 040:0%) | 040:0%) R loan ho Rit thudng Khé the 38(22,5) 9(5,3) 0(0,0)
ngye va hap, ngue va gip
trung thét trung that Rat thudng Chay méau 29(17,2) 0(0,0) 0(0,0)
Rdi loan tiéu | Rat thudng Tiéu chay 83-(491%) | S-3:0%) BH0% , gip cam
héa gép ) Réi loan tidu | Rét thudmg Tiéu chay 93 (55.0) 8(4.7) 0(0,0)
Rét thuong Budn non 84-(49.7%) | 22%) | 040:0%) héa gip
gap Rét thuong Budn nén 92 (54.4) 4(2,4) 0(0,0)
Rét thuong Pau miéng FOAHAY) | 643:6%) 94 giip
gap Rt thuong Kho tiéu 78 (46,2) 1(0,6) 0(0,0)
RAt thudng Khé tiéu 69440-8%) | H06%) | 040:0%) gip
gdp Rat thudng Viém miéng 70 (41.4) 6(3,6) 0(0,0)
Ritthuong | Non 52(30.8%) | 2(1.2%) | 040.0%) o3p
gap Rt thuong Noén 6i 63 (37.3) 7(4.1) 0(0.,0)
RAt thudng Tao bon 34Q201%) | 0400%) | 040.0%) gip
gdp Rat thuong Tao bon 57 (33,7) 1(0.,6) 0(0,0)
Rét thudng bau ludi 25-H:8%) | 0-40:0%) 0-(0:0%) gap
gap Rét thuong Pau bung** 34 (20,1) 5(3,0) 0(0.0)
Rét thudng Pau bung* {01 | 242%) bty gap
gip RAt thudng Dau ludi 25 (14,8) 0(0,0) 0(0.0)
Thudng gip bay hoi Ho95%) | B0 0-0-0%) gip
Thuong gp | Eang bung 9-45:3%) 0-(0:0%) | 040-0%) Rét thudng Piy hoi 24 (14,2) 0(0,0) 0(0.0)
Thudng gip Kho miéng 9-53%) 0-40:0%) | 0-0:0%) gip
- T e — —~ Thuong ggp | Pdy bung 10 (5.9) 000,00 | 0000
Rf)l l(}:_m da Rat thudng Péi-mau da SH320% | 0%y H Thudng gap Kho miéng 10 (5.9) 0 (0,0) 0(0,0)
vamb duéi £ap o~ - . - R6i loan da va | Rét thuong Phat ban*** 60 (35,6) 1(0,6) 0(0.0)
da gR;; thl.rb'ng Phat ban ** 1L g‘(’@?@‘-’é’) 9‘(‘9:&'4)’) mé dudi da gap 6 i
Rét thuon R&i loan sic 55(32.5 0(0,0 00,0
RA(thuong | D1 mau toc W 42%) | 0400%) | 040:0%) e | — - -
gap RAt thuon Kho d 29 (17,2 0(0,0 0(0,0
RAt thuong Dakha 23(13.0%) | 0.0.0% 000% gﬁap udng a (172 (0,0) (0,0
gap RAL thu Thay d6i m2 26 (154 0(0,0 00,0
Ritthuong | o1 chimg méudi | 2102.4%) | 686%) | 0.40.0%) g;p N | 154 ©.0) 0.0)
&ap Mm““‘_ Rt thuong | Do da 26 (15.4) 0(0.0) | 0(0,0)
; i
Ratthuong | Bande 20H-8%) | 00-0%) | 040-0%) &P
2ap
Thuong gi Rung toc 13(7.7%) O-40.0%) 0-(0.0%) . =
sl R i B R&tthuong | Hoichimgvél | 21(124) | 6G6) | 0(0.0)
Thuong gap Viém da tréc vay H0-65:9%) | 2628 O-(0:0%) gap ban &6 mét
Thutng gt Phi quanh-hbe 0(53%) 040.0%) | 0-(0:0%) cam gide &
mat 1ong ban tay,
ban chan
Rét thudng Rung toc 17 (10,1) 0(0,0) 0(0,0)
£ap
Réiloan co | Rt thuong Dau ¢ ehian—tay | 2H124) | HO06%) | 040.0%) Thuong gap | Mun nube 15 (8.9) 4(2,4) 0(0.0)
xuong, mod géip
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lién két va Fhuong gip Dau co H8:9%) | HO:6%) kit Thudng gap Viém da troc 10 (5.9) 23 0(0,0)
xuong vay
R&i loan Rit thuomg | Mét moi Fsuy 108 9 0-40-0%) RGilognco | Rét thuong Dau ¢ dau cac 39(23,1) 1(0,6) 0(0,0)
chung va tai | gap Altge £63:9%) cH2%) xuong vaméd | gip chi
neitiém R;ét thuong Viém niém mac 30-(47:8%) | H40-6%) | 040-0%) lién két Rét thuomg Pau co 29 (17.2) 1(0,6) 0(0,0)
gap m— gap
Chin | Racthuong | Ropphongda B | 440 | 046:6%) R&i loan RAtthuong | Mét moi**** 140 (82,9) 23 0(0,0)
thueng-ngd | 29p chung va tinh | gip (13.6)
doe-va-eae trang tai chd | Rét thuong Viém niém 30 (17.8) 1(0,6) | 0(0,0)
bien-ehime str dung thube | gap mac
Fenhiea
Cée xét Rét thudmg Tang lipase 17a04%) | 231 | 308%
nghi¢m 2ap
Thuong gap | Phan xuét tong 1649:3%) | 140:6%) | 040.0%)
mau bt thudng
Thudmg gip Tang amylase mau | 945:3%) 63:6%) 0-(0:0%) Chi s6 xét Rét thuong Ting enzym 20 (11,8) 15(8,9) 3(1,8)
I nghiém gap lipase
Thuong gap | Giam can nang H{(6:5%) | 040.0%) | 0(0.0%) (Nghién ciru) [ Rt thuong Giam can 19(11.2) 1(06) | 0(0,0)
Thudong gap | Giam-bach ciu FHEO | 3RS | B0 gap .
Thuomg gap | Giam tiéu cau 0G53%) | 38% | 20.2%) Thutng gdp :i';%;gzym o e | RS
Ta o nae . 166 7 14 MAu***k**
tuongeé-hai HIR SO | 83 Thuong gdp | Tang bach cau 10 (5.9) 3(1,8) | 00,0
Thuong ggp | Phan sudt tong 16 (9.5) 1 (0.6) 0 (0.0)
mau bét
< ) thudong
e Thuong gip Giamso 13 (7.7) 3(1,8) 2(1,2)
e : lugng tiéu ciu
SRR BAt ky bién cb bt loi nao 169 (100) 89 26 (15,4)
“de-thig (52,7

Ngudn: Bang A-2.1.1, trang 4311, Tém tét tinh an toan 14m sang (Summary of Clinical Safety,
SCS) nam 2005 cua Sunitinib Malate ((SU011248 L-Malate).
*Giam cam gidc thém an — Bao gdm nhitng thut ngir sau: giam cam gic thém an va biéng an.
**Pau bung - Bao gdm nhing thuat ngir sau: dau bung, dau bung trén va dau bung dudi.

**%¥Phat ban — Bao gdm nhimng thuit ngir sau: phét ban, ban do, ban nang, phat ban toan thén, ban
dang nét sin, ban gy ngira va ban dang dét sin.

**+%Meét moi — Bao gdm nhimg thudt ngit sau: mét moi va suy nhurge.

*****Tang enzym amylase mau- Bao gom nhitng thudt ngit sau amylase huyét va ting enzym
amylase mau.

MedDRA = Medical Dictionary for Regulatory Activities (Tir dién y khoa vé céc hoat dong phép
quy); MRCC = Metastatic Renal Cell Carcinoma (Ung thur biéu mé té bao than va/ hofic di can).
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Béng 3:

nh&ﬂ—ehua—he—d-leu—tr-l—ung thu-di-eiin-t& bao than (MRCC)%GG
dung sunitinib hodc IFN-a

Bing 3. Tdc dung khdng mong mudn ciia thude dwoe bao cdo & bénh
nhén ung thw biéu mé té bao than va/hodc di ciin (MRCC) chwa tirng
diéu tri ding sunitinib hoic IFN-a.

Bénh nhin chua diéu i1 MRCC Phénloai | TAnsuat | Biénco Tt ca D 3/4 | Tatea | Do3/A
Supitinih Hed-g theo hé co cdicmirec | Sunitinib | cdc mirc | IFN-a
=375} =360 quan dj n (%) do n (%)
Hé co quan | Thn s Hiéntwons | Meimie | D§3/4 Magi D) 3/4 sunitinib IFN-o
dp n(%) | micdd | n(%) n (%) n (%)
n (%) n (%)
1 R $] 3, ‘-‘? :1; s s I‘go Q Hn, -2-8 F go/
1] A A E?_S”’
ﬁ q“EH:‘ I.:“
Rdi loan Rit thuomg | Giam tiéu AT 25 A% | 040%) R6i loan Rat thuong | Giam bach 70(18,7) | 41(10,9) | 33(9,2) | 14(3,9
méu va hg gap ciu H532%) 6F%) mau va hé gip cdu trung tinh
bach huyét | Rétthuong | Giambach | 5+ 25 25 042.5%) bach huyét | Ratthuong | Giam bach 40(10,7) | 13(3,5) | 16(44 | 4(1,1)
gip ciu trung H3:6%) 6:7%) 6:9%) gip ciu
tinh Réitthuomg | Giamtiéuciu | 72(19.2) | 34(9,1) | 154.2) | 2(0.6)
Fhuong gip | Giambach | 3H83%) | 824%) [ B 3(0.8%) oiip
chu_ (3.6%) Rét thuong | Thiéu mau 81(21,6) | 32(8.5) 58 24 (6.7)
Fhuong-gap | Thiéu mau 5467%) | 5H3%) | 28 g gip (16,1)
e Thudng gap | Giam lympho | 19 (5,1) 1129 | 2158 | 154.2)
bao
Réi loan Ratthuong | Chénan 96 1%y | 94 5(1-4%) Réiloan ndi | Ritthudng | Suy gidp 61(16,3) 6(1,6) 3(0,8) | 0(0,0)
chuyén héa | eap (25.6%) 26:1%) tiét gip
va dinh Thuong gip | Giam théem | 20-7-7%) | 60%) | 37 040%0) R&i loan Thuong gip | Tang tiétnuée | 31(8.3) 0(0,0) 0(0,0) | 0(0,0)
dudng an H0:3%) mét mit
Thuomg gip | MAt nude 19651%) | 53%) | + + Réi loan Réit thudng | Giam cam 199 (53,1) | 11(2,9) 156 7(1,9)
B4%) 3% chuyén héa | gip gidc thém an* (43.3)
va dinh Thuong gip Mt nudc 37 (9.9) 10 (2,7) 19 (5,3) 3(0.8)
dudng
Rdi loan Thuone gap | Mét nga 15(4:0%) | 00%) |18 0-(0%) Rdi loan Ratthudng | Mat ngi 57 (15,2) 3(0,8) 37 0(0,0)
tam thén (5-0%) tam thin gap (10,3)
Fhuong gip | Trimcam | $0427%) | 0-40%) | 28 (1 1%) Rétthuong | Trim cam 40(10,7) | 0(0,0) 51 5(1.4)
(7.8%) 2ap (14.2)
Roiloan hé¢ | Rétthuong | Khénubt 158 040%) | 49 B Roiloanhé | Ratthuong | Réiloan vi 174 (46.4) | 1(0,3) 53 0(0,0)
thin kinh gap “21%) H3.6%) thin kinh gip gidc (14,7)
Rét thuong | Nhire-ddu H 2(05%) | 50 0-(0%) Rét thudong | Pau diu 86 (22.9) 4(1,1) 69 0(0,0)
gip .90 H39%) gip (19.2)
Thuong gap | Dicam JO5 1% | 040%0 ARt | Bty Rat thuong | Chéng miit 43 (11,5) 2(0,5) 50 2 (0,6)
Fhuongglp | Chedng 8% | 0% | 25 o gap (13.9)
vhng 6:9%) | 3%) Thuomg gap | Di cam 35(9.3) 0(0,0) 7(1,9) | 1(0.3)
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Rdi loan Ritthuong | Tang huyét | €9 3H 44%) | + R6i loan Ratthuomg | Tang huyétap | 127(33.9) | 50(13,3) | 13(3,6) | 1(0.3)
mach méu gap ap 2370 (A HER 0y mach gap
Réiloan hd | Rétthuong | Chay mau B 3HO8%) | 00 | 0-40%) Roiloan ho | Ratthuomg | Khé tho 99 (26.,4) 24 (6,4) 71 15 (4,2)
hip, léne gip cam H7%) hép, ngyre  Ledp (19,7
nguc va Fhuonggip | Kho tho 2H5:6%) | 4400 | 27 Sb oy vatrung that | Rat thuomg | Chay mau 80(21.3) 5(1.3) 92.5) 1(0.3)
trung thit (A gip cam
Fhuong-gip | Dau hau - 19-54%) | HO3%) | HO3%) | 0-40%) Rat thuong | Pau héu- 51(13,6) 2(0,5) 9(2.,5) 0(0.,0)
thanh quan géap thanh quan**
Réi loan Rat thuomg | Tiéu chay 199 18 45 0-(0%) R&i loan Rét thuomg | Tiéu chay 246 (65.6) | 37 (9.9) 76 1(0,3)
tiéu héa gap 534%) 48%) | 25%) tiéu hoa adp @ZL1)
Raét thuong Budn non +os 12 24 R e et Rat thuong Budn nén 216 (57.6) 21 (5,6) 147 6(L7)
gap H3%) 3.2 (33:3%) gip (40.8)
Rét thudong | Kho the 90 240:5%) | H B-(0%) Rat thuong | Non 6i 148 (39.5) 19 (5,1) 62 4(1,1)
gap (25:6%) B:1%) gap (17.2)
Rét thuomg | Paumiéng | 94 Sy %y | + Rét thuong | Kho tiéu 128 (34,1) 8(2.1) 16 (4,4) | 0(0.,0)
gap 25:1%) €0-3%) ap
Rit thudmg | Nén Vi 13 36 240:6%} Rat thuong | Pau bung*** | 127(33,9) | 20(15,3) e 5(1.4)
gap 24:0%) B35%) H0-09%) gap (12,2)
Ratthuong | Paubung® | 45 441% | M4 0-(0%3 Rat thuong | Viém miéng 114 (30.4) 5(1,3) 1233 | 1{03)
gdp 0% B:9%} gap
Ratthuomg | Kho miéng | 46 0-(0%) 23 + Rat thuong | Téo bon 85(22,7) 4(1,1) 49 1(0,3)
gip %) (6:4%) H3%) gap (13,6)
Thuong gip | Paumiéng | 35493%) | 040%) | HO3%) | 6-(0%) Rét thudng | Dau miéng 54 (14,4) 2(0.5) 2(0,6) | 0(0,0)
gap
Thuong-gip | Pau ludi SO | B R | ity Rét thuomg | Py hoi 52(13,9) 0(0,0) 8(2,2) 0 (0,0)
gdp
Thuong gap | Day hoi TT0%) | 0% | 6 | 405 Rét thuomg | Khé miéng 50(13,3) 0(0,0) 1@y | 103
gap
Fhuong gip | Tdo bén 20Ty | 0-40%0) 13 0-(0%) Rét thuong | Bénh trao 47 (12,5) 1(0,3) 3(0.8) 0(0,0)
3:6%) gap nguoc da day-
thyc quan
Fhutng gip ?ré:angm B(T5%) | 040%) | 240:6%) | 0-0%) Rit thuong | Dau ludi 40(10,7) | 0(0,0) 2(0,6) | 0(0,0)
a day £dp
Thuimg gip | Py bung 28 (7,5) 1(0,3) 6(1,7) 0(0,0)
Réiloanda | Ritthudng | Phatban** | 85 240.5%) | 26 2(06%) ||| Roiloanda | Ritthuong | Phatban**** | 140 (37,5) | 6(1.6) 51 3(0.9)
vamé dudi | gap 2T 73%) vamé dudi | gip ! (11,4)
da Rét thuong | Hi ching e 9 240:6%) | B-40%m da Ratthudng | Hoi chimg vet | 108 (28.8) | 32(8.5) 3(0,8) 0(0,0)
gap mau-dieam | (203%) | (5:4%) gdp ban d6 mat
ban-chan cam giﬁc o
Rit thuong | Kho da 60 H03%) | 17 [IiE long ban tay,
gip (H6:0%) (4:7%) ban chén
Rit thudng Déimauda | 58 0-(0%) 0-(0%) 0-(0%) Rét thudng | Roi logn sic 94 (25,1) 1(0,3) 0(0,0) 0(0,0)
gap 330 gip 16 da
i y Rat thuong | Kho da 85(22,7) 1(0,3) 26(7.2) | 0(0,0)
Rit thudng | Boi mautée | 54 00%) | HO03%) | 0-0%) gip
gap H45%%)
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Thudne gip | Rung toc 207 7%) | 40%) | 27 6-(6%)
( [.a'ﬂq)
Fhuong gip | Bande 2646:9%) | HO3%) | 3408%} | B-+0%)
Thudng gip | Patréevay | 2546:7%) | H03%) | 3-40:8%) | 0-40%)
Fhuong-gip | Ngoa 2H5:6%) | HB3%) | 10 0-(0%)
(2:8%)
R&i loan Rit thuong | Dau ehan 2 2(03%) | H 0-(0%)
gip tay 2% B4
Fhuong gip | Pawkhép 338:8%) | HO3%) | 45 G
H2:5%)
Fhuong gip | Pau co 20453%) | o 56 i
Rdi loan Rat thuomg | Mét mai 191 27 184 42
chung vatai | giip (50.9%) 204 1% | 7%
noi-tém Rét thuong | Viémniém | 75 61:6%) | 412 | 4+
gap mac (20:0%) (03%)
Rat thuong | Suy nhuge 63 12 + =
gép H6:8%) 5% H97%) | 3:6%)
Fhuong gap | Phat** 2Ty | 0-40%) 0%y | 0-(0%)
Thudng gip | Sot 27(72%) | 340-8%) | 12+ 0-40%)
36%m
Fhudng ggp | On lanh 246:4%) | 2405%) | 103 0-40%)
28-6%)
H-gip Bénh giong | 240:5%) 0%y | 25 O3y
ciim (0.9%)
Cée xét Ratthuomg | Giamphan | 38 82:1%) | 46 240:6%)
nghiém gip Xudt tong CHo ey [Eat]
mau
Thuong gip | Gidm cin 34491%) | 0% | 43 0-(0%)
RERE H5%)
Thudng gap | Giam ticu 2546:7%) | 942:4%) | 340.8%) | 0-40%)
céu
Bidi-tone [ 54:9%) | (4% | 4%
co-hai

Rétthuomg | Thay doimau | 75 (20,0) 0(0.0) 1(03) | 0(0,0)
gap toc
Rétthudng | Rung téc 51(13.,6) 000.0) | 34(9.4) | 0(0,0)
gap
Ritthudng | Do da 46 (12,3) 2(0,5) 5(L.4) | 0(0.,0)
gap
Rétthuomg | Ngira 44 (11,7) 1(0,3) | 24(6,7) | 1(03)
gip
Thuong gap | Tréc da 37 (9.9) 3(0.8) 5(14) | 0(0,0)
Thuong gap | Loét & da 26 (6.9) 1(0.3) 2(0,6) | 0(0.0)
Thudng gap | Phan (mg da 22 (5.9) 3(0.8) 1(0.3) | 0(0,0)
Réiloanco | Rét thuong | Pau khop 111 (29.6) 10 (2,7) 69 4 (1,1)
Xuong va gip (19,2)
md liénkét | Ritthuong | Dau 6 dAucdc | 101(26.9) | 10(2,7) | 31(8.6) | 4(L.1)
gip chi
Rit thudng | Pau co 46 (12.3) 4(L,1) 68 3(0.,8)
gap (18,9
Réi loan Rétthuong | Mét moi 233 (62,1) | 55(14.7) 202 54
chung va gip (56,1) (15,0
tinh trang Réitthuomg | Phund***** | 114 (304) | 7(1.9) 21(5.8) | 2(0.6)
tai cho sir giip
dung thu6e | Rét thuong | Viém niém 100(26,7) | 8(2.1) 7(1,9) | 1(03)
gap mac
Ratthuong | Suy nhuoc 96(25,6) | 42(11.2) 81 21 (5.8)
gdp (22.5)
Rétthuong | S6t 84 (22,4) 3(0.8) 134 1(0.3)
gap (37.2)
Rétthuong | On lanh 53 (14,1) 3(0,8) 111 0(0,0)
gap (30.8)
Thudng gap | Bénh gidng 18 (4.8) 0(0.0) 54 1(0,3)
clim (15.0)
Chi s0 xét Rét thuomg | Phén sudt tbng | 61 (16,3) 10 (2,7) 19(53) | 6(L,7)
nghi¢m gip mau giam
gg;“é“ Rétthuong | Giam can 60(16,0) | 1(0.3) 60 3(0.8)
gip (16,7)
Thuomggap | Giams§ 32(8,5) 12(32) | 3(0.8) | 0(0,0)
lugng tiéu cau
Bét ki bién cb bét loi nao 372(99.2) | 290 (77.3) 355 197
(98.6) | (54.7)

Ngubn: Nghién clru- A6181034-a CSR Béng 13.6.2.4
*Giam cam gidc thém an — Bao gom nhiing thudt ngir sau: giam cam gidc thém an va biéng an.
**Pau hiu-thanh quan — Bao gdm nhirng thudt ngir sau: dau héu-thanh quéan va dau miéng hiu.
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**Pau bung — Bao gom nhitng thudt ngir sau: dau bung va dau bung trén.

**+%Pht ban — Bao gbm nhitng thudit ngir sau: phét ban, ban dé, ban tréc vy, ban nang, ban dang
nbt san, ban gdy ngira, ban dang dat sn, ban dang chim, phat ban toan than va viém da véy nén.
*#%%Phii né — Bao gdm nhiing thuft ngi sau: phii va phil ngoai bién.

MedDRA = Medical Dictionary for Regulatory Activities (Tt dién y) khoa vé cdc hoat dong phép
quy); MRCC = Metastatic Renal Cell Carcinoma (Ung thu biéu m6 té bao than va/ hodc di can);
IFN-o = interferon-ct.

i » . A ~
Bao cao sau khi thuoe lwu hanh

Céc ADR pht hién sau khi thude dugc luu hanh tir tit ca céc ngudn (thir
nghiém 1am sang, bdo céo tu phéat va cac ngudn khac) duoc liét ké bén
dudi (xem thém Muc 4.4). Vi nhiing phan tng nay dugc bao cdo mdt cach
tu gidc tor mot quﬁn thé ¢ c& mau khong r6 rang, viéc udc lugng mdt
cach dang tin cdy tan sut hogc thiét 1ap mbi quan hé nhan qua véi viée
ding thudc khong phai ludn c6 thé thuc hién duoc.
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Réi loan mau va hé bach huyét:

Cé-eap-mbt-so-hiém truong hop bénh-vi-maeh huyét khor Khﬂyen—eae
tam saetmg ding sunitinib. Sau khi giai quyét, cé thé tiép-tue didu tri

éa-en—sa—thaﬂ—t-peﬂ-g cua bac s¥ didu tri.

R6i loan tim maeh:
Bénh-eo-tim; mot so truong hop o tir vong, di dugc bao cdo.

RGi loan mau va hé bach huyét

Céc trudng hop bi huyét khéi trong mao mach, trong mét s6 trudng hop
gay tir vong, da dugc bao cdo. Nén tam thoi ngung dung sunitinib; sau khi
giai quyét bién cb xong, co 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 xoén dinh, bénh co
tim, thiéu mau cuc bd co tim, suy tdm that trai, va nhdi mau co tim, trong
mot so truong hop gay tir vong, da dugc bao cao.

Réi loan néi tiét

Céc trudong hop bi cudng gidp, mot sé dan dén suy giap, da duge béo cdo
trong cac thir nghiém lam sang va qua trai nghiém sau khi thuoc Iuu hanh
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Réi loan tiéu héa:

Thuone-gap: viem dng thuc quan.
lzl.l- I ~ A]_..I:
Hiém-sap-hone ban-da-danse

(xem Muc 4.4). Cac truong hop bi viém tuyén giap da duoc bao cdo.

Roi loagn tiéu hoa

Viém tuy, thung dudng tiéu héa va viém thuc quan.

Bién c6 lién quan dén xudt huyét

Céc truong hop bi xudt huyét phdi, duong tiéu héa, khdi u, dudng tiét
ni¢u va xuat huyet ndo, mot s0 truong hop gdy tir vong di duge bao cdo &
bénh nhén diéu tri bang sunitinib.

Réi loan gan mdt

Suy gan va viém tai mat, ddc biét viém tai mét khong do soi

Ri loan hé mién dich

Phan (ing qua min, bao gdm phit mach, d& duoc bao céo.

Nhiém trimg va nhiém ky sinh tring

Cac truong hop bi nhiém tring nghiém trong (kém hodc khéng kém giam
bach cdu trung tinh), trong mdt s6 trudong hop dan t6i két qua 1a tir vong,
dd duge bdo céo. Nhiém tring thuong gip nhat trong didu tri bang
sunitinib 12 c4c loai nhiém trung dién hinh & bénh nhan ung thu, vi du:
nhiém triing ho hap (nhu viém phdi, viém phe quan), nhiém tring duong
tiét niéu, nhiém trung da (nhu viém té bao), séc do nhiém tring/nhiém

tring mau va ap-xe (nhu miéng, dudng sinh duc, hdu mén, da, chéan tay,
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Roi loan co xwong va mo lién ket:

Ge—g&p—me{—ﬁeﬂg—se—mem truong hop bénh co va/ hodc tiéu co van;

mot-s6 kem benh than cap—nh}ea—ngﬂm—PFeﬂg—se nay da c6 nhiing yéu
tb nguy co tir trude va / hodc dang ding eéde thube phe{—help—co thé lién

quan &t nhitng phan+tmeeé-hai nay. Bénh nhén nae co d4u hiéu hoac
tri¢u chimg dfc Hrh—v6t co thi can dugce guanty theo thyc hanh y t€
chuan.

Da-e6-nhitng-bae-cdo-ve cac trudong hop hinh thanh 15 ro, doi khi lién
quan den hoai tir khoi u hay-thedi-trade, mat so trudong hop tir vong.

Cac truong hop hoai tir xwong ham (ONJ) di duge béo céo ¢ nhiing

bénh nhén diéu tri bang sunitinib, hau-hét-eaetrudone hopxuat-hién &
nhitng bénh nhan ¢ yéu td nguy co xic dinh lam-ONJ—nhiing-bénh
ﬂhﬁn—t-rep—xuevm biphosphenates-tiém-tinh-mach-4-V)-va hoic tién sur

bénh can phau thuéat nha khoa (xem muc 4.4)

Roi loan thin va-nwée tieu:

1
A

suy thén, e&-mat

ndi tang). Nhiém tring cé thé do vi khuan hodc ndm. Céc truong hop
viém can mac hoai tir hiém gip, bao gdm viém cin mac hoai tir ving day
chdu, doi khi gay tir vong, da dugc bao cao (xem Muc 4.4).

Chi 56 xét nghiém (Nghién ciru)

Tang TSH (hormon kich thich tuyén giap) va acid uric trong méu da duogc
béo céo.

R6i loan chuyén héa va dinh dudng

Cac trudng hop hoi ching ly giai kh‘(”ii u (TLS), doi khi gay tir vong, da
dugc bao cao & bénh nhéan diéu tri bang sunitinib.

Viéc giam glucose huyét, trong mot sd truong hgp c6 triéu ching 14m
sang, di dugc béo cdo trong qua trinh diéu tri bang sunitinib.

Roi loan co xwong va mo lién ket

Cac truong hop bénh co va/ hodc ly gidi co van kém hodc khong kém suy
than cép, trong mot sb truong hop dan téi tir vong, di dugc béo cdo. Pa sb
nhiing bénh nhén nay c6 yeu td nguy co tir trude va/ hodc dang dung
thudc dong thoi c6 lién quan dén nhimg tac dung khéng mong muén nay.
Bénh nhan cé dau hiéu hoic triéu chimng ngd doc co can duoe kiém soat
theo thuc hanh y t& chudn.

Céc truong hop hinh thanh 15 ro, d6i khi lién quan dén hoai tir va/ hodc
thoai trien khoi u, trong mét s6 truong hop din téi két qua 1a tir vong, da
duoc bao céo.

Céc truong hop hoai tir xuong ham di duoc bdo cdo & bénh nhan diéu tri
bang sunitinib, da so xdy ra & bénh nhan cé yéu to nguy co xac dinh doi
voi hoai tir xuwong ham, déc biét 1a da dung cac chat bisphosphonat IV va/
hodc ¢ tien sir bi bénh nha khoa doi hoi phai dung tha thudt nha khoa
xam l4n (xem Muc 4.4)

Réi loan hé than kinh

R6i loan vi giac, bao gém mét vi giac, da dugc bao cdo.

Roi loan thdn va tiét niéu

Céc trudng hop bi yéu va suy than, trong mét sé trudng hop dan t6i két
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s0 truong hop tir vong.

qua la tir vong, da dugce bao cdo. Truong hop bi protein niéu va hdi chimg
thdn hu da dugc béo cdo (xem Muc 4.4)

Réi loan hé hdp, ngiee va trung that

Thuyén tac mach phdi, trong mot sb trudng hop dén t6i két qua la tir
vong, da dugc bao cao.

Réi loan da va mé dwoi da

Céc trudng hop viém da hoai thu sinh ma, hong ban da dang va hoi ching
Stevens-Johnson da duogc bao céo.

Roi loan mach

Céc trudong hop bién cb thuyén tic huyet khdi dong mach, dbi khi gay tur
vong, da dugc bao cao 0’ bénh nhan diéu trj bing sunitinib. Bién co
thuong gip nhét bao gdm tai bién mach mau néo, con thiéu méu cuc bd
thoang qua va nhdi mau ndo. Yéu té nguy co lién quan dén thuyén téc
huyét khdi dong mach, ngoai bénh 4c tinh sin c¢6 va do tudi > 65, con ¢6
tang huyét &p, déi thdo dudng va ¢ tién sir méc bénh thuyén téc huyét
khoi.

49  Qua liéu

Chua ¢6 thude giai doc dac higu khi qué liéu sunitinib va diéu tri qua
liéu nén dua vao cac bién phap ho trg chung. Khi c6 chi dinh, can thai
lugng thudce chua hap thu bing cach giy non hodc rira da day. Métso

truong hop qua lidu di duoc béo céo, ede trudng hop nay-e6-thé-di-kém
hodekhéngkemvéi cac tac dung khong mong muon cua sunitinib.

4.9 Qua liéu

Chua c6 thude giai doc dic hidu khi qua lidu sunitinib va didu tri qua lidu
nén dua vao cac bién phap hd trg chung. Khi ¢ chi dinh, can thai luong
thudc chua hap thu bang cach gdy non hodc rira da day. Céc truong hop
qua lidu da dugc bao cao, mot so trudng hop lién quan dén cac tac dung
khong mong mudn phi hop véi dic tinh an toan di dugc biét cua
sunitinib.

5. CAC PAC TINH DUQC LY HQC
5.1 Cac dac tinh dwoce lue hoe

Sunitinib trc ché ede thu thé phire-tap tyrosin kinase (RTKs) lién quan
t6i su kéndén cua khdi u, su tan tao mach mau va sy tién trién cua ung
thu. Sunitinib (rc ché duoc cac thu thé yéu t6 truong thanh-dan xudtéi

5. CAC PAC TiNH DUQC LY HQC
5.1 Cac dac tinh dwgc lue hoc

Sunitinib tc ché nhiéu thu thé tyrosin kinase (RTKs) lién quan tGi su phat
trién cua khdi u, su tin tao mach mau va su tién trién clia ung thur.

Sunitinib trc ché duge cic thu thé yéu td ting truong c6 ngudn gbe tidu
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tiéu cau (PDGFR a va PDGFR P), c4c thu thé yéu to truong thanh cla
ndi mdé mach mau (VEGFRI1, VEGFR2 va VEGFR3), thu thé yéu t6
than té bao (KIT), tyrosin kinase — 3 giébng Fms (FLT 3), thu thé loai 1
cta yéu t6 kich thich cum t& bao (CSF-IR) va thu thé yéu t6 dinh
dudng than kinh dan xuit tir dong t& bao sao (RET). Su {rc ché cla
sunitinib tGi hoat tinh cia cac RTKs da duoc chirmg minh bang cac thir
nghiém vé té bao hoc va hoa sinh hoc, con su Grc ché vé chirc phén di
dugc chimg minh trong cac tho nghiém tang sinh té bao. Chat chuyen
héa ehé-yéu cia sunitinib ciing co tiém-ndng trong tu so vai chit me
sunitinib trong céc thir nghiém vé té bao hoc va héa sinh hoc.

Sunitinib e ché su phosphoryl héa clia céc thu thé phie—tap RTKs
(PDGFR B, VEGFR2, KIT) trong cac ghép-xenkévé khéi u biéu hién
dieh RTK in vivo va dugc chirng minh cé s ¢ ché duee sy lénlén cua
khdi u hodc 1am thodi trién khéi u va/hoic e ché duge di cin trong mot
s6 md hinh thuc nghiém vé ung thu. Sunitinib dugc chirmg minh c6 kha
ning (rc ché su lén-1én cua cac té bao u biéu 16 su rdi loan didu hoa dich
RFKs (PDGFR, RET hoic KIT) in vitro va tc ché dugc invive su tan
tao mach khdi u phu thuoc PDGFR p va VEGFR 2.

Nhitng nghién ciru ldm sang

Do an toan va hiéu ke lam sang cua sunitinib da dugc nghién ciu trén
bénh nhan c6 khdi u de-tinh-etia mo dém dudng tiéu hoa (GIST)y-ma da
khang vé6i imatinib (tlic cic bénh nhan dd gip bénh tién trién trong va
sau khi dung imatinib) hodc khéng dung nap véi imatinib (tic shifng
nguot gap doc tinh ro rang trong khi ding imatinib trudc khi ding
thubc khac), va & bénh nhén co ung thu biéu mo té bao than €6 di cin
(MRCC).

Hiéu ke cta sunitinib cin cir vao thoi gian tién trién edathdiu (TTP -
time to tumor progression) va su ting ty 1€ song sot trong GIST.

Hiéu lse cha sunitinib ciing dua vao ty-1é sdng sét khong eé tién trién
(PFS - progression-free survival) va vao céc ty 1¢ dap tng khach quan
(ORR - objective response rates), tuong g trong MRRE chua diéu tri
va MRRE khang cytokin.

cau (PDGFR « va PDGFR B), cac thu thé yéu to tang trudng cua ndi mo
mach mau (VEGFR1, VEGFR2 va VEGFR3), thu thé yéu t6 than té bao
(KIT), tyrosin kinase — 3 giéng Fms (FLT 3), thu thé loai 1 coa yéu tb
kich thich cum té bao (CSF-1R) va thu thé yéu té dinh dudng thin kinh
din xudt tir dong té bao sao (RET). Su tre ché cua sunitinib t6i hoat tinh
ctia cac RTK da duoc chimg minh bang cac thir nghiém vé t& bao hoc va
héa sinh hoc, con su irc ché v& chirc ning da duge chimg minh trong cac
thir nghiém ting sinh t& bao. Chét chuyén héa chinh cta sunitinib ciing c6
hoat tinh tuong tu so v&i chit me sunitinib trong cac thir nghiém vé té bao
hoc va héa sinh hoc.

Sunitinib tc ché sy phosphoryl héa cua cac thy thé RTK (PDGFR B,
VEGFR2, KIT) trong céc khéi u cay ghép biéu hién RTK in vivo va dugc
chtrng minh ¢6 e ché su phat trién cta khon u hoic 1am thoai trién kh01 u
va/ hodc Grc ché dugc di cin trong mdt s6 md hinh thuc nghiém vé ung
thu. Sunitinib duge chimg minh c6 kha nang trc ché su phét trién cua cac
té bao u biéu 16 sy rdi loan didu hoa muc tiéu RTK (PDGFR, RET hoic
KIT) in vitro va rc ché dugc su tan tao mach khéi u phu thuoc PDGFR B
va VEGFR 2 in vivo.

Cac nghién ciru 14m sang

D¢ an toan va hiéu qua diéu tri trén 1am sang cla sunitinib da dugc nghién
cru trén bénh nhan c6 khéi u md dém duong tiéu hoa ac tinh di khang voi
imatinib (t@rc 1a cdc bénh nhan da gip bénh tién trién trong va sau khi
dung imatinib) hodc khong dung nap vdi imatinib (tirc 1 cdc bénh nhén
giip doc tinh rd rang trong khi dung imatinib trude khi dung thude khac);
va & bénh nhan c6 ung thu biéu mé té bao than tién trién va/ hodc di can
(MRCCQ).

Hiéu qua cua sunitinib can ctr vao thoi gian téi khi khéi u tién trién (TTP -
time to tumor progression) va su tang ty 1€ song sot trong truong hop u
moé dém dudng ti€u hoéa (GIST).

Hiéu qua ciia sunitinib ciing dwa vao thoi gian séng khong bénh tién trién
(PFS - progression-free survival) va vao cac ty 1€ dap Gng khach quan
(ORR - objective response rates), tuong ng trong trudng hop ung thu

biéu md té bao than va/ hodc di cin (MRCC) chua didu tri va khéng




U mé dém duong tiéu hoa (GIST):

MOt nghién ciiu leo-thangvé lidu ding, mé, di khéi-dau tién hanh véi
bénh nhan GIST sau khi thét bai voi imatinib (lidu toi da mdi ngay tinh
trung binh 1a 800mg) do d& khang hodc khong dung nap. Cé 97 bénh
nhén tham gia ding céc lidu va ede thoi gian biéu khac nhau: 55 bénh
nhan diing 50mg trong thai gian biéu diéu tri khuyén cdo 12 4 tuan ding
thude / 2 tudn ngimg thudc (“thdi gian biéu 4/2”). Trong nghién ciru
nay, 72 va PES trung binh 1a 34,0 tudn 18 (d6 tin cay €1 95% 13 22,0 —
46,0 tuan).

Mot pha-3 nghién ciru v6i-sunitinib—ehen ngiu nhién, mu kép, ¢ kiém
tra-placebe, tién hanh trén bénh nhan GIST khong dung nap imatinib
hodc bénh tién trién trong va sau thoi gian dung imatinib (lidu t6i da
mdi ngay tinh trung binh 1a 800mg). Trong nghién ciru nay c6 312 bénh
nhan dugc chon ngau nhién (2:1) dé dung 50mg sunitinib hodc ptacebe,
uong mét lan trong ngay theo thorl glan bleu 4/2 cho t6i khi bénh tién
trién hoic au 12 TR, duge
dinh nghia 1a thoi glan tir le chon ngiu ‘nhién t6i khi c6 ehrre-minh
dau tién vé su t:en trlen khach quan e&a—khei—u—Nhﬁnu—eh&nu—mmh
5t (OS - overall

survival).

Tai thoi diém phan tich FFP trung binh véi bénh nhan ding sunitinib 1a
28,9 tudn (d6 tin cdy €} 95% la 21,3 — 34,1 tudn) theo danh gia cua
nghién cru vién va 27,3 tuan (dé tin cay € 95% la 16,0 — 32,1 tudn)
theo danh gia clia béa danh gia doc 1ap va kée dai co y nghia thong ké
hen so v6i TFP 12 5,1 tudn (dé tin cly 95% 1a 4,4 — 10,1 tuin) é-nhém
placebo. Sy khéc biét vé ténet3-18 sdng sét ciing danh-ehe sunitinib (ty
1¢ rui ro 1a 0,491 €46 tin cay 95% la 0,290 — 0,831); nguy co tir vong &
nhom placebo cao gip 2 1an hen so véi & nhom sunitinib. Cac thong tin
khéc vé tinh hidu qua duoc trinh bay trong bang 4.

cytokin.
U moé dém dwong tiéu hoa (GIST)

Mot nghién ciru nhan mé ban diu ¢6 ting dan liéu dung da dugc tién hanh
v6i bénh nhén bi u mé dém dudng ti€u héa sau khi that bai v6i imatinib
(lidu tdi da mdi ngay tinh trung binh 1a 800 mg) do dé khang hoic khong
dung nap. C6 97 bénh nhén tham gia diing cac lidu va thoi gian biéu khéc
nhau: 55 bénh nhén dung 50 mg trong thoi gian bidu didu tri khuyén céo
[a 4 tudn dung thudce/ 2 tuan ngung thuoc (“thoi gian biéu 4/2”). Trong
nghién ctru nay, thoi gian ti khi khm u tién trién va thoi gian séng khong
bénh tién trién trung binh 13 34,0 tuan 1& (khoang tin cdy & mic 95% la
22,0 — 46,0 tuan).

Mbt nghién ctru pha 3 ngiu nhién, mu déi, c6 ddi chimg gia dugc véi
sunitinib, tién hanh trén bénh nhan c6 u mdé dém dudng tiéu hoa khong
dung nap imatinib hodc bénh tién trién trong va sau thoi gian dung
imatinib (lidu toi da mdi ngay tinh trung binh 1a 800 mg). Trong nghién
clru nay ¢6 312 bénh nhan duoc chon ngiu nhién (2:1) dé ding 50 mg
sunitinib hodc gia duge, ubng mot lan trong ngay theo thoi gian biéu 4/2
cho t6i khi bénh tién trién hozc rat khoi nghién ctru vi 1y do nao khéc
(207 bénh nhan dung sunitinib va 105 bénh nhén dung gia duoc). Tiéu
chi d4nh gi4 chinh vé tinh higu qua ctia nghién ctru 14 thoi gian téi khi
khéi u tién trién (theo danh gia cia Ban danh gia dgc 1dp), duge dinh
nghia 1a thoi gian tir luc tlen hanh chon ngau nhién cho téi khi cé ghi
nhan dau tién vé sur tién trlen 10 rang cia kh01 u. Nhung tiéu chi danh gia
phu bao gdm thoi gian song khong bénh tién trién, ty 1 dap tng khach
quan va thdi gian sng con toan bd (OS - overall survival).

Tai thoi diém phén tich giita ky da duogc dinh trude, thoi gian t6i khi khbi
u tién trién trung binh véi bénh nhan ding sunitinib 1a 28,9 tuan (khoang
tin cdy 95% la 21,3 — 34,1 tudn) theo danh gia cta nghién ciru vién va
27,3 tudn (khoang tin cay 95% 1a 16,0 — 32,1 tudn) theo danh gia coa
Nhom danh gia dc 1ap va thoi gian nay dai hon c6 y nghia théng ké S0
vGi thoi gian t6i khi khéi u tién trién & nhém gia duoc 1a 5,1 tuin
(khoang tin cdy 95% la 4,4 — 10,1 tuin) theo danh gi4 cua nghién ciru
vién va Nhom danh gia doc lap. Su khac biét ¢6 y nghia théng ké vé thoi

gian sdng con toan bd ciing nghiéng vé& sunitinib (ty 18 rai ro [Hazard
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Ratio, HR] la 0,491 [khoang tin cdy 95% la 0,290 — 0,831]; nguy co tu
vong ¢ nhom bénh nhan dung gia duoc cao gap hon 2 1an so v6i & nhom
sunitinib. Cac thong tin khac ve 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
giita ky, theo khuyén nghi cia Nhém Theo D&i Dir Liéu Va D6 An Toan
Doc Lap, nghién ctru d@ dugc md nhan (unblinded) va cac bénh nhan
trong nhanh gia dugc dugc diéu tri mo bﬁng sunitinib.

Téng cong c6 255 bénh nhan duge ding sunitinib trong giai doan diéu tri
mé cua nghién citu, trong dé bao gdm 99 bénh nhan duogc diéu tri ban
dau bing gia dugc. Trong phén tich cudi cling nay, nhanh gia dugc bao
gbébm nhitng bénh nhan dugce chon ngiu nhién ding gia duoc va sau d6
duoge diéu tri mé bang sunitinib.

Nhiing phan tich cuéi’ cung cua tiéu chi danh gia chinh va phu cua nghién
ctru tai khang dinh két qua thu dugc tai thdi diém phan tich gitra ky nhu
da duogc trinh bay trong Bang 4 dudi day:

Bing 4. Tém lwge cic tiéu chi danh gia vé hi¢u qua
(quin thé ITT)
Ditu tri md dbi’
Trung binh (95% Ty 1€ riii ro Nhom
d§ tin ciy) (HR) chuyén
tir gid
dwge
Tiéu chi dinh gia Sunitinib | Gid dwgce | (khoédng tin P Cach
ciy 95%) didu tri®
Chinh: thoi glan
téi khl khm u tién
trién (tuan)
Gitta ky 273(16,0 | 6444 | 0329 <0,001 !
dén32,1) | dén10,0) | (0,233 dén
0.466)
Cudi cling 26,6 (16,0 | 6.4(4.4 | 0,339 <0,001 10,4
dén32,1) | dén10,0) | (0,244 dén (4,3 dén
0,472) 22,0)

31

5




TN D MW
T B Ky

Phu
Giita ky
Thoi gian 241 (11,1 6,044 | 0333(0,238] <0,001 .
song khong dén283) | dén9.9) | dén0.467)
bénh tién
trién (tudn)°
Tyl¢dapung | 6,8 (3,7dén] 0(-) Khongdp | 0,006 -
khach quan A dung
%)
Thoi gian - - 0,491 (0,290] 0,007 .
song con dén 0,831)
toan bd
(tudn)*
Cuoi ciing
Thai gian 229(10.9| 6,0(4.4 | 0,347(0,253] <0,001 .
sbng khong dén28,0) | dén9,7) | dén0,475)
bénh tién
trién (tudn)
Tylé déping | 6,6 (3.8dén  0(-) Khéng4p | 0,004 10,1
khéch quan 10,5) dung (5.0 dén
(%)° 17.8)
Thoi gian 72,7(61,3 | 64,9 (45,7 0,876 | 0,306 -
sbng con dén 83,0) | dén 96,0) (0,679
toan by dén
(tuin) 1,129)

* Két qua cia viéc didu tri mu doi [a tir quin thé ITT va ding két qua déanh gid X quang trung tdm
néu thich hop.

® Két qua vé tinh hiéu qua ciia 99 bénh nhén chuyén tir gia dugc sang sunitinib sau khi m& nhan.
Mirc cin ban duge dugce xac dinh lai & céc phan tich xuyén subt va vé tinh hiéu qua dugc dya trén
sir danh gid cua cac nha nghién ciu.

¢ Thdi gian séng khong bénh tién trién gitta ky da duoc cap nhét dya trén viéc tinh lai cac dir lidu
ban dau.

4 Két qua cia ty 1& dép img khach quan 12 mirc phén tram céc bénh nhén véi dap ing duoc khing
dinh ¢ khoang tin cdy 14 95%.

€ Mirc trung binh khéng dat dugce vi dit liéu chua duge hinh thanh xong.

Trong s6 c4c bénh nhan duoc chon ngiu nhién vao nhém sunitinib, 62,7%

séng trén 1 nam, 35,5% séng sot trén 2 nam va 22,3% séng sot trén 3
nam.

Néi chung, nghién ctru cho thiy ¢6 su cai thién déng ké c6 y nghia thong
ké va y nghia 1am sang vé thoi gian t6i khi khdi u tién trién — tiéu chi danh
gia chinh — cho sunitinib cong vai viéc diu tri hd tro tot nhit so vdi gia
duoc cong véi viée diéu tri hd trg t6t nhét.
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Ung thw biéu mé té bao thén:
Bénh-whédn MRCC chua ding thuoc

: . Muc tiéu cha yéu la so
sanh PES ¢ benh nhan dung sunitinib so v6i bénh nhan dung IFN-a.
Céc mrge tiéu sau-dé bao gdm su an toan FFR-ORR-OS va két qua do
bénh nhan béo cdo (PRO). C6 tat ca 750 bénh nhan duge chon ngiu
nhién (1:1) dé shan ding 50mg sunitinib mdi ngay mot lan theo thoi
gian biéu 4/2 hogc tiém dudi da IFN-o. mdi lan 9 MIU, mdi tudn 3
lan. Bénh nhan dugc diéu tri cho dén khi bénh nhén tién trién hodc
ngirng nghién ctru vi ly do khéc.

Quan thé ITT eho—su—phan-tich-thoi-gian—qud—dé bao gdm 750 bénh
nhan, trong d6 ¢6 375 ngudi chon ngiu nhién dé ding sunitinib va 375
ngudi chon ngiu nhién dé ding IFN-a. Céc tiéu chi é-mire-co-ban nhu
tudi, gidi, chung tdc va trang thai-die-diém ECOG la tuong duong va
can biang gitta cac nhém sunitinib va IFN-a. Cac dic tinh cia bénh
nhan va nhan khéu hoc dugc trinh bay & bane4. Nhitng vi tri thuong
gap nhit vé di can khi sang loc cho téi nay 1a phdi (78% & sunitinib so
vai ¢ IFN-a 1a 80%), sau d6 1a hach bach huyét (58% so vGi 53% tuong
ng), xuong (30% & mdi nhém); phan 16n sé bénh nhan c¢6 nhiéu vi tri
di can (> 2 vi tri) khi é-mireee-ban (80% so vai 77%).

Bang 4: NhinJchiu hoc & mike-ee-bin trong nghién ciru MRCC &
bénh nhin chwa diéu tri

Ung thu biéu mé té bao thdn

o Ung thu biéu mé té bao thdn tién trién va/ hode di can (MRCC) chua
tirng diéu tri

Nghién ctru pha 3 ngiu nhién d4 dugc tién hanh trén cic bénh nhan cé
ung thu biéu mé té bao than c6 di can chwa dung thude. Muc tiéu chu yéu
4 so sanh thdi gian sdng khong bénh tién trién & bénh nhan ding sunitinib
so voi bénh nhan dung IFN-a. Cac ti€u chi danh gia phu bao gom thoi
gian t&i khi khoi u tién trién, ty 1& dap (ng khach quan, thoi gian song con
toan b, su an toan, va két qua do bénh nhan bao cao (PRO). Co tat ca 750
bénh nhan dugc chon ngiu nhién (1:1) d& ding 50 mg sunitinib mdi ngay
mot 14n theo thoi gian biéu 4/2 hodc tiém dudi da IFN-o mdi 14n 9 MIU,
mdi tudn 3 14n. Bénh nhan dugc didu tri cho dén khi bénh tién trién hodc
ngirng nghién ciru vi ly do khac.

Quéan thé ITT bao gom 750 bénh nhan, trong d6 c6 375 ngudi chon ngdu
nhién dé dung sunitinib va 375 ngudi chon ngdu nhién dé dung IFN-q.
Céc tiéu chi ban dau nhu tudi, gidi, ching toc va thé trang bénh nhén theo
Nhém Hop tac ung thu hoc mién Péng (Eastern Cooperative Oncology
Group, ECOG) la twong duong va can bang giita cac nhém sunitinib va
IFN-o. Céc dac tinh cta bénh nhan va nhan ching hoc duge trinh bay &
Bang 5. Nhiing vi tri thuong gip nhat vé di can khi sang loc cho téi nay 1a
phdi (78% & sunitinib so véi & IFN-a 1a 80%), sau d6 1a hach bach huyét
(58% so v6i 53% tuong Gng), xuong (30% & mdi nhém). Phan 16n sb
bénh nhan c6 nhiéu vi tri di can (> 2 vi tri) khi d4nh gi4 ban diu (80% so
voi 77%).
Bang 5. Thong ké nhan chiing hoc & thoi diém ban diu trong nghién

ciru ung thwr biéu mé té bao than va/ hogic di cin (MRCC) ¢ bénh
nhin chua diéu tri

MRCC & bénh nhin chwa diéu tri

Sunitinib IFN-a (n=375)
(n=375)

MRCC & bénh nhén chwa diéu tri

Sunitinib IFN-a (n=375)
(n=375)
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Trang thai [n (%)]

Trang thai hoat dong [n (%)]

“ Bénh nhdn c6 trang théi ECOG la 1 khi chon loc va thay doi t6i 2 e-mike-co-ban

Mbt phan tich theo ké hoach qua-dé da cho thay eé-thuanlet co y nghia
théng ké véi-sunitinib so vcn IFN-0 &-diémkét-thie dau-tidn-véiPES,
voi PES—<ho-sunitinib hon gap =2 lan so voi IFN-a (47,3 so véi 22,0
tudn). Diémkét-thiesau-dé-vé-ORR—cao gip 4 1an véi-sunitinib so voi
IFN-a. (27,5% so v&i 5,3%). Cac dit liéu chua téimie day du dé xac
dinh loi ich cia téng—t54é sbng sé¢; trong thoi gian phan tich nray, ¢
374/750 s6 bénh nhan (tirc 50%) tiép tuc tham gia nghién ciru, trong d6
2484375 (66%) & nhom sunitinib va 126375 (34%) thugc nhém IFN-a.

“ Bénh nhdn c6 thé trang theo ECOG la 1 khi chon loc va thay doi téi 2 khi ddnh
gid ban ddu.

Thoi gian diéu tri trung binh 1a 11,1 thang (tir 0,4-46,1) véi subitinib va
4,1 thang (tr 0,1-45,6) v6i IFN-a. Gian doan lidu xay ra & 202 (54%)
bénh nhan dang dung sunitinib va 141 (39%) bénh nhan ding IFN- o
Liéu duoc giam & 194 (52%) bénh nhan ding sunitinib va 98 (27%) berlh
nhan dung [FN- o. Ty 1&¢ ngung thude do tac dung khong mong mudn la
20% cho sunitinib va 23% cho IFN- a. Cac bénh nhén duoc diéu tri cho
dén khi bénh tién trién hay rat khoi nghién ciru. Tiéu chi danh gia chinh
vé tinh hidu qua 1a thoi gian séng khong bénh tién trién. Mot phan tich
gitta ky theo ké hoach dinh truée di cho thdy sunitinib cai thién c6 y
nghia théng ké so v&i IFN-o, dua trén tiéu chi danh gia chinh la thoi gian
song khong bénh tién trién, véi thoi gian séng khong bénh tién trién, cao
hon gép 2 lan so véi IFN-a (twong tng 47,3 tudn so v&i 22,0 tudn). Dbi
v6i tiéu chi danh gia phu vé ty 18 dap timg khach quan, sunitinib cao gip 4
1an so voi IFN-a (twong ting 27,5% so véi 5,3%). Céac dit lidu chua day du
dé xac dinh loi ich cua thoi gian song con toan bo; trong thoi gian phan
tich gitra ky, c6 374/750 sb bénh nhan (tic 50%) tiép tuc tham gia nghién
ctru, trong d6 248 trong sé 375 (66%) & nhém sunitinib va 126 trong sb
375 (34%) thudc nhom IFN-o.

Tai thoi diém phan tich cudi cing, c6 lgi diém dang ké c6 y nghia thong
ké cho sunitinib so véi IFN-o dua trén tiéu chi danh gi 1a thoi gian sdng
khéng bénh tién trién (xem Bang 6 va 1). Trong céc yéu té dé phan tang
bénh nhén da dinh trudc: enzym lactat dehydrogenase (LDH) (>1,5 gigi
han t6i da ctia mac binh thudng (ULN) so véi <1,5 ULN), trang thai hoat
dong ECOG (0 so v&i 1), va viéc cét bo than trude dé (c6 so véi khong),

ty sb nguy co nghiéng vé& sunitinib hon 1a IFN-0. Viéc danh gia chinh
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duong trong céc phan tich h tro: va een—%heﬁe khi kiém soat vé nhéan
khau hoc (tudi, gidi, ching toc va trang thai thanh-tich) va cac yéu td
nguy co da 8. Vm 262 trong sb 750 benh nhan (35%) matkhéngeédede

0

khong
co cac yeu t6 ngy%e MSKCC thi PES trung binh 12 64,1 tuin trong
nhém sunitinib va 1 34,1 tudn & nhom [FN-q (HR 0,447, dé tin cay Glr
95% (0,313 - 0,640]); v6i 424 bénh nhén (56%) c6 1 hodc 2 yéu t6
nguy co, thayPES trung binh 12 46,6 tuan & nhom sunitinib va 16,1
tuan ¢ nhom IFN-a (HR 0,547, ée tm cay €} 95% [0,423 — 0,707]; va
vai 47 bénh nhan (6%) c6 > 3 yéu tb nguy co, thay—PES trung binh la
12,1 tudn & nhém sunitinib va 5,7 tudn & nhém IFN-o (HR 0,679; €1
95% [0,330 — 1,398)).

bang X quang dugc ngung sau khi dat dugc tiéu chi danh gia chinh . Ty 1&
dap ung khéach quan dugc danh gia bdi nguoi nghién ciu 1a 46% (khoang
tin cdy 95%: 41, 51) cho nhém sunitinib va 12% (khoang tin cdy 95%: 9,
16) cho nhém IFN-a [p<0,001] (xem Bang 6).

Céc két qua la twong duong trong cac phan tich hd tro va két qua ching
minh rat manh mé& khi kiém soat vé nhan chiing hoc (tudi, giéi tinh, ching
toc va trang thai hoat dong) va cic yéu t6 nguy co da biét. Véi 262 trong
s6 750 bénh nhan (35%) khong c6 cac yéu t6 MSKCC, thi thoi gian séng
khéng bénh tién trién trung binh 12 64,1 tuan trong nhém sunitinib va 13
34,1 tudn & nhém IFN-a (ty s6 nguy co 0,447, khoang tin cdy 95% [0,313
- 0,6407); v6i 424 bénh nhan (56%) c6 1 hodc 2 yéu td nguy co, thi thoi
gian séng khong bénh tién trién trung binh 14 46,6 tuan & nhém sunitinib
va 16,1 tudn & nhém IFN-a (ty sb nguy co 0,547, _khoang tin cdy 95%
[0, 423 0,707]; va v&i 47 bénh nhan (6%) ¢6 > 3 yéu t& nguy co, thi thoi
gian séng khong tién trién trung binh 1a 12,1 tudn & nhém sunitinib va 5,7
tuan & nhom IFN-a (ty s6 nguy co 0,679; khoang tin cdy 95% [0,330 —
1,398]).

Nhu trinh bay trong Hinh 2, viéc diéu tri bing sunitinib lién quan t6i viéc
song st 1au hon so véi IFN-a.. Thoi gian séng con toan bd trung binh 13
114,6 tudn cho nhém sunitinib (khoang tin cay 95%: 100,1-142,9) va 94,9
tudn cho nhém IFN-a (khoang tin cdy 95%: 77,7-117,0) [ty s6 nguy co
0,821, khoang tin cdy 95%: 0,673-1,001; p= 0,0510 bang thir nghiém log-
rank, p= 0,013 béng thir nghiém Wilcoxon]. Trong phén tich phan ting
(LDH > so v6i <1,5 x gidi han téi da ciia mtc binh thudng (ULN), trang
thai hoat dong theo phén loai ECOG 1a 0 so véi =1, va c6 hay khong cét
bd thén trudc do), ty so nguy co la 0,818 (khoang tin cdy 95%: 0,669-
0,999; p=0,049 theo kiém dinh log-rank). Thoi gian séng con toan bod
trung binh tinh cho nhém IFN-a tinh cho ca 25 bénh nhan d& ngung didu
tri bing IFN-a vi bénh tién trién va chuyén qua diéu tri bing sunitinib.
Sau khi rat khoi nghién ctru, 213 bénh nhan trong nhém IFN-o duoc tiép
tuc diéu tri ung thu, trong dé 32% bénh nhan dung sunitinib; 182 bénh
nhén trong nhém sunitinib duoc tiép tuc diéu tri ung thu sau nghién ciu,
trong d6 11% ding sunitinib. Trong cac phan tich dua theo dir liéu kiém
tra cac bénh nhan da chuyén tir diéu tri bing IFN-a sang didu tri bing




Bang 5: Cac két qua vé hiéu ke MRCC

MRCC chua diéu tri

[trung binh, tudn (95%
S

Thong s6 higu lwe Sunitinib IFN-a Gid tri P HR
(n=375) (n=375) (log-rank (95% CI)
test)
Béngsét khong ed tién 483 22,1 <0.000001 0,516
trién [trung binh, tun (46.4; 58.3) (17.1; 24.0) (0.419;: 0,635)
95% €]
Thoi gian t6i su-tién trién - S <0,0001 0,516
lhéiu [trung binh, tuén - ” (0.419; 0,635)
05% €] (46,6;59.1) | (21,9;31,3)
Ty 1& dap ting khach quan 38.7 7.7 <0,0001 NA
[% (95% €] (33,7;43.8) | (52:10,9)
MRCC khang cytokin
Théng sb hiéu lwe
Nghién ctru 1 Nghién ciru 2
(N=106) (N=63)
Ty 1& dap (mg khéch quan 34,0° 36,5°
(25,0; 43,8) (24,7, 49,6)
[% (95% €5)]
Dé-bén-eua dap img * 54
(42,0; *%) (34,3;70,1)

sunitinib, thoi gian song con toan bo trung binh tai thoi diém chuyén diéu
trj 1a 114,6 so véi 86,7 tudn (ty sd nguy co khong phan tang: 0,808;
p=0,0361 theo kiém dinh log-rank, p=0,0081 theo kiém dinh Wilcoxon).
Khi loai trir cAc bénh nhan di diéu tri ung thu sau nghién ctu, ty 1& séng
con toan bd trung binh 1 121,9 so véi 61,3 tuén trén sunitinib so véi IFN-
o (ty sb nguy co: 0,647; khoang tin cdy 95%: 0,482- 0,867; p=0,0033
bang thir nghiém log-rank; p=0,0013 bing thir nghiém Wilcoxon).

Bang 6. Cac két qua vé tinh hi¢u qua trong nghién ciru ung thw
biéu mé té bao than tién trién va/ hodc di ciin (MRCC)

MRCC chura didu tri
Théng s6 tinh hi¢u qua Sunitinib IFN-o Gid tri P HR
(n=375) (n=375) (log-rank (95% CI)
. test)
" Thoi gian song khong bénh 483 221 <0,000001 0,516
tién trién [trung binh, tudn (46,4: 58,3) (17.1;24,0) (0.419; 0.635)
khodng tin cdy 95%)]
' Thoi gian t&i khi khoi u <0,0001 0,516
tién trién [trung binh, tudn 3l e (0,419; 0,635)
Khodng fin ¢y 95%)] (46,6; 59,1) (21,9:31,3)
Ty 1& dap (mg khach quan 38,7 7.7 <0,0001 Khéng ap dung
[% (khodng tin cdy 95%)] (33.7:43.8) | (5.2:10,9)
MRCC khang cytokin
Théng sb tinh higu qua
Nghién ciru 1 Nghién ciru 2
(n =106) (n=63)
Ty 1¢ dap ing khach quan 34,0 36,5°
(25,0; 43.8) (24,7, 49.,6)
[% (khoang tin cdy 95%)]
oang thoi gian dap ing * 54°
. (42.0; **) (34.3;70.1)
[trung binh, tuan (khoang tin
dy 95%)]

a Danh gia bdi phong xét nghiém X-quang chinh theo phuong phap mu: Phim chup ctia 90 bénh

nhéan chua dugc doc vao thoi diém phan tich.
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22 Diptén-chnra-day-du-déxde-dinh gidt-han-trén-cna-do-Hn-edy: b Péanh gia boi cac nghién ctu vién

“ Ddnh gid béne xét nghiém X quang=—eé 90 bintrese bénh nhan khénedet-o thoi sien phan * Trung vi DR chua dat duge

tich. ** Dir ligu khéng du dé xdc dinh cén trén cta khoang tin céy.
" dwoe-ddanh gid boi cdc rhérnghién ciu -

Hinh 1: Pwong biéu dién Kaplan Meire trong nghién ciru Hinh 1: Pwong biéu dién Kaplan — Meier trong nghién ciru MRCC &
MRCC & bénh nhéin chwa diéu tri (sé-nguwdi-tunguyén-didutri) | bénh nhan chua diéu tri (quin thé ITT)
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Hinh 2: Pwong biéu dién Kaplan — Meire trong nghién ciru RCC &
bénh nhén chwa diéu tri (s6 ngudi tw nguyén diéu tri)
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Két qua bée-ede-6-bénh nhan dugc de-daenhd-bae-thang FKSI — DRS
Pisease—Related—Symptom—Seale—ef—the Functional Assessment of
Cancer Therapy - Advanced Kidney Cancer Symptom Index) va she
danh gia theo FACT — G (Functional Assessment of Cancer Therapy-
General).

Céc diem—eudi-eingPRO bao gdm bie-thangbieu-thi FKSI — DRS;
tong bée-thang FACT- G va bon nae-thang dudi 1a PWB (Physical Well

Being}—SWB—Social/Family Well Beingi—EWB—Emotional Well
Being) va FWB-(Functional Well Being)-—Bée-thang FKSI — DRS duoc
sir dung dé danh gia cac triéu chiing lién quan téi ung thu than do bénh
nhan béo cdo (st nang luong / mét moi, dau / dau xuong, giam thé
trong, tho ngan, ho, sOt, huyét—niéu) 0 719 bénh nhan.

Hinh 2: Puwong biéu dién Kaplan — Meier trong nghién ciru RCC &
bénh nhén chwa diéu tri (s6 ngudi tw nguyén diéu tri)
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Két qua didu tri theo bénh nhén tu bdo cdo (patients-reported outcomes -
PRO) dugc danh gia theo chi s vé& Triéu ching cia ung thu than tién
trién trong Panh gia chirc ning cua lidu phap diéu tri (FKSI —Functional
Assessment of Cancer Therapy - Advanced Kidney Cancer Symptom
Index) va danh gia theo Chi s6 chung trong Danh gia chirc ning ciia liéu
phap diéu tri (FACT — G - Functional Assessment of Cancer Therapy-
General).

Céc tiéu chi danh gia cua két qua diéu tri theo bénh nhéan tu bdo cdo
(PRO) bao gdm chi sé FKSI, cac thang diém chi tiét hon ctia FKSI — DRS
(FKSI — Disease Related Symptoms), tong chi s6 FACT- G va bon chi sb
dudi 1a thé chat tét [Physical Well Being, PWB], biéu hién trong xa
hoi/gia dinh t6t [Social/Family Well Being, SWB], cam xic tot
[Emotional Well Being, EWB] va tinh trang chitc ning t6t [Functional

Well Being, FWB]. Chi s6 FKSI — DRS dugc xac dinh trude 1a tiéu chi
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Céc bénh nhin dung sunitinib cho thdy céc baethang biéu-thi FKSI —
DRS 4t hon rd rét (p < 6;0061), téng ea&bae—th&ng FACT - G (p <
0.0244), PWB (p < 0,0208), FWB (p < 0,0044) ciing t&t hon han so voi
¢ nhom ding IFN — o trong moi danh gia sau-mireeo-ban-é-met thoi
diém cho t6i 9 chu ky diéu tri. Voi SWB, EWB thi mirc ¥ nghia lam
sang-dirng-o-dudi muc 0,05 sau chu ky 8-(véi-SWB)-va-sau chu ky 5
o EWBY-So sanh vOi ede su khac biét ve—ea&d—&em—kel—t-h&eﬁay—ee
tmh—qﬂan—ﬁeng t6i thiéu treng 1am sang tredekht xdc dinh, thi su khac

biét vé didu tri ¥6iEKSI-DRS v EFACT-G-coi-nhurat-ed-y-nehia 1am

sang.

MREC khang cytokin

Nghién ciru pha 2 vé sunitinib dugc tién hanh trén bénh nhén tuée da
khang véi ligu phap cytokin cung interleukin — 2 hodc INF-o. C6 63
bénh nhén aeng lidu khai dau 50mg sunitinib, mdi ngay mot lan theo
thoi gian biéu 4/2 (N=63). Diémkét-thte-dau-tién v& hiéu Jrue la ty 1€
dap tng khach quan (ORR) dua vao ti€u chuan danh gia vé& dap tmg
trong cac khoi u rén (RECIST —RespenseEvaluation-Criteria-in-Selid

immﬁ}—eaeéem—ket—mueehu—yea bao gom sy danh gia vé TTPPES,
d6 bén cua dap img (DR — duration of response) va OS.

Trong nghién ciru nay, t—héf,-LQR-R la §6,5% (95% €1 =24,7% -‘49,6%),
FFP trung binh ¥aPES 14 37,7 tuan le (95% €1 = 24,0 — 46,4 tuan).

Mot nghién ciru da trung tim, mét-rhém, mé dé danh gia hiéu e va do
an toan cua sunitinib dugc tién hanh trén bénh nhan MRCC da khang
vai lidu phap cytokin & trude. Co 106 bénh nhén udng it nhat mét licu

danh gia PRO chinh va dugc sir dung dé danh gia cac triéu chimg lién
quan t6i ung thu thdn do bénh nhan bao cao (thi€u nang luong/ mét moi,
dau/ dau xuong, giam thé trong, thd ngan, ho, sot, tiéu ra mau) ¢ 719 bénh
nhan.

Céc bénh nhan dung sunitinib cho thay cac chi s6 FKSI — DRS tét hon r3
rét ¢ y nghia théng ké (p < 0,0071), tdng chi s6 FACT - G (p < 0,0244),
PWB (p < 0,0208), FWB (p < 0,0044) ciing t6t hon hin so véi & nhém
dung IFN — o trong moi dénh gié tai céc thoi diém sau thoi diém ban du
cho t6i 20 chu ky didu tri. V&i PWB, SWB, va EWB thi mic y nghia
thong ké ting lén trén muc 0,05 sau chu ky 13, chu ky 15 va chu ky 10
tuong tmg. So sanh véi su khac biét toi thidu c6 ¥ nghia lam sang dé xac
dinh trude cia cac tiéu chi danh gia chinh, thi sy khac biét vé diéu tri gitra
hai lidu phép vé cac triéu chu‘ng lién quan dén than (FKSI & tét ca cac thoi
diém sau thoi diém ban ddu va FKSI-DRS sau chu ky 3, ngay 1) va chét
lugng cude séng néi chung (FACT-G & tat ca cac thoi diém sau thoi diém
ban d4u) duoc danh gid 1a ¢ ¥ nghia trén [am sang.

e Ung thu biéu mé té bao thdn va/ hodc di ciin (MRCC) khang cytokin

Nghién ctru pha 2 vé sunitinib duge tién hanh trén bénh nhan d3 khang
v6i liéu phap cytokin cung interleukin — 2 hodc INF-a trude dé. Co sau
muoi ba (63) bénh nhan ding lidu khai diu 50 mg sunitinib, mdi ngay
mot lan theo thoi gian biéu 4/2 (N=63). Tiéu chi danh gia chinh v& hiéu
qua diéu trj 1a ty 1& dap Gmg khach quan (ORR) dua vao tidu chuén danh
gia vé& dap ung trong cac khdi u dic (RECIST). Céc tiéu chi d4nh gia phu
bao gom sy danh gia vé thoi gian t6i khi khéi u tién trién (TTP), thoi gian
song khong bénh tién trién, d6 bén cua dép ung (DR — duration of
response) va thoi gian séng con toan bo.

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

Mot nghién ciru da trung tdm, don nhanh, nhin mé dé danh gia hiéu qua
va do an toan clia sunitinib duge tién hanh trén bénh nhan ung thu biéu

md té bao than va/ hodc di can (MRCC) da khang véi liéu phép cytokin
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50mg sunitinib theo thoi gian biéu 4/2 (—N—I—Gé)—grem—ke{—t-lw&éaﬂ—t-reﬁ
ve higu ke trong nghién ciru nay la ORR. Con céc diémkétthiethir

yéu bao gom FFPPES DR-va-0S.

Trong nghién ciru nay, thay-ORR [a 34,0% (95% €+= 25,0% - 43,8%).
Céc gia trj trung binh cua FFPPESDR~+a-0S chua xac dinh dugc.

trude d6. Co 106 bénh nhén uéng it nhat mot lidu 50 mg sunitinib theo
thoi gian biéu 4/2. Tiéu chi danh gia chinh vé hiéu qua trong nghién ciru
nay la ORR. Con cic tiéu chi danh gia phu bao gom thoi gian t6i su khi
khéi u tién trién, thoi gian sng khong bénh tién trién, d6 bén cua dép tng
va thoi gian séng con toan bo.

Trong nghién ctru nay, ty 1€ dap ting khach quan 1a 34,0% (do tin cdy 95%
= 25,0% - 43,8%). Cac gia tri trung binh cua thoi gian t6i khi khéi u tién

trlen thoi gian song khong bénh tién trién, do bén cua dap tng, va ty 18
song con toan bd chua xac dinh duoc.

5.2 Cac dac tinh dwgce dong hoc

Dugc dong hoc clia sunitinib va cua sunitinib malat dugc danh gia trén
135 ngudi tinh nguyén va 226 bénh nhan c6 khéi u #an.

Hép thu:

Cae ndng do t6i da trong hu,yét tuong (Cmax) thuong gép trong vong 6
— 12 gio (Tmax) sau khi udng. Thirc an khong c6 anh huong téi sinh
kha dung ctia sunitinib.

Phén bb:

In vitro, sunitinib gén 95% va chét chuyén hoa c6 hoat tinh thi gén 90%
vao protein huyét tuong va khong phu thudc vao nong do trong khoang
100 — 4000 nanogam/mL Thé tich phan b6 (Vd/F) clia sunitinib 16n
(2230 lit) chimg to ¢6 phan b6 vao cac mo. Trong khoang liéu 25 —
100mg,-théy dién tich dudi duong biéu dién ndng dd - thoi gian (AUC)
va Cmax tang ty 1é thuan véi lidu ding.

Chuyén hoa:

5.2 Cac dac tinh dwge dong hoc

Dugc dong hoc cua sunitinib va ctia sunitinib malat dugc danh gia trén
135 ngudi tinh nguyén va 226 bénh nhan c6 khoi u dac.
Hap thu

Nong d t6i da trong huyét twong (Cmax) thudng dat duge trong vong 6 —
12 gio (Tmax) sau khi uong. Thirc an khong c¢6 anh huong tdi sinh kha
dung cua sunitinib.

Phdn bé

In vitro, sunitinib gan 95% va chét chuyén héa c6 hoat tinh ctia chit nay
gan 90% vao protein huyét twong va khong phu thude vao ndng dé trong
khoang 100 — 4000 nanogam/mL. Thé tich phan bd biéu kién (Vd/F) cua
sunitinib 16n (2230 lit) ching to ¢6 phan bd vao céc md. Trong khoang
lidu 25 — 100 mg, dién tich dudi dudng cong biéu didn ndng do - thoi gian
(AUC) va Cmax ting ty 1& thudn véi liéu ding.

Chuyén héa

Gia tri Ki in vitro theo tinh toan cho moi dang CYP di nghién clru
(CYP1A2, CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2€ 19, CYP2D6,
CYPIE]L, CYP3A4/5 AND CYP4A9/11) cho théy sunitinib va chét
chuyen héa chu yeu ¢6 hoat tinh nhidu kha nang khong c6 cac tuong tac
thude — thude ¢6 ¥ nghia 1am sang véi cac thudc c6 thé dugc chuyén hoa
bdi cac enzym CYP néu trén.
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Sunitinib chuyen héa chu yéu qua cenzym Cytochrome P450, CYP3A4
de tao nén chat chuyén héa chu yéu con hoat tinh, sau do chuyén hoa
tlep tuc ciing qua CYP3A4. Chét chuyen hoa co hoat tinh chi yéu

chiém 23 — 37% ciia tbng su-pheinhiém.

Dae thai:

Bae thai chi yéu qua phan (61%); qua thén chi eon 16% cua lidu ding
cho ehinh-sunitinib va cac chat chuyén hoéa. Sunitinib va chat chuyen
héa chinh con hoat tinh 14 nhitng san phim chinh lién quan tGi thube
dugc xé4c dinh trong huyét tuong, nude tiéu va phan, chiém tuong tng
14 91,5%:; 86,4% va 73,8% chit danh d4u. Céc chit chuyén héa thir yéu
duge x4c dinh trong nudc tiéu va phan, nhung thudng khong tim thiy
trong huyét twong. Tong do thanh lee theo duong udng (CI/F) la trong
khodng 34 — 62 lit/gid v&i su dao dong giira cac bénh nhan la 40%.

Duoc déng hoc & cde nhém doi tuong déc biét
Neudi-suy gan

Sunitinib va chit chuyén héa chi yéu chuyén héa chinh qua gan.

Nghién ctru in vitro cho thay sunitinib khong géy cam (g va ciing khong
trc ché cac enzym CYP chinh, bao gdbm CYP3A4 (xem Muc 4.5).

Sunitinib chuyén héa chii yéu qua enzym Cytochrome P450, CYP3A4 dé
tao nén chat chuyén hoa chi yéu con hoat tinh, sau do chuyén hoa tiép tuc
cling qua CYP3A4. Chat chuyén hoéa c6 hoat tinh chii yéu chiém 23% —
37% cua tong lugng thube trong tudn hoan.

Thai trie

Thai trir chu yeu qua phén (61%); qua than chi ¢d 16% cua liéu diing cho
sunitinib va cac chét chuyen hoéa. Sunitinib va chét chuyen héa chinh con
hoat tinh 1a nhitng san pham chinh lién quan t&i thudc duge xac dinh
trong huyét tuong, nudc tiéu va phan, chiém tuong tmg 12 91,5%; 86,4%
va 73,8% chéit danh ddu phéng xa trong cdc méu duogc kidm dinh. Céac
chét chuyén hoa thir yéu dugc xac dinh trong nude tiéu va phén, nhung
thuong khong tim thdy trong huyét tuong. Tong dé thanh thai theo dudng
udng (CI/F) 1a khoang 34 — 62 lit/gidr véi su dao ddng gitra cac bénh nhan
la 40%.

Sau khi nhitng nguoi tinh nguyén khée manh nhéan mot lidu thube u()ng,
thoi gian ban thai cubi cing (terminal half life) cia sunitinib va chit
chuyén ho4 chinh desethyl tuong img 1a khoang 40-60 gio va 80-110 gio.

Durgc dpng hoc ¢ cic nhom doi twong diic biét
Suy gan

Sunitinib va chat chuyén héa chii yéu chuyén héa chinh qua gan. Nong do
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Nhitngsu-pheinhiém hé thong sau khi ding liéu don sunitinib 14 tuvong
duong khi so sanh agwei suy gan nhe (Child — Pugh loai A) hodc trung

binh (Child — Pugh loai B) se v&i ngudi co chitc ndng gan binh thuong.

Chua c6 nghién ciru sunitinib ¢ rewét suy gan aghiem—troneg (Child —
Pugh loai C).

Suy thén
Chua tién hanh nghién ctru 1am sang & bénh nhan suy chirc ning than.

& > : : 4
=2:0-dan-UEN: Phén tich duge dong hoc cho thay duge dong hoc cia
sunitinib khong thay doi ¢ bénh nhén co6 tée dd thanh lee creatinin thee
tinh-tean 1a é-treng-vong 42 — 347 mL/phat.

Dién sinhdy-tim

Banh gia sy kéo dai doan QT ¢ thé—nghiém pha | vdi 24 bénh nhan
(tudi: 20 — 87) c6 khédi u 4c tinh tién trién. Vi cac ndng do didu tri
trong huyét tuong thi su thay déi trung binh cua QTcF ti da véi e
ee-ban 1a 9,6 miligidy (90% & 15,1 miligiay). Néu ting khoang gdp 2
lan cac ndng do diéu tri, thi sy thay doi trung binh ctia QTcF t6i da so
véi mlc co ban s€ la 154 miligidy (90% CI — 22,4 miligidy).
Moxifloxaxin (400mg) dung lam chig dwerg—cho théy ¢6 thay doi
trung binh vé QTcF tbi da 12 5,6 miligidy so véi mirc ee-ban. Khong c6
bénh nhan nao eé—gap tde—dungtrén—dean QTc lon hon mire do 2
(EFCAE~-3.0). Khong c6 bénh nhan c6 loan nhip tim (xem muc 4.4).

Duoc dong hoc trong huyét tuong

Sau khi eke ngudi tinh nguyén khée manh tre&g—hetn—é&n—t-h&y thoi gian
ban thai cua sunitinib khoang 40 — 60 gio va cua chét chuyén hoéa chu
yéu c6 hoat tinh 1a 80 — 110 gid. Néu tiép tuc lidu hdne ngay, thi thdy

thude trong hé thong sau khi dung liéu don sunitinib 1a trong duong khi
so sanh gilra bénh nhén suy gan nhe (Child — Pugh loai A) hodc trung binh
(Child — Pugh loai B) v&i ngudi cé chirc nang gan binh thudng. Chua co
nghién ctru véi sunitinib & bénh nhan suy gan nang (Child — Pugh loai C).

Suy thdn

Chua tién hanh nghién ctru 1am sang & bénh nhén suy chirc ning thén.
Phan tich dugc dong hoc cho thdy duoc dong hoc cia sunitinib khong
thay ddi & bénh nhan c6 do thanh thai creatinin 1a 42 — 347 mL/phut.
Nong do toan than sau mot lidu sunitinib 12 twong tu giita cac bénh nhén
suy chirc nang than ning (CL. < 30 mL/phit) va cac bénh nhan véi chic
ning than binh thudng (CL > 80 mL/ phit). Mic du sunitinib va chat
chuyén hoéa chinh khong dao thai bing thdm tach mau trong cac bénh
nhan ESRD (bénh than giai doan cubi), tong ndng do toan than giam dén
47% véi sunitinib va 31% cho chat chuyén héa chinh so véi cac bénh
nhan véi chire niang than binh thuong.

Dién tam do

ba co danh gia su kéo dai doan QT & nghién ciru pha I v&i 24 bénh nhan
(tum 20 — 87) c6 khdi u 4c tinh tién trién. Véi cac nong do didu tri trong
huyét tuong thi su thay doi trung binh ciia QTcF tdi da so véi thoi diém
ban dau l1a 9,6 miligidy (khoang tin cdy 90% voi cén trén 13 15,1
miligidy). Néu ting khoang gap 2 lan cac nong do diéu tri, thi sy thay dbi
trung binh ctia QTcF tdi da so véi mirc co ban s& 1a 15,4 miligidy (khoang
tin cdy 90% CI véi cén trén 1a 22.4 miligidy). Moxifloxaxin (400 mg)
diing 1am ddi chimg cho thdy c6 thay déi trung binh vé& QTcF téi da 14 5,6
miligidy so véi mirc ban du. Khong c6 bénh nhan nao gip phan mg lién
quan dén QTc I6n hon dd 2 theo tiéu chudn vé thuat ngir v& cac tac dung
khéng mong muén v3,0. Khong c6 bénh nhan nao c¢6 loan nhip tim (xem
Muc 4.4).

Duge dong hoc trong huyét twong

Sau khi ding lidu don & ngudi tinh nguyén khoe manh, thoi gian ban thai
ctia sunitinib 1a khoang 40 — 60 gio va cia chat chuyén hoa cha yéu ¢

hoat tinh 12 80 — 110 gid. Néu tiép tuc liéu hang ngay, thi thdy sunitinib
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sunitinib tich 1iy gdp 3 — 4 1dn, con chét chuyén héa chi yéu c6 hoat
tinh thi tich lily 7 — 10 1in. Céc ndng do trong trang thai on dinh cua
sunitinib va cta chat chuyen hoéa sé& dat dugc trong 10 — 14 ngay. Sang
ngay 14, ede ndng d phéi-hep trong huyét twong cia sunitinib va cia
chat chuyén hoa c6 hoat tinh 12 62,9 — 101 nanogam/mL, tirc 1a ahitag
ndng do dich du doén tir céc dit liéu tién 1am sang di dé wc ché invitre
thu thé phosphoryl hoa va dat dugc sy on dinh / giam sy lénlén cua
khdi u in vivo. Khéng ¢ thay dbi c6 y nghia vé duge dong hoc cia
sunitinib hodic ctia chat chuyén héa chi yéu c6 hoat tinh khi ding lién
tiép cac lidu hdng ngiy hodc véi cic chu ky nhéc lai trong cac ché d
lidu heene thir nghiém.

Duoc dong hoc 1a tuong duong trong moi quan thé bénh nhén ¢é khdi u
¥an va & ahitng nguoi tinh nguyén khée manh.

Duoc dong hoc & mét quan thé

Phan tich céc dir liéu nhan khéu hoc vé dugc dong hoc 6-mot-quan-thé
cho thay khong c6 anh hudng rd rét vé 1am sang cua tudi, thé trang, do

thanh {ee creatinin, gidi, chung toc hede—bae—thane ECOG tdi dugc
dong hoc cua sunitinib hodc ctia chat chuyén hda chu yéu co hoat tinh.

tich Ity gap 3 — 4 lan, con chat chuyén héa chu yéu c6 hoat tinh tich ldy 7
— 10 lan. Cac ndng db trong trang thai 6n dinh cta sunitinib va cua chét
chuyén héa s& dat duge trong 10 — 14 ngay. Sang Ngay 14, tong nodng do
trong huyét twong cta sunitinib va cia chit chuyén héa c6 hoat tinh la
62,9 — 101 nanogam/mL, tirc la dat nong do dich du doan tir céc dir ligu
tlen lam sang du dé (e che thy thé phosphoryl héa in vitro va dat dugc sy
6n dinh / giam sy phat trién cua khdi u in vivo. Khéng ¢6 thay ddi co v
nghia vé dugce dong hoc cta sunitinib hodc cia chat chuyén hoéa chu yéu
c6 hoat tinh khi ding lién tiép céc liéu hang ngay hodc v6i cac chu ky
nhéc lai trong cac ché d¢ lidu thir nghi¢m.

Dugc dong hoc 1a twong duong trong moi quan thé bénh nhan c¢6 khéi u
dac da nghién clru va & ngudi tinh nguyén khoe manh.

Duege dong hoc 6 tieng quan thé

Phan tich cac dit liéu nhan ching hoc vé duge dong hoc cho thay khong
cd anh hudng ro rét vé lam sang CL:Ia tudi, thé trang, do thanh thai
creatinin, gidi tinh, chung téc, chi so ECOG t6i dugc dong hoc cua
sunitinib hodc ctia chat chuyén héa chu yéu co hoat tinh.

Trong lugng, trang thai hoat dong

Phan tich cac dir ligu nhan ching hoc vé duge dong hoc cho thdy khéng
can diéu chinh trong lieu ban dau theo trong luwgong hay trang thai hoat
dong theo phén loai ECOG.

Gidi tinh

Céc dir liéu sin c6 cho thdy nir gidi c6 thé c6 do thanh thai (CL/F) thdp
hon nam gidi khoang 30%; tuy nhién sy khac biét nay khong yéu cAu diéu
chinh liéu ban dau.

5.3 Cac dir liéu an toan tién 1Aim sang

Trén chudt cdng va khi, nghién ciru doc tinh vdi cac lidu }én+iép cho
t¢i 9 thang sur dung, thdy céc tac dune chi yéu trén co quan dich dugc
xac dinh 1a ¢ 6ag tiéu hoa (non va tiéu chay ¢ khi), tuyén thugng than
(tu mau va / hodc Xuét huyet vo thuong thin ¢ chudt va khi, con &

5.3 Cac dit liéu an toan tién lAm sang

Trén chudt céng va khi, nghién ctru doc tinh vdi cac lidu nhéc lai cho t&i 9
thang sir dung, thay cac tac dong chu yeu trén co quan dich duogc xac dinh
la & duong ti€u héa (nén va ti€u chay & khi), tuyén thugng than (tu mau

va/ hodic xuit huyét vo thugng than & chudt va khi, con & chudt 1a hoai tir
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chudt 1a hoai tir #6i xo héa), hé tae mau — bach huyét (giam tae té bao
tay xuong va tiéu mo bach huyét & tuyén tc, lach va hach bach huyet)
ngoai tay (mat hat té bao nang tuy kém theo hoai tir té bao), tuyén nudc
bot (phi dai nang), khép xuong (tang bé day cac dia), tir cung (teo) va
budng trimg (giam phat trién nang budng trimg). Meikét-qua trén dat
duee 0 mirc ﬁhm—ﬂhra% clia sunitinib trong huyét tuong c¢é y nghia lam
sang. Cac tac dung bd sung gap ¢ nhing nghién ciru khac bao gom kéo
dai doan QTec, giam phén xuat tong thét trai {-[—\Llll;)—pha—éai—myen—veﬁ
va teo bng tinh hoan, ting chit ee-ban & gian mach than, xuét huyét &
dng tiéu hoa va niém mac miéng, phi dai céc té bao tuyén yén. Nhing
su thay d6i & tr cung (teo ndi mac tir cung) va & su lén 1én cua dia
xuong (loan san sun) c6 thé lién quan téi tdc dung duge ly cua
sunitinib. Nhidu loai trong cac tac dung phu néu trén 1a c6 phuc hdi sau
2 — 6 tudn ngimg diéu tri.

Poc tinh voi gen

Tiém nang doc tinh véi gen cuia sunitinib dugc danh gia in vitro va in
vivo. Sunitinib khdng c¢6 doc tinh gdy bién di trén vi khudn st dung su
hoat hoa chuyen hoa ¢ gan chudt cong. Sunitinib khong gy eam-ag
sw sai lac cdu tric—thé nhidm sic in vitro & te bao lympho bao mau
ngoai bién ngudi. Cé-edp-tinh da boi (sai lac sé thé nhidm sic) in vitro
& lympho bae mau ngoai blen & nguoi. {n%v&—thayusumﬂmb khong
lam géy 0 tiy xuong chudt cdng. Chua danh gia voi chét chuyén hoa
chu yéu c6 hoat tinh vé tiém ning gay doc vé di truyén.

Doc tinh gy ung thu

sma&n%—nh&ng da gap u biéu mé va tang san tuyen Brunner ¢ ta trang
kh1 dung lleu cao nhat ehe—ehﬁe{—nha{—ehﬁyeﬂ—geﬁe—HlFas—vm—eae—heﬂ

sau d6 1a xo hoa), hé mau — bach huyét (giam tan sinh té bao & tily xuong
va tiéu md bach huyét & tuyén trc, lach va hach bach huyét), tuy ngoai tiét
(mét hat t& bao nang tuy kém theo hoai tir t& bao), tuyén nudc bot (phi dai
nang), khép xuong (tang be day cac dia ting trudng), tir cung (teo) va
budng trimg (giam phat trién nang budng trang). Cac hién tuong trén xay
ra ¢ mirc nong do cua sunitinib trong huyét tuong 6 y nghia lam sang.
Céc tac dung b sung gdp ¢ nhing nghién ctru khac bao gobm kéo dai doan
QTc, glam phan suat tong mau that trai va teo bng tinh hoan, ting chét
trung mé & gian mach than, xuat huyét & éng tidu héa va niém mac miéng,
phi dai céc té bao tuyén yén. Nhiing su thay dbi & tir cung (teo ndi mac tir
cung) va & su I6n 1én cua dia xuong (loan san sun) c6 thé lién quan tdi tac
dung duoc 1y clia sunitinib. Nhiéu loai trong cac tic dung phu néu trén la
¢6 phuc hdi sau 2 — 6 tudn ngimg diéu tri.

Doc tinh vai gen

Tiém ning doc tinh véi gen cua sunitinib da duoc danh gia in vitro va in
vivo. Sunitinib khong c¢é doc tinh gay dot bién trén vi khuén sir dung su
hoat hoa chuyén hdéa & gan chudt céng. Sunitinib khong gdy sai lac cAu
tric nhiém sic thé in vitro & té bao lympho bao mau ngoai bién nguoi.
Tinh da boi (sai lac sd nhiém séc thé) dugc quan sat in vitro & té bao
lympho mau ngoai bién ngudi, & ca truong hop c6 hodc khong cé hoat
hoa chuyén hod. Sunitinib khong 1am pha v& nhiém sic thé & tiy xuong
chudt cong in vivo. Chua ¢6 su danh gia vai cht chuyén hoa chi yéu cé
hoat tinh vé tiém ning gy doc trong di truyén.

Doc tinh gay ung thu

Trong mdt nghién ctru 1 thang, ding thudc qua dng théng dudng ubng,
danh gia cac khoang lidu diing hang ngay lién tuc (0, 10, 25, 75 hodc 200
mg/kg/ngay) & chudt nhit nhan gen rasH2, da gép u biéu md va ting san
tuyén Brunner & ta trang khi ding lidu cao nhat (200 mg/kg/ngay).

Mot nghién ciru vé doc tinh gay ung thu kéo dai 6 thang, dung thudc qua
ong théng dudng udng, dung liéu hang ngay (0, 8, 25, hay 75 [giam xuong
50] mg/kg/ngay), duoc tién hanh véi chudt nhit nhan gen rasH2. Céc khéi
u 4c tinh & da day-rudt, ting ty 1€ u mau éac tinh va/ hodc su tang trudng
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Poc tinh trén su sinh san va phat trién

Khong g&p—téc—éuﬂg trén su sinh san cta chudt cdng due, ding thude 58
ngay trude khi giao hop vadi chudt cai chua ding thudc. Ciing khong
gip-tde-dung trén sy sinh san khi cho chudt cong cai udng thubc 14
ngdy trude khi giao hop vdi chudt cong duc khong dung thude, dimg
liéu co thé dat su phoi nhidm hé-théne gap khoang 5 lan su—phei—nhwm
he—{-heng ¢ nguoi. Tuy nhién, nghién ctru ve dc tinh khi dung liéu kién
tiép tién hanh trén chudt cdng va khi, cé eap anh hudng téi su sinh san
sde vit cdi dudi dang thodi trién nang nodn, thoai héa hoang thé thai
nghén, thay d6i noi mac tir cung, giam cén nang cua tir cung va budng
trimg voi mirc phm—nhwm—he—theﬂg ¢6 y nghia lam sang. Hon nira,
nghién ctru dgc tinh vdi cac lidu nhéc lai trén chuot cong, thay anh
hudng trén su sinh san chudt duc biéu hién dudi dang teo tinh hoan,
giam tinh tring & mao tinh va tiéu dang keo & tuyén tién liét va tai tinh
khi phoi nhiém &-mie trong huyét tuong cao gép 18 lan phoi nhiém
thude-trone—lam-sane. Khéng phai moi tac dung gip & chudt duc da
duoc phuc hdi vao giai doan cudi cua thoi ky binh phuc (6 tg?m).

bét thudng cla cac té bao tiét niém mac da day di dugc quan sit & lidu
>25 mg/kg/ngay sau thoi gian 1 hodc 6 thang (>7,3 lan dién tich dudi
dudng cong & cac bénh nhan dugc nhan liu khuyén nghi hang ngay).

Trong mdt nghién ciu vé doc tinh gy ung thu kéo dai 2 nam trén chudt
cong (0; 0,33; 1 hay 3 mg/kg/ngay), dung sunitinib trong chu ky 28 ngay
sau d6 nghi 7 ngay, cho thdy cé hién tugng phat trién u va ting san bat
thuong trong tiy thuong than ctia chudt cong duc nhén lidu 3 mg/kg/ngay
sau >1 nim ding thudc (>7,8 1an dién tich dudi dudng cong & cc bénh
nhén duoc nhén lidu khuyén nghi hang ngay). Ung thu tuyén Brunner xay
ra & ta trang & ligu > 1 mg/kg/ngay & chudt cai va 3 mg/kg/ ngdy & chudt
duc, va viéc ting san bat thuong té bao tiét nhay rd rét & da day voi liéu
3 mg/kg/ ngay & chudt duc, tuong (mg véi > 0,9; 7,8 va 7,8 1an dién tich
dudi duong cong 6 céc bénh nhén dugc nhan lieu khuyén nghij hang ngay.
Chua 3 mdi lién hé cua cac két qua vé doc tinh gy ung thu quan sat
dugc & chudt (nhan gen rasH2) va chudt cong véi viée didu tri bing
suitinib trén ngudi.

Doc tinh trén sw sinh san va phat trién

Khéng thdy anh hu‘c‘mg trén sy sinh san ctia chudt cong duc, ding thude
58 ngay trude khi giao hop véi chudt cai chua dung thude. 'Ciing khong
thay anh hudng trén sy sinh san khi cho chudt cong cai uong thudc 14
ngay trude khi giao hop véi chudt cong duc khong dung thude, & lidu co
thé dat ndng do phoi nhidm toan than gip khoang 5 1an & ngudi. Tuy
nhién, nghién ctru vé doc tinh khi dung liéu 13p lai duoc tién hanh trén
chudt céng va khi, c6 anh huéng téi su sinh san dong vét cai dudi dang
thodi trién nang nodn, thoai héa hoang thé thai nghén, thay d6i ndi mac tir
cung, giam can ning cua tir cung va budng trimg vi mirc noéng do toan
than cé y nghia lam sang. Hon nita, nghién ciru doc tinh véi cac lidu nhic
lai trén chudt cdng, thay anh huong trén su sinh san chudt duc bidu hién
dudi dang teo tinh hoan, giam tinh tring & mao tinh hoan va tiéu dang keo
o tuyén tién liet va tai tinh khi ndng d6 phoi nhiém trong huyét twong cao
gip 25 1an ndng d6 phoi nhiém toan than & ngudi. Khong phai moi tac
dung gap ¢ chudt dyc da dugc phuc hdi vao giai doan cudi ciia thoi ky
binh phuc (6 tuin).
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Frén chudt céng, ty 1€ tir vong phoi thai lién quan tGi thudc da cho thiy
£ 0 giam rd ve so luong thai song sot, eé tang so thai bj tiéu (tiéu som
va tong s6); twrong ng voi su ting mat trimg khi 1am td va tong cong

mét lira dé 1a 8/28 chudt cai cd ehtra khi phei-nhiém thudc trong huyét
tuong v&+-hamteeng cao gap 5,5 lan khi-deng—trongtam-—sang. Trén
tho, su giam trong luong tir cung co ehtra va giam s luong thai con
song ta do téng so thai b ti€u (tiéu som va tong s0), ting mét trimg khi

lam to va mét lira d& & 4/6 tho cai co ehira vGi hamtugng thube-dung
cao gap 3 1in henkhi-dime&lamsing.

Dung sunitinib trén chudt cong cai trong glal doan tae co quan dd<he
tac dung-phu trén su phét trién véi lidu mdi ngay > Smg/kg, b’:%—h—i—éﬂ
bang-su ting ty 1€ di dang bé xwong cua thai, chu yéu biéu hién & su cot
hoa cham ¢ dbt séng that lLrng va wn%ng nguc. Tac dungphu trén su
phat trién cua chudt cong : :
thubc trong huyét tuong cao gép 6 lan hecn—eﬁ phoi nhiém treng—tém
5ang—Tren tho, tac dung phy trén syr phat trién biéu hién & su tang ty 1
strt mdi khi phoi nhidm thudc voi hamtweneneanskhi dung treng lam
sang, con sat mdi va nit khe vom miéng khi phei-nhiém-trong huyét
twong ¥&i-ndne-dd gip 2,7 1an eao-honkhi-dung tronglamsane.

Chua tién hanh nghién clru quén-triét vé doc tinh trén su phat trién phdi
thai cua théd vi nhitng tac dung trén phoi thai da dugc chirmg minh rd
rang trén chudt cng va eei-nhwu-t nghién ctru so b trén tho.

Déi véi chuot cong, ty 1€ tir vong phai thai lién quan tdi thudc da cho thiy
cd giam rd rét vé so ]uomg thai song s6t, tdng so thai bi tiéu (tiéu som va
tong s6), tuong (mg vOi tang say thai sau khi trimg da lam t6 va tong cong
so luong mat lra de la 8/28 chudt cai co thai khi ndng d6 thudc trong
huyét tuong cao gip 5,5 lan liéu phoi nhiém toan than & nguoi. Trén tho,
¢d su giam trong luong tir cung cua tho c6 thai va giam so6 luong thai con
song do tang sb lugng thai bi tiéu (tiéu som va tong s6), tang say thai sau
khi trimg da lam t6 va mét Itra dé & 4/6 tho cai o thai véi ndng dd trong
huyét twong cao gép 3 1an ndng dé phoi nhiém toan than & nguoi.

Duing sunitinib trén chudt cdng cai trong giai doan hinh thanh co quan cua
thai ¢ gdy ra tac dong trén sy phat trién cua thai voi liéu mdi ngay > 5
mg/kg bao gém tang ty 1é di dang khung xuong ctia thai, chu yéu biéu
hién & su c6t hda cham & dét séng that lung va dét séng nguc. Tac dong
trén su phat trién ctia chuot céng dugc phat hién & liéu trong huyét twong
cao gap 6 lan nong dd phoi nhiém toan than & nguorl Trén tho, tac dung
trén sy phat trién biéu hién ¢ sy tang ty 1& sat moi khi phoi nhiém thudc &
ndng do twong duong véi ndng do dung trén 1am sang, con sit mdi va nit
khe vom miéng khi ndng do huyét tuong gp 2,7 lan ndng dd phoi nhiém
toan than & nguoi.

Chua tién hanh nghién ciru ddy di vé doc tinh trén sy phat trién phoi thai
clia tho vi nhitng tac dong trén phoi thai dd duogc chirng minh r6 rang trén
chudt cbng va trong céc nghién ctru so b trén tho.
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6. CAC DPAC TINH DUQC HQC
6.1. Danh muc ta dwge

Mannitol, Croscarmellose natri, Povidon, Magnesi Stearat.

6. CAC PAC TINH DUQC HQC

6.1 Danh muc ta dwoe

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

Vo nang (Sutent 12,5mg) chira oxid sét do, titan dioxid, gelatin.

Vé nang (Sutent 25mg) chira oxid sit den, oxid st do, oxid sit vang,
titan dioxid, gelatin.

V6 nang (Sutent 50mg) chira oxid sat den, oxid sit do, oxid sét vang,
titan dioxid, gelatin.

6.4. Than trong dic biét khi bio quan
Bao quan dudi 30°C.

6.4 Than trong dac biét khi bao quan
Bao quan dudi 30°C.

6.6. Lwu y diic biét vé tiéu huy
Khong co doi-hét déc biét.
Tiéu chuin thude-thanh phim: Fheotiéu-chuinnha san xuit.

6.6 Luru y dic biét vé tiéu huy
Khéng c6 yéu cau dic biét.

Tiéu chuin: Nha san xuat.

TM: Nhan hiéu

LPD date: Feb 17, 2015
Reference CDS date: Feb 12, 2015

Reference UK SPC: Feb, 2015
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