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Rx - Thube nay chi ding theo don thube

PAZOSUN 200
PAZOSUN 400

THUOC POC
Dé xa tim tay tré em
Doc ky huwdng din siv dung triwde khi ding

THANH PHAN CONG THUC THUOC

PAZOSUN 200

Mobi vién nén bao phim chira:

Thanh phin dugce chat: Pazopanib hydrochloride twong duong pazopanib 200 mg

Thanh _phin td_duwoc: Microcrystalline cellulose, sodium starch glycolate, povidone,

magnesium stearate, Opadry complete film coating system YS-1-17506-A GRAY (HPMC
2910/hypromellose, titanium dioxide, macrogol/PEG, polysorbate 80, ferrosoferric oxide/
black iron oxide)

PAZOSUN 400

Thanh phén duge chét: Pazopanib hydrochloride twong dwong pazopanib 200 mg

Thianh phiin ti duoe: Microcrystalline cellulose; sodium starch glycolate; povidone;
magnesium stearate; Opadry complete film coating system White YS-1-7706-G (titanium
dioxide, HPMC 2910/hypromellose, macrogol/PEG, polysorbate 80)

DANG BAO CHE: Vién nén bao phim

Mo ta:

PAZOSUN 200: Vién nén bao phim méu xam, hinh nang, dugc khiic "S7" trén mdt mit,
mdt con lai trom.

PAZOSUN 400: Vién nén bao phim méu tring, hinh nang, hai mgt tron,

CHI PINH

Ung thu biéu mé té bao thin (RCC)

Pazopanib dugce chi dinh la thude diéu trj diu tay & ngudi 16m mic ung thu biéu mé té bao
thdn tién trién (RCC) va nhitng bénh nhén ¢6 bénh tién trién da duge nhin cytokine trude do.
Sarcoma mé mém (STS)

Pazopanib duge chi djnh diéu trj cho nhimg bénh nhén ngudi 16n méc mét sé phin nhém
chon loc ciia sarcoma md mém (STS) tién trién ma trrée d6 da ding hoa trj dé diéu tri di ciin
hodic cho nhimg bénh nhan vén tién trién bénh trong vong 12 théng sau didu tri tén bé trg.
Tinh hiéu qua va an toan ctia thube chi duge thiét lp trén mét s6 loai phin nhom md hoc
sarcoma md mém nhét dinh.
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CACH DUNG, LIEU DUNG

Viée didu tri bing pazopanib chi nén biit diu bdi mot bac s ¢6 kinh nghiém trong diéu trj
biing cic thudc chéng ung thu.

Liéu diung

Neuweoi lom

Lidu khuyén cdo ctia pazopanib dé diéu trj ung thu biéu mé té bao thin (RCC) hoiic sarcoma
md mém (STS) 1a 800 mg udng mot lin mdi ngay.

Diéu chinh liéu

Viée didu chinh liéu (ting hofic giam liéu) phai thye hién theo timg bude, ting hodic giam 200
mg mdi bude, dya trén mire do dung nap cuia timg bénh nhén dé han ché cdc tic dung khéng
mong mudn ctia thude. Liéu ding ctia pazopanib khong nén vugt quéa 800 mg.

Bénh nhiin tré em

Khong nén sir dung pazopanib & tré em dudi 2 tudi do cdc quan ngai vé tinh an toan lién quan
dén sur tAng trirdmg cia cic co quan va sy trudng thanh coa tre.

Tinh an toan va hi¢u qua cia pazopanib & tré em tir 2 dén 18 tudi chira duge thiét lép.

Dir liéu @4 duge bdo cdo duge trinh bay & myc Tiac dyng khéng mong mudn ciia thube va
Diic tinh dwge ddng hoe, nhung khong thé dura ra cac khuyén cdo vé liéu luong.

Newdi cao tudi

Dir liéu vé viée sir dung pazopanib & nhitng bénh nhén tir 65 tudi trér 1én con han ché. Nhin
chung, khong quan sat thiy co sy khdc biét dang ké trén 1am sang vé tinh an toan khi ding
pazopanib giifa nhitng bénh nhén tix 65 tudi trér 1én va nhimg bénh nhén tré wéi hon. Cée kinh
nghiém trén ldm sang khong chi ra duge sy khic bit vé dép (g vai thude gitta bénh nhin
cao tudi va bénh nhin tré tudi hon, nhung khang thé loai trir duge vige ting nhay cdm véi
thube & mot s bénh nhin cao tudi.

Bénh nhin suy thin

Suy thin duge cho la hiu nhur khang ¢6 dnh hudng trén lim sang trén duge dong hoc cia
pazopanib do pazopanib va céc chiit chuyén héa it dirge dio thai qua thiin. Do d6, khéng céin
diéu chinh liéu & nhimg bénh nhén c¢6 d thanh thai creatinine trén 30 ml/phit. Céin thin trong
& nhitmg bénh nhén ¢6 d thanh théi creatinine dudi 30 ml/phiat do chua ¢ béo céo vé viée
sir dung pazopanib & nhirng bénh nhén nay.

Bénh nhin suy gan

Céic khuyén céo vé liéu & nhimg bénh nhén suy gan dugc dya trén cdc nghién ciu duge dong
hoc clia pazopanib & nhitng bénh nhin c6 mirc do roi loan chite niing thin khéc nhau. Tt ¢
bénh nhin nén duge xét nghiém chire ning gan dé xéc dinh liéu ho c6 bi suy gan khong trude
khi bét déu didu trj va trong qué trinh diéu trj béng pazopanib, Nén thiin trong khi sir dung
pazopanib cho nhitng bénh nhan suy gan nhe hofic trung binh va theo ddi chat che vé kha
néng dung nap thude. 800 mg pazopanib dimg 1 ldn mdi ngay 1a liéu dwge khuyén cdo &
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nhitng bénh nhén c6 cdc bét thudmng nhe trong cdc xét nghiém huyét thanh danh gid chirc ning
gan (duge dinh nghia 14 bilirubin binh thudng hodc ting nbng dé cua alanine aminotransferase
(ALT) & bit ky mirc d6 nao hofic ting n{“mg d6 cua bilirubin (> 35% bilirubin tryc tiép) t6i
1,5 lin gidi han trén ctia mire binh thudmg (ULN) bt ké cdc gia tri ALT. Khuyén cdo gidm
lidu pazopanib xuéng 200 mg 1 lin mbi ngay & nhimg bénh nhén suy gan trung binh (dwge
dinh nghia 14 ting bilirubin > 1,5 ldn dén 3 lAn gi6i han trén cia mire binh thuémg (ULN) bit
ké gid tri ALT).

Khong khuyén céo ding pazopanib & nhitng bénh nhin suy gan niing (dwge dinh nghia 13
bilirubin toan phin > 3 x ULN bét ké gia trj ALT).

Xem muc Cianh bdo va thin trong khi dung thube dé biét thém vé theo dbi chirc nang gan
v didu chinh liéu & nhimg bénh nhén nhiém déc gan do thudc.

Cich ding:

Pazopanib duge sir dung biang duong ubng, Khong nén sir dung thube cing véi thire fin. Nén
diing thube céich biva an it nhét 1a 1 gidy trude khi dn hofic 2 gidr sau khi dn. Nén nudt nguyén
vién thudc vai nude, khong duge bé hoidic nghién vién thude.

CHONG CHI PINH

Qué mén véi hoat chit hoiic véi bit ky thanh phin nio cia thude.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Anh hwéng trén gan

Céc trwémg hop suy gan (c6 thé gdy tir vong) da duge bio céo khi sit dung pazopanib. Nén
thin trong va giam sat chiit ch€ khi sir dung pazopanib & nhitng bénh nhén suy gan nhe¢ hoiic
trung binh. 800 mg pazopanib diing 1 1in mdi ngay 14 liéu khuyén céo & nhimg bénh nhin c6
rbi loan chite niing gan khi xét nghiém huyét thanh (ndng dd bilirubin binh thudmg vi ting
ALT & bt ki mitc dé nio hoiic tiing bilirubin dén 1,5 x ULN bét ké gia trj ALT). Giam liéu
pazopanib 200 mg 1 1in mdi ngay duge khuyén céo cho nhitng bénh nhiin suy gan trung binh
(tang bilirubin > 1,5 dén 3 x ULN bét ké gié trj ALT). Pazopanib khong duge khuyén céo &
nhitng bénh nhin suy gan ning (bilirubin todn phdn > 3 x ULN bét ké gia tri ALT). Phoi
nhidm véi thube & lidu 200 mg giam déng ké, mic dii ¢6 tinh bién thién, trén nhimg bénh
nhén nay nhung gid tri ndy khong da dé xem 14 cé tic dong trén ldm sing,

Tang transaminase huyét thanh (ALT, aspartate aminotransferase [AST]) va bilirubin d& duge
béio cdo vdi pazopanib. Trong phén 6n truéng hep, ¢6 ting riéng 1é ALT va AST ma khong
tfing ddng thoi phosphatase kiém hofic bilirubin. Nhitng bénh nhén trén 60 tubi c6 thé c6 nguy
co tiing ALT nhe (>3 x ULN) dén niing (>8 x ULN).

Nhiing bénh nhiin mang alen HLA-B*57:01 ¢6 nguy co ting ALT do pazopanib gia ting. Nén
theo ddi chire niing gan chiit ché & tit ca cde dbi twgng nhiin pazopanib, bit ké kiéu gen hodic
dj tudi.
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Cac xét nghiém huyét thanh dénh gia chirc ning gan nén duge thye hién khi bit diu diéu trj
bing pazopanib, & cdc tudn 3, S, 7 va 9, sau d6 la & cdc thang 3 va 4, vai céc x¢t nghiém bé
sung khi duge chi dinh trén 1dm sing. Cac xét nghiém dinh k¥ nén duogc liép tuc sau thang
thir 4.

Xem béng 1 vé huéng din diéu chinh liéu cho céc bénh nhén ¢6 céc gia tri bilirubin toan phén
ban déu <1,5 x ULN va AST va ALT <2 x ULN:
Bang 1 Diéu chinh liéu khi nhidm dje gan do thube
| Cée gid tri xét nghiém | Diéu chinh liéu ==
chire niing gan

Téng transaminase tir 3 x | Tiép tuc sir dung pazopanib va theo ddi chire ning gan hang

ULN va 8 x ULN tudn cho dén khi céc transaminase trér vé Mire 1 hodic mire ban
diu,
‘Ting transaminase > 8 x | Tam ngimg pazopanib cho dén khi cc transaminase trés vé Mic
ULN | hodic mire ban déu.

Néu lgi ich tiém tang cia viéc quay tré lai diéu tri biing
pazopanib durge xem 1a virgt qua nguy co nhiém ddc gan thi sir
dung trér lai pazopanib véi lidu da gidm 14 400 mg hiang ngay va
thure hién cdc xét nghiém huyét thanh dinh gia chirc niing gan
mdi tudn trong & tudn. Sau khi sir dung tré lai pazopanib, néu
tiép tuc ting transaminase > 3 x ULN, nén ngimg vinh vién
pazopanib.

Tiing transaminase > 3 x | Ngimg vinh vién pazopanib.

ULN ddng théi véi ting | Bénh nhéin nén duge theo dai cho dén khi trér v& Mirc 1 hoiic
bilirubin > 2 x ULN mirc ban ddu. Pazopanib 12 mt chét e ché UGT1AL Tang
bilirubin mau nhe, gidn tiép (khong lién hop) 6 thé xudt hién &
nhitng bénh nhin méc hdi chimg Gilbert, Nhimg bénh nhin chi
tiing bilirubin méu nhe, gian tiép, da biét hodc nghi ngdr mic hoi
chimg Gilbert, va ting ALT > 3 x ULN nén dugce giam sat nhw
khuyén cdo dbi véi chi ting mdt minh ALT,

s Bg )

Diing dong thoi pazopanib va simvastatin 1am ting nguy co ting ALT, do dé nén sir dung
mot cach thiin trong va theo doi chiit ché.

Tiing huyét dp

Ting huyét 4p bao gbm cdc dot ting huyét dp c6 triéu chimg méi duge duge chén dodn (con
ting huyét dp) da duge bio cho dbi v6i pazopanib. Tang huyét dp nén dwge kiém sodt (6t
trirée khi bit ddu diéu trj biing pazopanib. Bénh nhan nén duge gidm sdt vé ting huyét 4p
ngay sau khi biit ddu diéu trj (khong tré hon 1 tuln sau khi bét déu diing pazopanib) va thudng
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xuyén sau d6 dé diam bio kiém soat duge huyét ap. Cac mire ting huyét ap (huyét ép tim thu
> 150 mm Hg hodc huyét 4p tdm trrong > 100 mm Hg) xudt hién sém trong dot diéu trj (xdp
xi 40% cfic truomg hgp xuét hién trude ngay thir 9 va xéip xi 90% céc trudmg hgp xudt hién
trong vong 18 tudn dau). Huyét 4p cin duge theo doi chit ché va kiém sodt ngay 1dp tirc biing
ciich sir dung két hop thude ching tang huyét 4p va diéu chinh liéu pazopanib (tam ngimg
hodic ding lai véi mire liéu da giam dya vio ddnh gid trén 1am sang).

Phéi ngimg sit dung pazopanib néu ¢6 biing chimg ciia con ting huyét 4p hofic néu tang huyét
dp trim trong va dai ding mic di da siv dyung thube chéng ting huyét ap va giam liéu
pazopanib,

Hji chirng ton thwong nio phia sau ¢6 khia ning héi phye (Posterior reversible
encephalopathy syndrom — PRES)/ Hji chirng bénh Iy chit triing ndo sau c6 thé hdi
phuc (Reversible posterior lenkoencephalopathy syndrome — RPLS)

PRES/RPLS di dirge bdo cdo ¢6 lién quan dén pazopanib. PRES/RPLS ¢6 thé c6 biéu hién
dau déu, tang huyét ap, co gidt, ngi lim, 1 1in, mi va cdc rdi loan thin kinh va thj gide khic
va ¢6 thé tir vong. Ngimg hiin pazopanib & nhimmg bénh nhéin c6 PRES/RPLS.

Bénh phdi ké (ILD)/ Viém phdi

Bénh phdi k&, 1a bénh c6 thé gdy tir vong, di duge bdo cdo li 6 lién quan dén pazopanib.
Ciin theo dai nhitng bénh nhén c6 triéu chimg phdi goi y dén bénh phdi k&/ viém phéi. Ngtmg
sir dung pazopanib & nhimg bénh nhén bj viém phdi k& hodic viém phdi.

Réi loan chire niing tim

Nguy co va lgi ich cia pazopanib nén duge xem xét trude khi bt ddu diéu tri & nhitng bénh
nhén rbi loan chirc niing tim tir trwée. Tinh an toan vi duge dong hoe cia pazopanib & nhimg
bénh nhin suy tim trung binh dén trm trong hoic & nhimg ngudi ¢6 phéin sudt tdng méu that
trai (LVEF) dudi mire binh thudmg chua duge bio cdo.

Céc bién ¢b rdi loan chire ning tim nhir suy tim sung huyét va giam LVEF di duge béo céo
vi pazopanib. Mt nghién ciru so sanh giira pazopanib va sunitinib da dugce bio cdo & nhirng
bénh nhan c6 bénh ung thu biéu md té bao thin (RCC), duwge do chi sé LVEF lic ban dau va
theo ddi trong qud trinh diéu tri. Rdi logn chire niing co tim da duge bdo cdo & 13% bénh nhin
& nhoém pazopanib so v&i 11% bénh nhiin trong nhém sunitinib. Suy tim sung huyét da duge
bdo cdo & 0,5% bénh nhan trong mdi nhém diéu tri. Suy tim sung huyét di duge bio cdo &
1% bénh nhén trong mét nghién ciru vé sarcoma md mém (STS). Giam LVEF & nhiing bénh
nhiin duoc do LVEF ngay sau khi bt diu didu tri va trong qua trinh diéu trj da duge béo cdo
& 11% bénh nhin trong nhém pazopanib so v&i 3% bénh nhin trong nhom gia dugre.

Yéu to nguy eo

Trong nhém pazopanib trong mét nghién ctu pha 111 vé STS, hiu hét bénh nhan ¢6 ting huyét
ap dong thdri co thé ting rdi loan chirc ning tim & nhitng bénh nhfin ¢6 nguy co do ting hiu
ganh tim, 99% bénh nhén tham gia nghién ctru pha II1 vé STS, bao gdm 11% bénh nhén trong
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| nhom pazopanib, duge nhiin anthracycline. Do do, diéu tri bing anthracycline trude d6 ciing

6 thé 1a mot }'éu tb nguy co cua rdi loan chire ning tim & nhimg bénh nhéin STS,

Két qui

Trong nghién ciru STS, cdc bénh nhén trong nhém pazopanib bj rbi loan chirc nang tim, hoi
phuc hoan toan da duge béo cio & 26% bénh nhin (khic biét dudi 5% so vai ban i) va 33%
bénh nhin phuc h6i mdt phin (trong khodng binh thudng, nhung khic bigt > 5% so véi mire
ban dédu). Mdt bénh nhin khong phuc hdi va dir li¢u theo d6i di khing duge bio cio ¢ 33%
bénh nhan.

Kiém so#t

Tam ngimg pazopanib vi‘hodc giam lidu nén duge két hop véi diéu tr tang huyét dp (néu 6,
tham khio canh bdo lién quan dén ting huyét &p & trén) & nhitng bénh nhén gidm LVEF déng
ké, nhur chi dinh trén lam sng.

Bénh nhin cin duge theo di can thin vé cac déu hiéu hofic triéu chirg lim sing cua suy tim
sung huyét. Danh gia ban diu va dinh ky v& LVEF duge khuyén céo ¢ nhimg bénh nhén co
nguy co rbi logn chite ning tim.

Kéo dai khodng QT va xoiin dinh

Céc bién cb kéo dai khodng QT va xodin dinh da duge béo cdo dbi véi pazopanib. Nén sir
dung pazopanib mdt cach cén trong & nhiing bénh nhéin c6 tién sir kéo dai khoang QT, &
nhirng bénh nhén sir dung thude chdng loan nhip hodic cic thude khac ma ¢o thé giy kéo dai
khoang QT va & nhitng bénh nhin bj bénh tim tir trirére. Khi sit dung pazopanib, cén gidm sat
dién tim @ lic ban dau va dinh ky va duy trl ndng d§ clia cic chit dign gidi (nhu calci,
magnesi, kali) trong khodng giGi han binh thudmg, |5
Bién cb huyét khéi déng mach Ly
Trong céc nghién ciu 14m sang vai pazopanib, nhoi mau co tim, thid

méau co tim, dot quy,

thiéu méu cuc b va con thiéu méu ndo thoang qua da dugce béo cdo. Céc bién ¢b ur vong da
duge b4o cdo. Pazopanib nén duge sir dung cdn trong & nhitng bénh nhiin cé nguy co cao xay
ra cc bién cd huyét khéi hofic timg c6 ién sir ctia bién cb huyét khbi. Hién chua c6 nghién
ciru vé sir dung pazopanib trén ngudi da c6 mdt bién cb trong vong 6 thang truée do. Céin dua
ra quyét dinh diéu tri dya trén danh gié loi ich/nguy co ctia timg bénh nhin.

Bién c6 thuyén tic huyét khoi tinh mach

Chic bién ¢b thuyén tic huyét khdi tinh mach bao gdm huyét khdi tinh mach va thuyén téc
dong mach phdi gy tir vong da duge bio cdo trong céc nghién ciru lam sang véi pazopanib.
Miic dii dwrge bdo cdo ca trong nghién ciru RCC va STS, ty 1€ miic cao hon & cdc bénh nhén
STS (5%) so vdi cie bénh nhan RCC (2%).

Huyét khéi mao mach (TMA)

Huyét khéi mao mach da duge bio cdo trong céc nghién ciru ldm sang sir dyng pazopanib
don tri, két hop vai bevacizumab va két hgp véi topotecan. Nhitng bénh nhén phét trién TMA
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nén ngimg pazopanib vinh vién. Déo nguge tic ding ciia TMA da dugc bio céo sau khi ngimg
diéu tri. Pazopanib khéng dwgc chi djnh dé sir dung phbi hgp voi céc hoat chit khéc.

Bién cb xuit huyét

Céc bién o8 xuht huyét di duge bio cdo véi pazopanib. Cac bién cd xufit huyét gy tir vong
di duge béo cdo. Chura e6 nghién ciru ndo vé sir dung pazopanib & nhimg bénh nhén c6 tién
sir ho ra mau, xufit huyét ndo hofic xufit huyét duong tiéu héa nghiém trong vé mit lim sang
trong 6 thang trude dé. Nén sir dung pazopanib mét cich than trong ¢ nhimng bgnh nhin c6
nguy co cao xay ra xudt huyét tiéu hoa.

Phinh mach niio vi boc tich djng mach

Viéc sir dung céc chit ire ché con dudmg VEGF & nhiing bénh nhéin kém hodc khong kém
tang huyét ap co thé thic ddy sy hinh thanh phinh mach nio vi/hoic béc tach dong mach.
Trude khi biit diu didu trj biing pazopanib, nguy co nay nén duge xem xét cin thin & nhig
bénh nhén ¢6 cde yéu td nguy co nhur ting huyét dp hoic tién sir phinh mach nfio.

Thiing va rd dwing tién hoa

Trong céc nghién ciru lam sing véi pazopanib, cic bién cd thing hofic ro duong tiéu hoa da
duoe bio cdo. Cac bién co thing gdy tir vong di duge béo céo. Pazopanib nén duge sir dung
mot cich thin trong & nhitng bénh nhin ¢6 nguy co vé thiing hodic rd dudng tiéu hoa.

Lanh vét thwong

Khong c6 nghién ctru chinh thire vé dnh hudng ciia pazopanib trén qud trinh lanh vét thuong,
Do céic thube e ché yéu td ting trudmg ndi mac mach mau (VEGF) ¢6 thé anh hudéng dén
qué trinh lam lanh vét thuong, nén ngimg diéu trj biing pazopanib it nhit 7 ngdy trude ngay
phiu thuit. Quyét dinh ding lai pazopanib sau phéiu thuit nén dugc dya trén dénh gid lam
sing cho thiy qué trinh lam lanh vét thuong di én dinh. Nén ngimg pazopanib & nhimg bénh
nhin c¢6 vét thuong ha.

Giam chire niing tuyén gidp

Céc bién cb giam chire ning tuyén gidp da duge bio cdo. Khuyén céo do chirc niing tuyén
giap e ban diu vi cdc bénh nhin giam chirc ning tuyén gidp nén duge diéu tri theo thyc
hanh chuéin trude khi biit déu didu tri biing pazopanib. Tét ca bénh nhin nén duge gidm sét
chiit ché vé cdc ddu hiéu vi tridu chimg cia rdi loan chirc nfing tuyén gidp khi diéu tr biing
pazopanib. Gidm sit bing xét nghiém chire niing tuyén gidp nén duoce thye hign dinh ky va
theo thyre hanh y khoa chuin.

Protein nién

Trong cdc nghién cim 14m sing véi pazopanib, protein ni¢u da duge bdo cdo. Nén tién hinh
phiin tich nude tiéu trude diéu trj va dinh ky trong qué trinh diéu trj va clin gidm sit cic bénh
nhéin vé dién bién protein ni¢u trér nén xfiu hon. Phai ngimg pazopanib néu bénh nhin tién
trién thanh hoi chirmg thén hr.

Hoi chitng ly gidi khéi u (TLS)
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Sy xufit hién cia TLS, bao gom TLS gay tir vong, d dugce bao céo khi sir dung pazopanib,
Nhimg bénh nhin bj gia ting nguy co TLS la nhimg bénh nhan ¢6 cac khéi u tAng trudng
nhanh, gidnh ning khéi u 1om, rdi loan chire niing thin, hodc mét nuwde. Cée bién phép phong
ngira, nhu diéu trj tinh trang acid uric cao va b nude qua dudmg tinh mach, nén duge xem
xét trurde khi khoi ddu diéu tri biing pazopanib. Nhitng bénh nhiin ¢6 nguy co nén dwge gidm
sat chiit ché va diéu tri theo chi dinh vé lam sang.

Tran khi mang phdi

Trong céac nghién ciru ldm sang véi pazopanib trong sarcoma mo mém tién trién, cdc bién ¢
tran khi mang phdi di duge béo cdo. Nhitng bénh nhéiin dang diéu trj véi pazopanib nén dugc
theo ddi chiit ché cdc diu hiéu va triéu chimg cta tran khi mang phii.

Tré em

Do co ché tic dung ctia pazopanib ¢6 thé anh hudng nghiém trong dén sy ting trurémg clia cac
co quan va sy trudng thanh trong giai doan phat trién som sau khi sinh & dong vét gim nhéim,
khong nén sir dung pazopanib cho bénh nhén tré em dudi 2 tubi.

Nhiém khuin

Céc ca nhidm khufn ning (kém hodc khong kém gidm bach cliu trung tinh), mét so truémg
hop dan dén tr vong, da duge béo cdo.

Phbi hop véi cic liéu phap chéng ung thw diing dwimg toan thin khic

Céc nghién ctu 1am sang sit dung pazopanib phéi hgp véi mot sb thude chdng ung thir khéc
(bao gbm pemetrexed, lapatinib va pembrolizumab d@ phai két thiie sém do mbi quan ngai vé
sir ting doc tinh va/hojc tir vong, vi liéu ph{‘}i hop an toan va hi¢u quéa vin chira duge thiét
18p.

Mang thai

Céc nghién ciru tién lam sing & dong vét dd cho thiiy c6 doc tinh sinh san. Néu pazopanib
duge sir dung trong thai ky, hofic néu bénh nhén 6 thai khi ding pazopanib, phai gidi thich
cho bénh nhén v& cic nguy hiém tiém tang dbi vai thai nhi. Cén khuyén cac phy nir trong df
tudi sinh san thye hién tranh thai khi duge diéu trj véi pazopanib.

Twong tiac

Nén tranh diéu tri déng théri véi cac thude trc ché manh CYP3A4, P-glycoprotein (P-gp) hodc
protein khang ung thu vi (BCRP) do nguy co tang phoi nhiém vai pazopanib. Nén céin nhac
lywa chon céc thude thay thé ding ddng thai khéng c6 hodc it ¢6 kha niing tre ché CYP3A4, P-
gp hofic BCRP nhit.

Nén tranh ding ddng thav véi cic thudc gy cam img CYP3A4 do nguy co giam phoi nhiém
v&i pazopanib,

Céc trudmg hop ting duong huyét da duge bio cdo khi ding dbng thdi véi ketoconazole.
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Cén thiin trong khi ding dbng thoi pazopanib véi cdc co chét uridine diphosphate
glucuronosyl transferase 1A1 (UGT1A1) (vi du irinotecan) vi pazopanib |a chiit {rc ché
UGTIAL

Nén tranh diing nude ép budi chiim trong khi diéu trj voi pazopanib,

Ta dwee

Thube ¢6 chira duéi 1 mmol natri (23 mg) cho mdi licu, do dé duge xem la “khong chira
nairi”.

SU DUNG THUOC CHO PHU N’ CO THAI VA CHO CON BU

Phy niv mang thai/ Tranh thai & nam giéi va niv giGi

Hién chua cd di dir lidu vé viée sir dung pazopanib & phy nit ¢6 thai. Céc nghién ciru trén
dong vit dii cho thiy c6 doe tinh sinh san. Chua rd nguy co tiém dn trén ngudi.

Khéng nén str dung pazopanib trong thai ky trir khi tinh trang lim sang ctia ngudi phy nir cin
dirge diéu trj voi pazopanib. Néu pazopanib durge sir dung trong thai ky, hoiic néu bénh nhén
¢4 thai trong khi dang diéu trj bing pazopanib, nguy co tiém An dbi voi thai nhi nén dwge gidi
thich cho bénh nhén.

Phy nir ¢6 khi niing mang thai nén duge khuyén sir dung cée bién phép tranh thai phi hop
trong khi diéu tri va it nht 2 tudn sau liéu cubi cing cla pazopanib va tranh c6 thai trong khi
dang dwge didu tri véi pazopanib.

Bénh nhan nam (bao g&m nhitng ngudi di triét san) nén sir dung bao cao su trong khi quan
hé trong thari gian diéu trj vai pazopanib va it nhét 2 tudn sau liéu cudi cing ciia pazopanib
dé tranh nguy co liép xtic véi thube cho ban tinh dang mang thai hodic ban tinh nir ¢6 kha ning
sinh san.

Phu nii cho con bi

Chura ¢6 bo céo vé tinh an todn clia viée sir dung pazopanib trong giai doan cho con bii. Chura
rd lidu pazopanib hodic chéit chuyén hoa ciia né cd tiét vao sira ngudi hay khong. Hign chua
¢6 dir lidu vé sy bai tiét pazopanib vio sita dong vat. Khong thé loai trir nguy co dbi véi tré
duge cho bu, Nén ngimg cho con bi trong khi diéu trj véi pazopanib,

Khi niing sinh san

Céc nghién ciru trén ddng vit chi ra ring khi niing sinh sin & nam giGi va nit gidi c6 thé bj
anh huéng bai viée diéu trj biing pazopanib.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Pazopanib khong c¢6 hofic it co dnh hudémg 1én kha nang l4i xe v vin hinh may méc. Anh
hudmg, béit lgi trén céc hoat déng nay khong thé duge dy kién tir tinh chat dugce Iy cia
pazopanib. Tinh trang ldm sang ctia b¢nh nhin va cic bién ¢b ngoai y ctia pazopanib nén dugc
luu v khi xem xét kha niing ciia bénh nhén dé thye hién cic tae vy chin k§ nang déanh gid, vin
dong hodic nhin thirc. Bénh nhan nén tranh lai xe hodic sir dyng may moc néu cam thdy chong
mét, m¢t moi hofic yéu.

WANE 2“8/
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TUONG TAC, TUONG KY CUA THUOC:

Twong tic

Anh hwémg ciia céic thube khic dbi voi pazopanib

Céc nghién ciru in vitro ggi y ring qué trinh chuyén hda oxy hoa clia pazopanib tai microsome
trong gan ngudi chi yéu 13 qua trung gian CYP3A4, véi sy tham gia mot phén nho tir CYP1A2
va CYP2CS8. Vi thé, cdc tde nhén (rc ché va cam img ciia CYP3IA4 ¢6 thé lam thay ddi chuyén
héa cia pazopanib.,

Cic thube tre ché CYP3Ad, P-gp, BCRP

Pazopanib 13 co chét ciia CYP3A4, P-gp va BCRP.

Sir dung ddng thoi pazopanib (400 mg mit lAn mdi ngdy) véi chit ire ché manh CYP3A4 va
P-gp ketoconazole (400 mg mot lin mdi ngay) trong 5 ngdy lién tiép, lam ting twong (g
66% vit 45% gid trj trung binh ciia AUC9.24) vt Cax ctia pazopanib so vai khi ding pazopanib
mot minh (400 mg mot lin mdi ngdy trong 7 ngay). So sénh cic théng s6 duge déng hoc cla
pazopanib Cyax (khodng gid tri trung binh tir 27,5 dén 58,1 pg/mL) va AUC(-24) (khodng gid
tri trung binh tir 48,7 dén 1040 pg*git/mL) sau khi ding mdt minh pazopanib 800 mg va sau
khi ding pazopanib 400 mg két hop véi ketoconazole 400mg (Cuax trung binh 59,2 pg/mL,
AUC 024 trung binh 1300 pg*gid/mL) cho thiy véi sy hién dién cia chit (re ché manh
CYP3A4 va P-gp, giam liéu pazopanib 400 mg mot lan mdi ngay & phén 16m cdc bénh nhén
s& dfin dén phoi nhiém toan thin tuong ty nhur quan sét thiy sau khi diing moét minh pazopanib
800 mg mot lin m&i ngay. Tuy nhién mot vai bénh nhén ¢ thé c6 phoi nhiém pazopanib toan
thin nhiéu hon so véi nhitng bénh nhin ding mét minh pazopanib 800 mg.

Sir dung dbng théi pazopanib véi cde thude tre ché manh nhoém CYP3A4 khic (vi du nhu
itraconazole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir, ritonavir,
saquinavir, telithromycin, voriconazole) c6 thé lam ting nong do cia pazopanib, Nudc ép
budi chiim ¢6 chira tie nhin tre ché CYP3A4 ciling c6 thé 1am ting nong dd pazopanib trong
huyét tuong,

Sir dung 1500 mg lapatinib (mot co chéit vé la chét tre ché yéu CYP3A4, P-gp va (re ché manh
BCRP) ciing v6i 800 mg pazopanib lam ting khoang 50% dén 60% gié trj trung binh AUC(g-24)
vt Cougy cla pazopanib khi so sanh véi viée sir dung don dic 800 mg pazopanib. Sy (e ché
P-gp vivhofic BCRP bdi lapatinib c6 € da gop phéin vao viée ting phoi nhiém vdi pazopanib.
Sir dung dbng thivi pazopanib véi thude tre ché CYP3A4, P-gp, va BCRP, nhur lapatinib, s&
lam ting ndng d§ pazopanib trong huyét trong. St dung dbng thai vai ce thube tre ché manh
P-gp hoiic BCRP ciing ¢6 thé lam thay dbi sy phoi nhiém va phan b6 cia pazopanib, bao gém
c sy phiin bd t&i hé thin kinh trung wong (CNS).

Nén tranh sir dung dong thoi pazopanib v6i thude tre ché manh CYP3A4. Néu khong c6 lya
chon khéc cé thé chip nhin duge vé mit y khoa dé thay thé thude tre ché manh CYP3A4 thi
nén giam liéu pazopanib xubng con 400mg mdi ngiy trong khi ding két hop. Trong céc
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truomg hop niay nén theo ddi chiit ché cde tac dung khéng mong mudn, va c6 thé cén nhic
giéim liéu thém néu quan st thiy céc tic dung khong mong mudn c6 kha nang lién quan dén
thude.

Nén tréinh két hop véi cc thube (re ché manh P-gp hofic BCRP, hodic khuyén céo lya chon
mot thube thay thé dung dbng thoi khéng c6 hodic co kha ndng (re ché t6i thiéu P-gp hojc
BCRP,

Ciic thube cim img CYP3A4, P-gp, BCRP

Cfic thudc cim (ing CYP3A4 nhu rifampin c6 thé lam giam ndng d& pazopanib trong huyét
twong. Diing dong thoi pazopanib véi céc thube cam img manh P-gp hodc BCRP ¢6 thé lam
thay déi sir phoi nhi&m va phin bé clia pazopanib, bao gdm ci sy phén b6 téi hé thin kinh
trung wong (CNS). Khuyén céo Iya chon mot thude thay thé ding dfmg thixi khéng c6 hodc
c6 kha niing cam g it nhét véi enzyme hodc chéit véin chuyén.

Anh hwirng ciia pazopanib lén cdc thube khae

Céc nghién ciru in vitro trén cic microsome gan ngudi di cho thiy pazopanib ¢6 tic dung irc
ché ciac CYP enzyme 1A2, 3A4, 2B6, 2C8, 2C9, 2C19, va 2E1. Tac dung giy cam (g tiém
tang trén CYP3A4 & ngudi dd duge chimg minh trong mét thir nghiém PXR in viiro & ngudi.
Céc nghién ciru duge Iy hoe 1dm sang, sir dung pazopanib 800 mg mt lan mdi ngay, da cho
thﬁy ring pazopanib khong ¢6 anh hudng lién quan trén lam sang vé dugc dong hoc cla
caffeine (co chit tham dd ciia CYP1A2), warfarin (co chit thim do cua CYP2C9), hofic
omeprazole (co chét thim do cia CYP2C19) & cdc bénh nhin ung thu. Pazopanib lam ting
khodng 30% gid tri trung binh ciia AUC va Cuay clia midazolam (co chit tham do cia
CYP3A4) va lam ting 33% dén 64% ti 1 ndng d6 dextrometrophan trén dextrorphan trong
nurdre tiéu sau khi ung dextromethorphan (co chit thim do ctia CYP2DG6). Sir dung dong thoi
pazopanib 800 mg mdt lin mdi ngdy va paclitaxel 80mg/m’ (co ;ﬁu ciia CYP3A4 va

CYP2C8) mét lin mdi tufin 1am ting trung binh twong (g 25% va 3 1% gid trj AUC va Cpuax
clia paclitaxel. 7

Dura trén céic gid trj ICso in vitro v Crgx trong huyét twong in vive, cdc chit chuyén héa ciia
pazopanib GSK 1268992 va GSK 1268997 c6 thé gép phin vio tic dung ire ché thye cia
pazopanib d6i véi BCRP, Hon nira, khong thé loai trir vige pazopanib tre ché BCRP vi P-gp
trén dudng tiéu hoa. Cén thin trong khi diing dbng thavi pazopanib vdi cdc co chét cia BCRP
va P-gp sir dung dudmg ubng khic.

In vitro, pazopanib tre ché polypeptide viin chuyén anion hitu co & ngudi (OATP1B1). Khong
thé logi trir pazopanib s& anh hudng dén duge dong hoe cia céc co chit cia OATPIB1 (vi dy
cic statin, xem myc “Anh huéng khi sir dung dong théi pazopanib va simvastatin” bén dudi).
Pazopanib I chit tic ché enzyme uridine diphosphoglucuronosyl-transferase 1A1 (UGTIAT)
in vitro. Chit chuyén hda ¢o hoat tinh ciia irinotecan, SN-38, la mjt co chét cia OATP1BI
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vi UGTIAL. Ding déng thii pazopanib 400 mg mot lin mdi ngdy véi cetuximab 250mg/m?
va irinotecan 150mg/m? din 16i ting khodng 20% phoi nhiém toan than véi SN-38,
Pazopanib c6 thé ¢6 dnh huéng nhiu hom t6i sy sip xép SN-38 & cic d6i twgng co
UGT1A1*28 da hinh so vdi céc dbi tugng c6 alen thé hoang dai. Tuy nhién kiéu gen UGT1A|1
khong phai lic nao ciing dy doan duge dnh hudng ciia pazopanib 1én sy sdp xép SN-38. Cén
thdn trong khi diing pazopanib ciing véi céc co chit ciia UGTIAL.

Anh hwdmg khi siv dung ddng thivi pazopanib vi simvastatin

Ding ddng thasi pazopanib va simvastatin lam gia ting ty 1¢ ting ALT. Két qui tir mdt phén
tich gbp sir dung dir liéu tir cac thir nghiém ldm sang véi pazopanib cho thay ALT > 3 lin
ULN da duge béo cdo & 14% bénh nhéin khéng ding céc statin, so véi 27% bénh nhéin dung
ddng thari voi simvastatin (p = 0,038). Néu bénh nhin ding ddng thi simvastatin c6 xudt
hi¢n tang ALT, can tulin theo cdc huéng din vé ciich ding pazopanib vi ngung ding
simvastatin. Thém vio d6, cin thin trong khi dung dong thoi pazopanib véi cac statin khéc
do khong du dir liéu dé dénh gia anh hudng cia cdc thude nay dbi véi mire ALT. Khong thé
loai trir riing pazopanib s& anh hudng dén duge dong hoce cia cic statin khac (vi dy nhu
atorvastatin, fluvastatin, pravastatin, rosuvastatin).

Anh hwing ciia thire fin d6i véi pazopanib

Str dung pazopanib ciing v&i cédc bita din gidu hodc it chiit béo lam tang khoang 2 lin gia tri
AUC vit Cax. Do d6, pazopanib phai dugec sir dung it nhét 1 gié truée biva in hofic 2 gid sau
bira dn.

Céc thudc lam ting pH dg day

Str dung dong théi pazopanib vdi esomeprazole lam gidm sinh kha dung cia pazopanib
khoang 40% (AUC va Cuux), va nén tranh diung dbng thai pazopanib véi cic thube tang pH
da day. Néu viée diing két hop véi thude ire ché bom proton (PPI) 12 cén thiét vé mit y khoa,
khuyén cdo ding lidu pazopanib mot lin mdi ngay tranh xa bita &in va vao budi tbi dbng thii
v6i thube PPL. Néu viée ding ddng thasi véi thude khang thu thé Hy 14 cén thiét vé mat y khoa,
nén diing pazopanib céch xa bita &in va cdch it nhiit 2 gitr trude hofic it nhét 10 gitr sau khi
dung liéu thude khéng thy thé Ha. Nén ding pazopanib it nhét 1 giér trwdre khi va 2 gitrsau khi
diing thude khang acid tac dung ngéin han. Khuyén cdo ding déng thi véi cic thube PPI va
thudc khéng thy thé H2 s& dya trén cic xem xét vé sinh 1y hoc.

Twong ky

Do khéng ¢6 céic nghién cfru vé tinh twong ky cia thude, khong tron 1in thude nay véi céc
thuée khic.

TAC DUNG KHONG MONG MUON CUA THUOC

Tém tit hi so an toan

Hiu hét cdc phan tmg ngoai y nghiém trong duge béo cdo voi pazopanib 1a con thiéu mau

niio thoang qua, d6t quy thiéu méu ndo, thiéu mau co tim, nhdi mdu ndio va nhoi mau co tim,

b
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rbi loan chirc ning tim, thing va rd dudng tiéu hoa, kéo dai khodng QT, xodn dinh va xuét
huyét ndio, xudt huyét tiéu hoa va xudt huyét phoi, tat ca cac phan (g ngoai ¥ duge bio cio
& < 1% bénh nhén duge didu tri. Cac phan img ngoai ¥ nghiém trong va quan trong khéc véi
pazopanib bao gdm bién c6 thuyén tic huyét khéi inh mach, rdi loan chirc ning théit trdi va
tran khi mang phéi.

Céc bién cd gay tir vong di duge xem la 6 thé lién quan dén pazopanib bao gbm xudt huyét
dudmg tiéu héa, xuiit huyét phdi/ho ra miu, chire ning gan bt thudmg, thing rudt va dot quy
do thiéu miu nio.

Céc phén tmg ngoai y thudmg giip nhét (& it nhit 10% bénh nhan) & bét ky mire d nao khi sir
dung pazopanib bao gbm: tidu chay, thay d8i mau téc, gidm siic 1o da, phét ban tréc da, ting
huyét ép, budn nén, dau ddu, mét méi, chan dn, ndn, rdi logn vi gide, viém miéng, sut cén,
dau, ting alanine aminotransferase va ting aspartate aminotransferase.

Céc phan tmg ngoai ¥, tit ca cic mire d§, dd duge bio cdo & nhitng dbi twong trong nghién
eiru RCC va STS sir dung pazopanib hofic giai doan hiau mai duge liét ké dudi diy theo phin
loai hé théng co quan MedDRA, tin sudit va mirc dé nghiém trong. Cdc quy uée sau duge sir
dung dé phin loai tin sufit: rht thuong gip (=1/10); thudmg gip (=1/100 dén <1/10); it gap
(>1/1.000 dén <1/100); hiém gip (=1/10.000 dén <1/1,000); rit hiém gip (<1/10.000); va
chura 5 tin sudt (khong thé uée dodn tir dir liéu c6 siin).

Danh siach cic phan ng ngoai ¥ dudi dang bing

Biing 2 Ciic phiin ing ngoai ¥ do thube dwge bdo cio trong cde nghién ciru RCC hode
trong giai doan hiu mai

Hé co' | TAn sufit | Ciic phin img ngogi ¥ | Tit cd cic | Mire 4 3 | Mire d9 4
quan (tat ca cic mirc d§ | (%) (%)
mire dj) (%)
Nhiém Thudng gip | Nhiém khuén (kém hodic
khudn va khong kém giam bach Chuard | Chuward | Chuard
nhiém  ky c¢hu trung tinh)t
sinh tring | it gdp Nhiém khuén nuéu <1% 0 0
Viém phiic mac nhiém |
4 <1% 0 0
khudn
U tan sinh | [t gip Pau khéi u
lanh  tinh,
dc tinh va
khong xdic <1% <1% 0
dinh  (bao
gbm nang
vi polyp)
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Hé co | Tan suit | Céc phin img ngogi y | Tit ca cic | Mive 4§ 3 | Mire dj 4
quan (tit ca cdc mire df (%) (%)
mire dij) (%)
R6i  loan | Thuomg gip | Giam tiéu céu 7% <1% <1%
mau va E'l& Gidam bach céu trung % - <19%
bach huyét tinh
Giam bach ciu 5% <1% 0
It gap Pa hdng ciu 0,03% <1% 0
Hiém giip Huﬁt khdi mao mach
(bao gom xudt huyét
gidm tiéu ciu huyét khéi | Chuard | Chward | Chuard
va hi chimg uré tin
huyétyt
Rflﬁil loan | Thudng gip | Nhuge gidp 79 <1% 0
ndi tic
¥ 4 - 'ﬁ
R6i  loan | Rat thuong G{ﬁm cam gidc ngon _— o o
chuyén héa | gip mi¢ng ©
vl dinh | Thwdmg gip | Giam phosphat 2% <1% 0
dudmg MEiit nurée 1% <1% 0
it gap Giam magnesi mdu <1% 0 0
| = r [E L1 h-i
C!;t:'n o tin H:.hl chimg ly gidi khoi Chura 13 Chuard | Chuard
su u
Roi  loan
Thudm Mit ngi 3% 0 0
tiim thin & gip - ;
R6i loan hé | Rit thuomg | R6i loan vi gidc © 22% <1% 0
thin kinh | gap Dau déu - 11% <1% 0
Chong mat 5% <1% <1%
Li bi 3% <1% 0
Thutmg gip | Di cam 2% <1% 0
H'énh ly mﬁn kinh cam G . "
giac ngoai bién
It gap Gidm cam gidc da <1% 0 0
inn&n thieu mau ndo A% 1% 0
odng qua
Budn ngi <1% <1% 0
Tai bién mach méu niio <1% <1% <1%
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Hg co | Tan suiit | Céc phiin img ngoai y | Tt ci cic ‘Mire 6 3 | Mirc a5 4
quan (tht ci cic mire d (%e) (%)
mire d) (o)
Dot quy thiéu méu nio <1% 0 <1%
Hiém gap | Hoi chimg ton thuong
niio phia sau c6 kha ning
héi phyc / Hoi chimg | Chuard | Chuard | Chuard
bénh Iy chét tring ndo
sau ¢6 thé hoi phuct
R6i  loan | Thuong gip | Nhin mé 2% <1% 0
mt It gap Bong vong mact <1% <1% 0
Réch ving mact <1% <1% 0
Miit mau léng mi <1% 0 0
R&i  loan | It gap Chém nhip tim <1% 0 0
tim Nhéi méu co tim <1% <1% <1%
R6i logn chire ning tim © | <1% <1% 0
Thiéu mau co tim <1% <1% 0
R&i  loan | Rft thudng | Tang huyét ap ‘i - <
mach mau | gip
Thudmg g.ap_ | Néng bimg 1% 0 0
Bié::l :ié thuyén tic huy¢t 19 <1% 1%
khoi tinh mach ®
Do bimg miit 1% 0 0
It géip Con ting huyét dp kich o & o
phit
Xuit huyet <1% 0 0
Hiém gip | Phinh mach va béc tich Eiat | B | et
dong macht
Réi loan ho | Thuimg gap | Chay mau cam 4% <1% 0
hiip. ngye Chirng khé phat 4m 4% 0 0
vi  trung Kho thi 4% <1% <1%
thét Ho ra mau 1% <1% 0
[t gap Chiy nu6c mii <1% 0 0
Xuit huyét phoi <1% 0 0
Tran khi mang phoi <1% 0 0
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Hé co | Tnsudt | Céc phin tmg ngoai ¥ | Tt cii cac | Mie d§ 3 | Mire 4 4
quan (tht ci cde mire dd (%) (%)
mire d{) (%)
Hiém gip :énh phdi k& / viém phoi Ty e e
RGi  loan | RAt thuong | Tiéu chay 53% 6% <1%
tiéu hoa gip Bu6n nén 34% 1% 0
Non 20% 2% <1%
Bau byung “ 12% 1% 0
Thudmg gip | Viém miéng 8% <1% 0
Khé tiéu 7% <1% 0
Day hoi 4% 0 0
Chudng bung 3% <1% 0
Loét miéng 2% <1% 0
Khé miéng 2% 0 0
It gdp Viém tuy <1% <1% 0
Xuit huyét trire tring <1% <% | 0 |
Dai tién ra méu <1% 0 0
Xuidt huyét tiéu hoa <1% <1% 0
Dai ti¢n phén den <1% <1% 0
Téang nhu déng ruft <1% 0 ;,\ 0
Xuiit huyét hju mén <1% 0 J¥|] o0
Thiing rudt gia <1% <1% I'T%ﬂf 0
Xuft huyét miéng <1% 0 & 0
Xuidt huyét dwong tiéu 106 I 8
héa trén
RO tiéu hoa <1% 0 | 0
Ndin ra méu <1% 0 0
Xudt huyét bui tri <1% 0 0
hing ngd ba ndi rudt < . i
non
Xuit huyét thye quan <1% 0 0
Xuit huyét sau phite mac | <1% 0 0
R&i  loan | Thudmg gip | Tang bilirubin mau 3% <1% <1%
gan mt IE.::I thutmg chirc niing 3% ™ <104
g
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Hé  co| TAnsufit | Chc phin img ngogiy | Thtci cie | Mire d6 3 | Mire d§ 4
quan (tht eci cac mire di (%) (%)
mire d§) (%)
Nhiém ddc gan 2% <1% <1%
it gap Viing da <1% <1% 0
Tén thwong gan do <1 £19% 0
thube
Suy gant <1% 0 <1%
Réi loan da | Rét thudmg | Thay déi miu toc 35% <1% 0
vi md dudi | gip Hdi chimg béan tay - chin 18% 3% 0
da Rung toc 11% 0 0
Phat ban 11% <1% 0
Thuong gip | Giam sic to da 5% 0 0
Khé da 4% 0 0
Ngira 3% 0 0
Do da 2% 0 0
Mit sic 16 da 2% 0 0
Téng tuyén mo hoi 1% 0 0
it gap Ri loan méng <1% 0 0
Tréc da <1% 0 B |
Phén img quang nhay <1% 0 0
cam
Hong ban <1% 0 0
Réi loan da <1% 0 0
Ban ddt <1% 0 0
Ban ngira <1% 0 0
Ban mun nudc <1% 0 0
Ngira toan thin <1% <1% 0
Ban toan thin <1% 0 0
‘Ban sén <1% 0 0
Hong ban & ban chin <1% 0 0
Loét dat Chuard | Chuard | Chuard
Roi logn co | Thurdmg giip | Dau khép 4% <|% 0
xuong v Dau co 3% <1% 0
mb lién két Co that co 2% 0 0
It giip Dau co xurong <1% <1% 0 |

¥
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Hé  co| Tansulit | Cac phin imgngogiy | Tét ci cie | Mire 4§ 3 | Mire a6 4
quan (tht ci cic mire dd | (%) (%)
mire di) (%)
R6i In?,n Rat thudng | Protein ni¢u _— - 5
thén va tiét | gap
nigu it gap Xiufit huyét dudmg tiét <1% 0 0
ni¢éu
Réi loan hé | It gap Rong kinh <1% 0 0
sinh san va Xuét huyét im dao <1% 0 0
Vi Rong huyét <1% 0 0
ROI loan | Rat thwdmg | Mét moi _ o %
toan théin | gip
v tai vi tri | Thudmg gip | Viém niém mac 7% <1% 0
dung thube Suy nhuge 7% 2% <1%
Phu ® 6% <1% 0
Pau ngye 2% <1% 0
ftggp | On lanh <1% 0 0
R6i loan niém mac <1% 0 0
Xét nghiém | Rat thuomg Tﬁr.lg alanine 1% 7% 10
gip aminotransferase
g aspaie 18% 4% <1%
aminotransferase
Thudmg gdp | Sut cin 8% <1% 0
Tiang bilirubin méu 5% <1% <1%
| Tang creatinine mau 5% <1% 0
Tang lipase 4% 2% <1%
Giam két qua dém bach i g r
cu
Ting hormone kich
thich tuyén gidp trong 3% 0 0
mau
Tang amylase 3% <1% 0
UG g 3% <1% <1%
glutamyltransferase
Tang huyét dp 1% <1% 0
Tang ure mau 1% <1% 0
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Hé co | TAn sudt | Cée phin émg ngogi y | Tét ci cde | Mike 4§ 3 | Mire d6 4
quan (tit ci cic mire 46 | (%) (%)
mire d) (%)
Bit thudmg xét nghiém % . -
chirc niing gan
It gap Téng enzyme gan <1% | <I1% <1%
Giam glucose méu <1% 0 <1%
'Kéo dai khoang QT tré
oM M ST an <1% 0
dién tam do
Téng transaminase <1% <1% 0
Bét thudmg xét nghiém |
a' ng x 'ngl?lém <1% o 0
chire niing tuycn giap
Ting huyét ap ta
ng huyCt ap tam <1% 0 0
trirong
Tang huyét ap tim thu <1% 0 0

+ Céc phin tmg ngoai ¥ do thude duge bio céo trong giai dogn hiu mai (béo cdo tir
nguyén va cdc phan (mg nghiém trong tir tht ca cdc nghién ciru 1am sang vé pazopanib)
* Chi céic phan (g ngoai ¥ do thube trong giai doan hau mai. Khong thé uéc dodn tin
sudt tir dir lidu co san,

Cfic thudit ngir sau ddy da dugc két hop:

" Pau bung, dau byng trén va dau bung dudi

b Phit, phit ngoai bién, phit mét, phil tai chd va phi mit

© RO loan vi gide, maét vi gidc va giam vi gidc

d Giam bach ciu, gidgm bach chu trung tinh.

¢ (Giam cam gidc ngon migng va chén fin

R&i loan chire niing tim, rdi loan chire nang thit tréi, suy tim va bénh co tim han ché
& Bién cb thuyén tic huyét khdi tinh mach, huyét khéi tinh mach sau, thuyén tic phdi va
huyét khii.

Giam bach céu trung tinh, gidm tiéu ciu va hoi chimg ban tay — chin thudng gdp hon & nhimg

bénh nhan ¢ ngudn gbe Dong A.
Bing 3 Cac phin érng ngoai ¥ do thube dwge béo cio trong cic nghién ciru STS hojic
giai dogn hiin mai
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A Tht ¢i
s | Lt | chemire | Mirc 493 | Mire dg 4
(tit cd cfic | Cihc phin frmg ngogi ¥
quan i i fi} (%) (%)
mire dj) %)
Nhiém Thiromg giip | Nhiém khudn nudu
khuan  va n " 5
nhiém ky
sinh trung
U tan sinh | Rit thwémg | Dau khéi u
lanh  tinh, | gip
ac tinh va
khong xdc 32% 8% 0
dinh  (bao
gbm nang
va polyp)
[R&i  loan | Rit thwong | Giam bach cau 44% 1% 0
mau va hé | gip Giam ticu ciu 16% 3% <1%
bach huyét Giam bach ciu trung 33% 4% 0
tinh
it gap Huyét khéi mao mach
(bao gbm xuit huyét
gidm tiéu chu huyét khdi | <1% <1% 0
va h{i chimg uré tin
huyét)
| Rbi . loan | Thudmg gip | Nhwoe gidp b5 5 0
noi et
R6i  loan | RAt thudng | Gidm cdm gidc ngon 5 - she "
chuyén héa | gip migng
vai  dinh Giam albumin mau © 34% <1% 0
dudmg Thuong gip | Mt nude 1% 1% 0
it gap Giam magnesi mau <1% 0 0
Cl‘iua rd tan | Hoi chimg ly giai khoi ek | s | s
sudl u*
Roi  loan | Thuimg gip Miit ngi 19% <1% 6
tam thiin
R&i logn hé | Rt thuomg | Rdi logn vi gidc © 21% 0 0 |
thin kinh | gip Pau déu 14% <% | 0
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Tén sudt Tht b
Hé cor | ede mive | Mive d§ 3 | Mike dj 4
(tiit ¢i cic | Céc phin (g ngogi ¥ n "
quan mike 4) g (%) (%)
(%o)
B.énh ly thﬁn kinh cam - G .
Thudmg gip | gide ngoai bién
Chong miit 4% 0 0
It gap Buon ngi <1% 0 0
D} cam <1% 0 0
Nhoi méu niio <1% 0 <1%
R{’?i loan | Thutng gip | Nhin mé 4% 0 0
mét
R6i  logn | Thutmg giip | Roi loan chire niing tim & 5% <1% <1%
tim R&i loan chirc ning that 5% v o
tréi
Chim nhijp tim 1% 0 0
ft gap Nhoi miu co tim <1% | 0
RS loan | Rit thuomg | Tang huyét ap - n
mach mau | gép
Thudmg gip Blél:l cO thuyén tic huyét 1% 1%
khéi tinh mach 4
Nong birng 3% 0 0
Da birmg miit 1% 0 0
it gaip Xuit huyét <1% <1% 0
Hiém gap | Phinh mach va boc tich cries | o | Chasss
déng mach
R&i logn hé | Thudng gip | Chiay mau cam 6% 0 0
hip, nguc Chimg kho phét dm 5% 0 0
va  trung Khé tha 4% <1% 0
thiit Ho 3% 0 0
Tran khi mang phoi 2% <1% <1%
Nilc cye 1% 0 0
Xult huyét phi 1% <1% 0
it gap Pau hau hong <1% 0 0
Xuit hhuyét phé quén <1% 0 0
Chay nude mili <1% 0 0
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Tin suiit Tht od
HE cor - cic mire | Mire d§ 3 | Mire d§ 4
i (tﬁt cih ede | Cice phin g ngoai ¥ a (%) (%)
mire dj)
(%)
Ho ra mau <1% 0 0
Hiém gip 1E.'.én]1 phdi k& / viém phdi R D (—
R&i  loan | Rdt thuong | Tiéu chay 46% 4% 0
tiéu hoa gép Buon ndn 44% 2% 0
Non 25% 2% 0
Pau byng * 14% 1% 0
Viém miéng 11% <1% 0
Thuimg glip | Chudng bung 4% 1% 0
Khé miéng 4% 0 0
Kho tiéu 3% 0 0
Xuit huyét miéng 1% 0 0
Pay hoi 1% 0 0
Xuét huyét hdu mén 1% 0 0
t glip Xuit huyét tiéu hoa <1% 0 0
Xuit huyét trire tring <1% 0 0
Ro tiéu hoa <1% <1% 0
Xuét huyét da day <1% 0 0
Dai tién phin den <1% 0 0
Xudt huyét thyre quén <1% 0 <1% |
Viém phiic mac <1% 0 0
Xuit huyét sau phiic mac | <1% 0 0
Xudt huyét tiéu héa trén | <1% <1% 0
Thung ngd ba ndi rudt ) " I,
non
| R&i loan | It gip Bt thudmg chirc nang A% 0 1%
gan mat gan
Ch‘ua £ i | Suygan'® Chward | Chuard | Chuard
Sudt
R&i logn da | Rit thuomg | Thay ddi mau toc 24% 0 0
va mb dudi | giip Giam sic to da 21% 0 0
da Phat ban troc da 14% <1% 0
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Tit ci
Thn suit
Hi cor | cdcemire | Mire @3 3 | Mire d§ 4
(tiit cii ciic | Cie phin img ngoai ¥
quan mike d9) dj (%) (%)
(")
Thudmg gip | Rung toc 8% 0 0
Réi loan da © 7% 1% 0
Khé da 5% 0 0
Tang tiét md hoi 5% 0 0
R6i loan mong 3% 0 0
Ngira 3% 0 0
Hong ban 1% 0 0
it gap Loét da <1% <1% 0
Phdt ban <1% 0 0
Ban sin <1% 0 0
Phan tmg quang nhay <1% 0 0
cam
Hi chimg bén tay - <1% 0 0
chiin
R&i loan co | Thudmg giip | Pau co xuong 9% <1% 0
Xuong va bau co 7% <1% 0
mb lién két Co thit co 2% 0 0
It gip Pau khép <1% 0 0
(R&i  loan |t gap Protein nigu
thin va tiét <1% 0 0
niéu
R&i loan hé | It gap Xuit huyét 4m dgo <1% 0 0
5131!1 san v Rong kinh <1% 0 0
Vi
R loan | Rat thuomg | Mét méi Aot - -
toan  thén | giip
va tai vi tri | Thudmg gap | Phi ® 1 5% <1% 0
dung thube Bau ngyre 3% 1% 0
On lanh 3% 0 0
[t gip Viém niém mac ® <1% 0 0
Suy nhuge <1% 0 0
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Tét cd
Tén suiit
HE cor cic mie | Mire d§ 3 | Mive dj 4
(tiit cd cic | Céc phin frg ngogi ¥
quan 2 di (%) (%o)
mire d§)
(V)
X¢ét nghiém | Rat thuémg | Sut cin baek Y0 3
gap
Thuon Bét thiwong khi kiém t
g gép ‘ thui g khi kiém tra 8% 1% o
tai, mai, hong °
Tane Alani
S 2% 1% <1%
aminofransferase
Bat thuong cholesterol N
at thuomg cholestero 50 0 0
mau
Aspart
Tﬁrjg spartate 1% <1% <1%
aminotransferase
Ta -
ng gamma 1% 0 <%
glutamyltransferase
it gap Ting bilirubin mau <1% 0 0
Aspartat
BRI <1% 0 <1%
aminotransferase
Alani
iR <1% 0 <1%
aminolransferase
Giam tiéu cau
| Kéo dai kh
REOGRMONg L0 | 0 1%
dién thm do

'+ Cic phén img ngogi ¥ do thude duge bdo cio trong giai doan hiu mai (bdo cdo tir nguyén vl cic phin

img nghiém trong tir tht ¢ cée nghién ciru 1im sing vé pazopanib)

* Chi ciic phan img ngogi ¥ do thubc trong giai doan hiju mai. Khong thé ude dodn tin sudt tir di¥ ligu ¢o
siin.

Ciic thuit ngir sau diy da duge két hop:

* Pau byung, dau bung trén va dau byng dudi

b Phil, phit ngoai bién, phit mi mét

¢ Phin 16m céc trrdmg hop niy di bio cdo 14 hi chimg ban tay - chén

4 Bién cb thuyén the huyét khdi tinh mach — bao gdm huyét khéi tinh mach séu, thuyén tic phdi v cac
thudt ngit vé huyét khbi

® Phin 16m cdc trudng hop nay 1a viém niém mae

fTén sudt duge bio cdo dia trén cic bang két qua xét nghiém tir nghién ciru STS. Nhimg phin (mg ngogi
¥ nity it duge bao cdo nhur bién cb ngoai ¥ hon bi cée nhd nghién ciru so véi dwge chi ra tir cée bing két
qué xét nghiém,

¥ Réi loan chire niing tim bao gdm rbi loan chire néing thit trii, suy tim va bénh co tim han ché

b Thn suft duge dya trén cic bién e ngogi ¥ duge béo cdo béi cdc nha nghién cir. BAt thuimg xét nghigm
it durge béo céo 14 bién cb ngoai y hom béi cie nha nghién ciru so vai duge chi ra tir cde bang két qua xét
nghiém.
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Giam bach ciiu trung tinh, giam tiéu cdu va hodi chimg ban tay — chin thudmg gap hon & nhimg
bénh nhén ¢6 ngudn gbe Pong A.

Tré em

Ho so an toan clia pazopanib & bénh nhiin tré em tuong tr nhu duge bdo céo & ngudi 16n dbi
vii cic chi dinh da duge phé duyét.

Thing bdo ngay cho bic sj hodc duge sf nhitng phan ting cé hai gdp phai khi st dung
thubc.

QUA LIEU VA CACH XU TRi

Céc liéu pazopanib 1én 1&i 2000 mg da duge nghién ctu trong cic thir nghi¢m 1dm sang. Mét
moi dd 3 (ddc tinh giéi han liéu) va ting huyét 4p do 3 duge ghi nhin & | trong 3 bénh nhin
str dung twong (g liéu hang ngdy 2000 mg va 1000 mg.

Hién chua c6 thude giai doe dic hiu cho qua liéu pazopanib va viée didu trj qua lidu
pazopanib cin bao gbm céc bign phap diéu trj néng d@ théng thuimg.

PAC TINH DUQC LUC HQC:

Nhém dwge 1§: Thube chéng ung thu, thube ire ché protein kinase, cic thude e ché protein
kinase khéc.

Mi ATC: LO1EX03

Co ché tie dung

Pazopanib 12 mdt thude duge sir dung bang dwéng udng, (rc ché manh tyrosine kinase (TKI)
véri nhiu dich tic dong dbi v6i cac thy thé cia yéu tb ting trudmg ndi mac mach miu
(VEGFR)-1,-2 va -3, yéu 16 ting trudng cb ngudn goc tiéu cau (PDGFR)-o va -B va thy thé
clia yéu 14 té bao gbe (c-KIT), vi gid tri ICso twong g 12 10, 30, 47, 71, 84 va 74 nM. Trong
cic thi nghiém tién 1am sang, pazopanib trc ché m{t cdch phy thuge vao liéu trén sy ty
phosphoryl héa cam {mg bai céc phdi tir ciia céc thy thé VEGFR-2, ¢-KIT va PDGFR-f trong
té bao. In vivo, pazopanib trc ché sy phosphoryl héa VEGFR-2 cim (mg bdi VEGF & phéi
chudt, sir hinh thinh mach trong nhiéu md hinh ddng vit khéc nhau va sy tiing trrdng ciia céc
khéi u tir nguoi duge ghép dj chiing trén chudt nhit.

Duge Iy di truyén hoe

Trong mot phan tich gop vé duge ly di truyén hoc, pazopanib duge sir dung dom trj hofic két
hop véi ede thube khie, ALT > 5 x ULN (NCI CTC mire df 3) xufit hién & 19% ngudi mang
alen HLA-B*57:01 va & 10% ngudi khéng mang alen nay. Trong tip hgp dir ligu ndy, c6 6%
bénh nhéin mang alen HLA-B*57:01.

PAC TINH DUQC DPONG HQC

Hiip thu

Sau khi dimg dudmg ubng mét lidu don pazopanib 800 mg & nhimg bénh nhén c6 khéi u rén,
ndng d6 16i da trong huyét tuong (Cumax) khodng 19 + 13 pg/ml vi AUCyp... khodng 650 + 500
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ig.h/ml dat dugce sau thei gian trung vi 1a 3,5 gi¢r (khodng tir 1,0 dén 11,9 gidy). Ding thube
hang ngay lam ting AUCq.y tir 1,23 dén 4 lan.

Sy gia ting AUC hoiic Cuax khong nhit quén & cdc liéu pazopanib trén 800 mg.

Phoi nhiém toan thiin dbi voi pazopanib ting [én khi sir dung thubc cling vdi thire &n. Sir dung
pazopanib ciing véi bita dn giau chiit béo hofic it chét béo din dén ting AUC va Cuux khodng
2 1an. Do d6, nén sir dung pazopanib it nhat 2 gi¢r sau khi éin hodc it nhét 1 giér trude khi an.
Ubng mét vién nén di nghién pazopanib 400 mg lam tiing AUC(.72) khodng 46% v Cinax
khodng 2 lin va gidm tmx khodng 2 giir so voi khi ding nguyén vién. Két qua chi ra rﬁng sinh
kha dung va tbc do héip thu pazopanib qua dudmg ubng tang 1én sau khi ubng vién nén da
duoe nghién so vdi khi sir dung nguyén vién.

Phéin b6

In vive, pazopanib giin két véi protein huyét trong ngudi trén 99% khong phy thude néng do
trong khodng 10-100 pg/ml. Céc nghién cir in vitro goi ¥ ring pazopanib 1A mjt co chit cia
P-gp va BCRP.

Chuyén héa sinh hoe

Dix liéu tir cée nghién ciru in vitro chi ra ring sy chuyén héa ciia pazopanib duge diéu hoa
chil yéu bi CYP3A4, va mdt phin nhé qua CYP1A2 va CYP2C8. Bén chét chuyén hoa chinh
cua pazopanib chi chiém 6% phoi nhim trong huyét twomg. Mgt trong nhiing chiit chuyén
héa ndy tre ché sy ting sinh cia cdc té bao ndi md tinh mach rén ngudi duge kich hoat boi
VEGF véi ciing hiéu lye nhir pazopanib, céc chit chuyén héa khac ¢6 hoat tinh kém hon 10
20 liin. Do do, hoat tinh cita pazopanib chil yéu phy thuge vao si phoi nhiém véi chit me

pazopanib. o

Thai trir

Pazopanib dge dio thai chim vai thai gian bén thai trung binh 12 30,9 gitr sau khi ding lidu
khuyén cdo 800 mg. Thude duge thii trir chii yéu thong qua phén véi sy thai trir qua thiin
chiém < 4% liéu sir dung.

C#hc nhém bénh nhin dic biét

Suy thdn

Céc két qua cho thiy dudi 4% liéu udng pazopanib duge thai trir trong nude tiéu dudi dang
pazopanib v chét chuyén hoa. Céc két qua tir md hinh duge dong hoc quin thé (dir ligu tir
céic di tuong ¢6 cée gid tri CLCR ban diu khoang tir 30,8 ml/phit dén 150 ml/phat) cho théy
riing suy thiin dutmg nhu khéng cé édnh hudng lién quan trén lam sang ddi véri durge ddng hoc
clia pazopanib. Khong cin chinh liéu cho bénh nhén ¢é do thanh thai creatinine trén 30
ml/phat. Nén thiin trong véi nhitng bénh nhén c6 d§ thanh thai creatinine dudi 30 ml/phit do
chira ¢6 kinh nghiém sir dung pazopanib & nhom bénh nhén nay.

Suy gan

Nhe
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Trung vi Cimax vt AUC(p-24y cla pazopanib & trang thai én dinh & nhitng bénh nhén c6 bit
thudmg nhe trong céc thong s6 vé gan (duge dinh nghia 14 hodc bilirubin binh thudmg va ting
ALT & biit ky mitc d nao hodc ting bilirubin téi 1,5 1in ULN bit ké céc gid tri ALT) sau khi
dung 800 mg mét 1in m&i ngdy 12 twong tur véi gid tri trung vi & bénh nhén c6 chite ning gan
binh thutmg (xem bing 4). 800 mg pazopanib mét lin mdi ngay 1 liéu khuyén céo cho nhiing
bénh nhan bét thudng nhe vé cdc xét nghiém huyét thanh dénh gid chirc ning gan,

Trung binh:

Liéu dung nap t6i da (MTD) clia pazopanib & nhitng bénh nhin suy gan trung binh (dwgc dinh
nghta 1a ting bilirubin >1,5 dén 3 lAn ULN bét ké cdc gia trj ALT) la 200 mg mt lin mdi
ngdy. Chc gid trj trung vi AUC 24y v&d Cuax ¢ trang thai on dinh sau khi ding 200 mg
pazopanib mdt lin mdi ngay trén bénh nhiin suy gan trung binh la khoang 44% va 39% céc
gid tri trung vi turong (g sau khi ding 800 mg mdt lin mdi ngdy & bénh nhéin co chire niing
gan binh thuimg (xem Bang 4).

Dya trén dir liéu an todn va tinh dung nap, nén giam liéu pazopanib xuéng 200 mg mét lin
moi ngay & nhitng bénh nhiin suy gan trung binh.

L
—

11
Ning: ::;
Céc gid tri trung vj Cpa vt AUC(0.24) & trang théi &n dinh sau khi ding 200 mg pazopanib mot om0l
lan m&i ngay & nhitng bénh nhin suy gan niing la khoang 18% va 15% céc gid tri trung vi T:m
tiong (g sau khi diing 800 mg mdt lin mdi ngay & nhimg bénh nhéin ¢6 chire niing gan binh e
thudmg. Dyra trén sy gidm mirc phoi nhiém va dy trir gan han ché, khéng khuyé'n cho sir dung

pazopanib cho cic bénh nhén suy gan nang (duge dinh nghia la bilirubin toan phén > 3 lin
ULN bét ké cdc gia trj ALT).
Bing 4. Trung vi cic gid trj dwge djng hoc ciia pazopanib & trang thaii on dinh dwge bio
cio trén bénh nhéin suy gan

Nhom " Litu nghién | Cua (ng/ml) | AUC (0-24) Li¢u khuyén
cirn (pg x hr/ml) ciio

Chire ning gan | 800 mg OD 52,0 B88,2 800 mg OD
binh thudng (17,1-85,7) (345,5-1482)
Suy chirc ning | 800 mg OD 3335 774,2 800 mg OD
gan nhg (11,3-104,2) (214,7-2034,4)
Suy chire ning | 200 mg OD 222 2568 | 200 mgOD
gan trung binh (4,2-32,9) (65,7-487,7)
Suy chirc ning | 200 mg op | 9.4 130,6 Khong khuyén
gan ning (2,4-24.3) (46,9-473,2) cio
OD: mit lin mdi ngay '
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Bénh nhdn tré em

Khi ding pazopanib 225 mg/m? (dudi dang hdn dich uéng) & nhitng bénh nhin tré em, céc
théng s duge dong hoe (Cmax, Tmax and AUC) trong tyr nhur di bao cdo & b¢nh nhén ngudi
1ém diing pazopanib 800 mg. Két qua chi ra ring khong c6 su khéc biét déng ké trong dd thanh
thai clia pazopanib, duge binh thirdmg hoa theo dién tich bé mit co thé, gitra ngudi 16n vi tré
em.

QUY CACH DONG GOI: Hop 1 1o x 30 vién.

PILU KIEN BAO QUAN: Bio quéan & nhiét dd khong qué 30°C.

HAN DUNG CUA THUOC: 36 théng ké tir ngay san xuét

TIEU CHUAN CHAT LUQNG CUA THUOC: NSX

TEN VA DIA CHI CO SO SAN XUAT:

SUN PHARMACEUTICAL INDUSTRIES LIMITED

Survey No, 1012, Dadra — 396 193, U.T. of Dadra and Nagar Haveli and Daman and Diu, An
Do

SUN

FHARRMA,
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