Piéu tri ung thu té bao biéu mo than O

6 sy hap thu cua sorafenib, nhung tang 15-50% hap thu clia capecitabine va 0-52%
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hén: Hoat chat: Mai vien nén bao phim co chiia 200mg sorafenib (274 mg sorafenib 1én 21% AUC cla doxorubicin. Kni su dung vai irinotecan, ma dugc chuyen noa Gau tieh
0S IateT. Ta duge: Microcrystalline cellulo%e, Croscarmellogegspdium, hypromellose (5cP), Dol SN38 va sau do dugc chuyén hoa bai con dugng UGT1AT, co su gia tang AUG cla
sodium [auryl sulfate, magnesium stearate, macrogol 3350, titanium dioxide, oxide satdo.  SN-38 tU 67-120% va téﬂg 6-42% AUC cua Irinotecan. Docetaxel: Docetaxel (75
Chi dinh: Biu trj bénh nhan ung thu t8 bao biu mo than tisn trién. Biéu trf bénh nhan ung flodc 100 mg/ m’ 1 I&n mo6i 21 ngay) khi st dunﬁ,dﬁn  thoi voi sorafenib 5200 mg ngay 2
th t& bao biéu mo gan. lan hoac 400mg ngay 2 Ian st dung tu ngaxt (1 2 den 19 cla chu ky 2 n%aoy sau do
Liéu lugng va céch dung: Liéu khuyén ding: Liéu khuyén dang hang ngay cua sorafenib 9ung dung thudc trong 3 ngay, kétqua la AUC cua docetaxel tﬁnﬁ.tu.%'a o va nong
4400 mg (2 vién x 200 mg?mf)t Ién, uGing 2 14n mot ngay, co thé udng khong kem thic an hozc 40 toT da Cmax cua docetaxel tang L 16-32%. Can Iha“ trong il su dung d%}]%.thﬂl_ /
udng cung bita an co ti |e mo thap hozic vila, Cach ding: Thuc vien dung theo dudn% uﬁnﬁ._ sorafenib va doc‘?taxe'-.Ph°',h‘-’R véi cac khang sinh khac: St dyng dong thoi voi
Nugt vien thudc kem theo mot it nucc. Théi gian diéu trj: Can diéu trj lien tuc cho dgn khi Neomycinsé [am anh husng dén chu trinh gan ruot ciia sorafenib, dan deén [am giam hap
benh nhan khang con nhan dugc nhang loi ich [am sang tu liéu phap nax(hoac dén khi xuat thu sorafenib. Anh huéng cua cac khang sinh khac van chua dugc nghién ciu, nhung
hién-cac doc tinh khong chap nhan dugc. De liéu, chinh liéu, nhlrng huyén dung dac g nhu phu thudc vao kha nang cta chiing lam giam hoat dong cla glucoronidase
biét: Khi nghi ngo xay ra tac dung ngoai { clia thudc c6 the cn ding thudc tam thoi hoc giam U dung cho phu nit ¢o thai va cho con bi: Phu nif co thai: Chua co dd nghien cuu
liét dung cua sorafenib. Trong frudng hap phai giam liéu, liéu sorafenib nen giam xugng 2 & chua co nghién cuu doi chiing vé viee s dung sorafenib v6i phu nd c6 thai. Nén tranh
vien 200mg uéng ngay 1 an, ﬂh_ém bénh nhan %éq bigt: 772 em- Khong c6 55 lieu an toan 0 thaitrong thdi gian diéu tri sorafenib. Khong su dung Sorafeni troq%‘mdl’glan mang
va higu qug clia Soratenib dgi v6i nhom bénh nhan nhi. Ngoi gia (trén 65 ul), gidi tinh va thal. Phu i trong do tudi sinh de: Nén su dung bien phap tranh thai hdp Iy trong thol
cn néng: Khong can thit diéu chinh liéu doi voi y&u 16 tui tac (tren 65 tu), gidi tinh va can 91an st dung thudc va 2 tudn tiép theo sau khi ngung thudc. Cho con bi: Hién chua ro
nin Sy gan: Khong can thiet diéu chinh [iéu doi vei bénh nhan suy gan 6 muc do Sorafenib co bai tiét vao stia me hay. khong. Phu ntl nén nging cho con bu trong thoi
1 j%-PugK £ hoac B. Chua c6 nghién ctiu vé st dung sorafenib 6 benh nhan suy gan micdo gian su dung sorafenib. Kha nang sinh san: Két qua tf nhng nghién cdu trén dong
Chﬂd-Pugth. Sl#; _tI|73n.' Ighﬁré%cén thléthd|éu chinh ||éuddﬁ| Vi béfnh,rtl)hé% suy 1 han nhe, \ﬁ‘ja, \C’g} cho thay sorafenib ¢ thé lam suy y&u kha nang sinh san cia ca giong duc va giong
nana ma chua phai loc mau. Chua co nghién ctu vé st dung sorafenib 6 bénh nhan suy than - » = z ,
da Igc mau. Nén thes dor can biing i dien giai 6 cac bgenh nhan c6 nguy cd r6i Ioar\{ chic Tac dl“‘? Ién kha néing lai xe va van hanh may méc: khong co bang ching cho
nand than. théy sorafenib ¢ anh hudng dén kha nang lai xe va van hanh may moc.
Chgm ehi dinh: Khong ding Nexavar® cho nhing bénh nhan qua man véi sorafenib hoac Tac dong khong mong muén: Tac dung ngoai y nghiém trong quan trong nhét
bat ky thanh phan nao clia thudc. gém: nhoj mau co tim/ thisu mau cuc bo, thiing dudng tiéu hoa, viem dgan do thugc,
Canh béo va than n'gng: €6 thai: Phu nd trénh co thai trong khi diéu tri voi sorafenib, Phu XUat huyét va tang huyét. ap/con tang huyet &p kich phat. Cae tac dung ngoed ¥
?ﬁ] tr%ng d tug_l glnh tﬁ élp‘ _p(halhducg_ttﬁ’)n Ibéo vhé khéhnzétqg ¢o hai cu:%hsqrage%b vglh bao H:Ilégg% (?ﬂgﬁ?ﬁgifc ?j:lg gglé 573%@%2%1:23”5 gﬁnc g?]cirggl c'\r}ltén ng)] (‘j:a‘ }:axa\é fuﬁs
ai, bao gom di dang thai nhi (sinh quai thai), Iam cham phat trién va gy thai ché luu, Khon s gl s i ) i Aoeke ReAs.
sti dung Sorafonib K, dang co thai. Khi ké don can can ghéc néu |gi ?ct;/mang lai nhiéu hon ngoal § diige bao cao it nhat 5% trong s6 bénh nhén dhét ky nhom diéu trj nao

nguy cg doi véi thai nhi. Ngting cho con bu khi diéu tri voi sorafenib. Déc tinh trén da: Phan - "an!,'e“‘c!“! 6 11213 un iéu mo than: chan dn; dau dau; tang ugét
(ing trén da tay\va chan (chtng do da long ban teg/ -ban chénLya phat ban. Cac phan ting nay 4P, DOC ho% tiu chay, bu nanytao Rgphat ban, rung toc, hoi chun%taych n,
thudng la CTCAE do 1 & 2 }#‘éu chi dnh gia cac doc tinh phd bién cua Vien Ung thu Qudc gia) nua, ban do, kho da, (g€ day ~Jayddichi; met m 3sg nhugc. éc_ghén
& nhin chung thuong xuat fien trong 6 tuan dau diéu trj sorafenib. Biéu tri doc tinh trén daco Ung phu dudc bao LAl “%&;0 bgnh nhén o bat ky nhém dieutri |
he sif dung cac loal thudc boi tai cho nham |am giam trieu chung, ngung diéu tri tam thoi Nao - nghién ciu ‘ang thu' \no gan: chan dn; tieu chay, buon

g
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va/hozc thay doi liéu dung sorafenib, hoac d6i véi nhing frudng hop nang hoac keo dai dai NON. dau bung, nn: Hoi chigng tay-chah; rurig #9, phdl ban, ngua, kho da; met moi, suy \\
déng,anEn r]yun sU dung iroton. Tan huyét ép:_Té?\g huygt éppc() th% & mic do nhe va nhuoc, giam can, kifan tiéng, Cae mﬂn ing'phu dugc ghi nhén d céc bénh nhan \
yila, Xuat hjén som & giai doan dau & d& dang diéu tri bang ligu phap chong tang HA chugn. tf cac thif nghigm lam sahgkhac nhau’hoac il viéc sif dung hau ma: Rat | -
Xuét huyét Tang nguy co chz}% mau co thé xuat hién tron% qua trinh diéu tri vi sorafenib. 17u0ng gap (<1/18).Alamkiyn Wu%“ hdsPhat frong mau; xuat huyét (bao
Nén cham dut su dung Sorafenib o1 v bt ky ruong hop chay mau nao phai can thiep bang 9om xudt huyet da d \8@?@“& an e 0). tang huyet ap; tieu chay, budn

cac bién phap v t&. Warfarin: Chay mau bat thueing hodc gia tang ti s6 INR da dugc bao cag 10N, non; man do, rung,toc, saetrieu chéhg o'ganda tay, ban do, ngtia; met o, dau /
d 1 s6 benh nhan st dung warfarin dong thoi véi sorafenib. Nhiing bién chiing trong giai (Pao gom. fieng, /%an Xuahg Eﬂl i u Vadau dau). tang amylase, tang lipase.
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doan lanh vét thuong: Chua co nghién cgu chinh thic dudc tien hanh vé tac dung cua g gap A ! L Db i ki) ATV Ae Mt

sorafenib trong o gian 1anh vét thuong. O nhang bénh nhan dang trong giai doan phau giam iéu cau; biéng an, giarTOlGLRARM Ca .
BT o o oo a0 o vt Ui oo s S s S LRSS
va/hoac nhoi mau co fim: Nén can nhac ngting sti dung tam thai hodc vinh vién sorafenib M I, [ g r : 3
d6i v6i benh nhan tién trién thisu mau cuc bo%a/ﬁoac nhe1 mau co tim. Kéo dai khoang QT: tieu, nuot kho; kho da, nguia, bong da, n6i mun, bong vay trén da; 3au khdp, dau cg; suy
Nexavar cho thay kéo dai khoang QT/QTc, diéu nay co the dan dén gia tang nguy cd nhip than; dam nieu; réi loan cuong duong; suy nhuoc, 5,5\}1?3 cum; giam can, tang thoan
nhanh that. Thiing dudng tiéu hoa: La bien c6 hism khi xé}/1 ra va theo béo cdo chi xuat hien dua transaminase. Khong thucng ggp (=1/1,000): Yiém nangong; cac phan tng qua
vdi i & it hon 1% benh nhan st dung sorafenib. Suy gan: Knong co s6 liéu d6i voi bénh nhan  Man (bag g6m cac phan Ung ngoal da va ndi may; nhuac giap, cudng gi g,‘glém natri
suy gan nang Child-Pugh C. Vi sorafenib cha yéu dao thai %Ja 1g‘?n, su tiép xtc véi thudc co the Mau, mat nudc; hoi ching ndo chat trang LRPLE):FG” huy8t ap cao kich phat; chay nucc
tang |én & nhing bénh nhan suy gan nang. Con dm‘mg UGT1AT: Can than trong khi su dungﬂ mai. bénh phdi mo ke; trao ngudc da day thyc quan, viem tuy, viem da day, thiing dudng
sorafenib ket hop i cac thusc ma duce chuyén hoa/thai tri chi yéu qua con dyong UGTTAT tiéu hoa; tang bilirubin va vang da, viem tdi mat, viem dudng mat; ch mhban do da
vi duirinotecan). Docetaxel: Sﬂdunq_dﬁn thoi docetaxel (75 hoac 1 Um?/m?)va sorafenip dang. U gai sung/ung thu t bao vdy cua da; chiing Vi to 0 nam; tang phosphatase
200 hozic 400mg 21an/ ngay), st dung liéu dung thong thudng cta docetaxel vdi 3 ngay ngiing kiém, thoang qua trong mau, r6i loan dong méau néng do prothrombin bat thuong. Higm
U6ng thuc, cho thay ket qua lam AUC (dién tich dui dudng cong) cia docetaxel tang ti gdp (=1/10,000, <1/1,000), Kéo dai khoang QT; hoi cning than hu. Khdng ro: Phu
56-60%, Cén than trong khi st dung d6ng thoi sorafenib va docetaxel, Neomyein: St dung Mach. phan ing qua man; viém gan do thudc; viém da sau xa trl, viém mach huy bach
ggn%t%m é/‘dlaN%omycm o6 tthé Eﬁn dén giam sinh kha dung ctia sorafenib (xem Phan tuong ﬁ%”lii%?r'l cgggqa .E?Z%”.ffé’ﬁ?%’.% ggf'a‘lhttlr' R?.‘,J lTI'?éttﬁll.Jf ooy m il lgt;hg?g'?:ﬁ
c thudc & cac dang tuong tac khac). Gkl ) 3 L
Tuong tac véi qac?thua% khac vg céc dang tuong tac khac: Cac thudc kich thich S0 11213): Tang lipase va amylase thuong dugc bao cao. Nhiing b l'(w%ng tron
CYP3A4: Udng lien tuc dén%thm sorafenib va r|famﬁ|cm co thé é%glém trung binh 37% Xét nghiém can lam sap}ggd nhom bénh nhan ung thy 'é;ba” biéu md gan HC
dién tich dudi ducng cong,(AUC) ctia sorafenib. Cac thusc kich thich hoat dong cua CYP3A4 ’\I“&“e“ cifu 6 100554): Tang lipase da duoc ghi nhdn tt 40% bénh nhan trong nhom
khac (vf du: Hypericum perforatum hay St. John wort, phenytoin, carbamazepine, phenobarbi- NEXAVAR va 37% bénh q,hanjronﬂ nhom gid duac. Thégg béo cho bac sinhiing tac
tal, va dexamethasone) cting co thé lam tang chuyen hoa cta sorafenib va do do lam giam dung khéng mong mudn gap phai khi sit dung thuéc. . ’

_néng do sorafenib. Céc thudc tic ché CYP3A4: Ketoconazole, dugc ‘dun%m;’n ngay mot |an QuA liéu va cach xi Iy: khong co diéu tri dac hieu cho bénh nhan su dung %Ua ligu
trong 7 ngae/ cho cac tinh nguyén nam khoé manh khong lam thay d6i AUT ctia mot liéu don sorafenib. Liéu dung cao nhat cla sorafenib trong nghién cuu [am San?‘!é 800mg 2
50 mg sorafenib. Do do, dudng nhu khong cd cac IUUnénéc duc Iy 1am sang cua sorafenjbva 1n/ngay. Cac tac dung ngoai y dudc ghinhan khi st dunglieu dung nay chu yeu la tieu
cac thugc e che CYP3A. Cac thude chuyén héa béi CYP2CS: Biéu tri dong thoi sorafenib Chay va Rhan_ tng trén da. Trong truong hop nghi ngd qua liéu, nén ngting sorafenib va
va warfarin khong lam thay d6i PT-INR khi so véi ﬂlé dugc. Tuy nhién bénh nhan khi st dung tién hanh cham soc h6 trg. - do 5 -
warfarin phai kiém tra INR déu dn. Céc thudc chuyén hoa bai dong phan chon loc ciia Difliéu an toan tién lam sang: Doc tinh toan than: Cac nghien cUu vé iéu doc nhac
YP: Udng déng thai vi midazolam, dextromethorphan, va omeprazole, nhng thudc chuyén 1ai cho thay nhang thay doi t nhe dén vua (thodi hoa va tai sinh) tai cac co e khac
hoa [an Iuot bt cac cytochromes CYP3A4, CYP206, va CYPZCFQ, sau khi usng Sorafenib 4 nhau trén co thé. oc tinh trén hé sinh san: Khi sif dung thudc rén chuot va tho,
tuén khong lam thay doi sy hap thu ctia cac thudc nay. Biéu nay cho thégéng sorafenibkhong Sorafenib gay ra nhiém doc thai va quai thai. Doc tinh trén gen va tinh sinh ung
{fc ché cang nhu khong kich thich cac men xc tac cytochrome P450. Két hgp véi cac thude the Nghle.n cliu kha nang gay ung thu khang dudc tién hanh trén sorafenib.
chong ung thi khae: Trong cac nghien ctu fam sang, sorafenib duoc su dung dong thoi voi Han dung: 36 thang k8 tU ngay san xuat, S
cac thudc chdng ung thu khic v l1éu diéu trj bao gom: gemcitabine, cisplatin, oxaliplatin, Biéu kién bao quan: Bao quan tai nhit do phong, du6i 30°C.

_ paclitaxel, carboplatin, capecitabine, doxorubicin, Iringtecan, docetaxel va cyclophospha- (lugcéch ““9896'- Hop 6 vi x 10 vien. |
L el g o e
cisplatin, carboplatin, oxaliplatin hoac cyclophosphamide. Paclitaxel/Carboplatin: Su 3 0 . Ltd,
dure paclitaxelp(ZZS m mg va carbopla¥in AUCp: 6) v6i udng sorafenib SS p400 mg 2 T0hudng dlkqll sif dung da dugc phé duyét Nexavar/CPCDS 20/ 260912/ PI VN 01
Ién/%gaY() uﬁm%a sorafenib cho dén khi nghi 3 ngay trudc khi st dung paclitaxel/carboplatin Tai liéu tham khao: "

k&t qua khong anh hudng l6n dén dudc O[lj%tloc clia paclitaxel. Su ung cung ltc paclitaxel 4 e kv Anticancer Ther 7(5). (2007) 617-626 al : |
L225 mg/m?, mdi 3 tudn) va carboplatin (AUC=6) v6i sorafenib (400 m lén/?\gay, Khong GO iutson TE, Bellmunt J, Porta G o a; Sorafenib TARGET Clnical Trial Group. Long-term safety of sorferib in
hoan n/qung thuﬁcgikét qua tang 47% hap thu sorafenib, va tang 29% hap thu paclitaxel va - advanced renal cell carcinoma: Follow-up of patients from phase IIl TARGET. Eur J Cancer. 2010;46(13):2432-2440
ﬁﬁg (‘j’a lhgp tgu HOl:hgacll(lﬁgxeL éDu%c_ Adong‘ hho?, puzf( h(;aébppltanrclI ‘kho?r?db! anlht hu?ng: 3 &sc&ldzi?}[] 5 SEEi‘E?Znﬂ,ZSSti%iﬁerWM, etal. TARGET Study Group: Sorafenib in advanced clear-cell carcinoma N Engl
ng dir liéu nay cho ng can diéu chinh liéu khi diéu trj dong thoi paclitaxel va JMed. 2007;356(2):125-

carbo%l_atin_vdi so¥afenip, n¥a sorafenib phai .ngung 3 ngsa&/ trudc khi diég tri chg chu ki sau,

Capecitabine: Uong dong thoi voi capecitabine (750-1050 mg/m? 2 lén/ngéiy, ngay 1-14 mdi

21 ngay) va sorafenib (200 hay 400mg 2 |an/ngay, udng lién tuc) két qua khong Tam thay d6i




