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Diéu tri ung thu té bao biéu mé than tién trien ' @

| du udng: Nuot vién thu
uc cho dén khi bénh nhan khong con nhan dugc nhiin
ip ac dén khi xudt hién céc doc tinh khong chap nhan duoc. Kl
‘ joai y clia thudc ¢ thé can diing thudc tam thai hodc gidm liéu dung
, Trong triong hr;lp phai giam liéu, liéu sorafenib nén %lém Xxuéng 2 vién 200m
ing ngay 1 lan (xem muc: Nhing cdnh bdo dac biét va than trong khi str dung).Nh6m bén
nhan dacbiét: 77é em: Khong o 5o liéu vé an toan va hiéu qud cda sorafenib ddi véi nhom bénh
nhan nhi, Nguo gid (trén 65 tudi), gidi tinh va cdn ndng: Khang can thiét diéu chinh liéu dung doi
véi y&u to tudi tac (trén 65 tudi), gidi tinh hodc can nang. Suy gan: Khong can thiét diéu chinh liéu
dl‘m? véi bénh nhan suy gan & mic do Child-Pugh A hodc B. Chua cd nghién cdu vé sif dung
sorafenib & nhitng bénh nhan syy gan ghild-j’ug[\ (Xem muc: ddctinh dutc Iy - Nhom bénh nhan
ddc biét - Suy gan%. Suy than: Khong can thiét diéu chinh liéu dung doi v nhiing bénh nhan suy
than nhe, vifa, nang ma chua phéi loc mau.Chua co nghién ciu vé si dun% sorafenib & nhiing
bénh nhan suy than da c6 loc mau (Xem muc: Bdc tinh dugc luc hoc - Nhdm énh nhan ddc biét -
Suy than), Nén theo doi cénbirhqnudc va dién gidi & cdc benh nhan c6 nquy ca réi loan chiicnang
than. Chdng chi dinh: Khong dung Nexavar® cho nhiing bénh nhén qua man véi sorafenib hodc
bat ky thanh phan nao ciia thudc. Canh bao va than trong: €6 thai: Phu nit tranh ¢6 thai trong
khi diéu tri vi sorafenib. Phu ni trong do tudi sinh dé can phai duoc thong bao cho biét vé kha
nang ¢ hai ctia sorafenib vdi bao thai, bao gom di dang thai nhi (sinh quaithai), lam chdm phdt
trién va gay thai chét luu (gay doc cho phoi thai). Khong st dung sorafenib khi dang co thai. Khi
k& don can phai can nhac néu loi ich mang lai nhiéu han nguy co ddi vdi thai nhi. Nging cho con
b khi diéu tri véi sorafenib. Ddc tinh trén da: phan ting trén da tay va chan (chiing do da long
ban tay-ban chan) va phét ban, nhiing triéu chiing nay chinh la nhﬂng phan ting phu thdng
thuting nhét cta sorafenib. Phét ban va nhiing phan t’ln?J trén da tay va chan thudn?] la CTCAE do
Tva Z?Tiéu chi danh gid céc doc tinh pho bién ctia Vién Ung thu Quoc gia) va nhin chung thuting
xuat hién trong 6 tuan dau diéu tri sorafenib. iéu tri dac tinh trén da c6 thé st duin? cc |oal
thudc boi tai chd nham lam giam triéu chiing, ngung diéu tri tam thai va/hodc thay d6i liéu dung
sorafenib, hodc di véi nhifng truding hop nang hodc kéo dai dai ddng, nén ngimg sit dung
sorafenib, Tang huyét ap:Tang hunet ap o the o mifc do nhe va vifa, xuat hién sém 6 giai doan
déu va dé dang diéu tri bang lieu phap chdng tang huyét dp chuan. Xuat huyét: Tang nguy co
chy mau cd thé xudt hién trong qua trinh diu tri véi sorafenib, Su xudt hién chdy mau tram
trong thung hiém xay ra. Nén chém diit st dung sorafenib doi véi bt ky truong hgp chay mau
nao phai can thiép béng cac bién Ehép y té. Warfarin: (hég‘méu bat thutng hoac ﬁla tang ti s
INR da dugc bdo cdo & mat so bénh nhan st dung warfarin dong thai vdi sorafenib. Nhiing bién
chiing trong ?iai doan lanh vét thuong; Chua c nghién c(iu chinh thic dugc tién hanh vé tac
dung cia sorafenib trang thdi gian lanh vet thuong, O nhiing bénh nhan dang trong giai doan
phau thudt, nén tam thai ngiing st dung sorafenib vi nhiing Iy do can trong. Thiéu mau cuc bo

va/hoac nhoi mau co tim: Nén can nhdc nguing st dung

NEXAVAR cho thay kéo dai khoang QT/QTc, diéu nay co the dan dén gia tang nquy co nhip.ahanh
tht. Thiing dudng tiéu héa: I3 bién 6 hiém khi xdy ra va theo bdo céo chi xuat hién voiti I8 it
hon 1% bénh nhan st dung sorafenib, Suy gan: Khong c6 s6 liéu doi vdi cac bénh nhan sty gan
nang Child—Pugh C. Vi sorafenib chti yéu dao thai qua {;an su tiép xtic véi thudc c thétang I%:
nhiing bénh nhan suy gan ndng. Con dudng UGT1AT: Can than trong khi stt dung sdrafenib 6t
hop véi ‘cdc thudc ma dugc chuyén hod/ thai tri chii yéu qua con dudng UGTHAT: (viy
irinotecan). Docetaxel: Stf dung ddng thoi docetaxel (75 hoac 100 m /m?) va sorafenib(2
hodc 400mg 2 [an/ ngay), sit dung liéu dungthﬁng thudng clia docetaxel vdi 3 ngay n ng
thudc, cho thay két qua lam AUC ?dién tich dudi duong cong) clia docetaxel tang tir 36-
than trong khi si dung dong thai sorafenib va docétaxel. Neomycin: Sit dl}ln?7 dqr?
Neomycin cd thé dan dén giam sinh kha dung ctia sorafenib (xem Phdn tuan%tact udc & cdcdt
tuong tdc khdc). Tuong tac véi cac thudc khac va cac dang tuong tac khac: Cac thudckid
thich CYP3A4: Udng lién tuc ddng thai sorafenib va rifampicin c6 thé gay giam trung binh 37%
dién tich dudi duong cong (AUC) cta sorafenib. Céc thudc kich thich hoat dong ctia CYP3A4 khac
(vi du: H{wpericum perforatum hay St. John wort, phenytoin, carbamazepine, phenobarbital, va
dexamethasone) cting ¢ thé [am tang chuyén hod ctia sorafenib va do do lam giam nong do
sorafenib. Cac thudc tic ché CYP3A4: Ketoconazole, mot tic ché khd manh ctia CYP3A4, dugc
ding mai ngay mot lan trong 7 ngay cho cac tinh nguyén nam khoé manh khdng lam thay doi
AUCctia mdt liéu don 50 mg sorafenib. Do d6, du@ng nhukhdng ¢6 céc tuon%téc duoclylam sang
cta sorafenib va cic thudc tic ché CYP3A4. Cac thudc chuyén héa béi CYP2C9: Diéu tri dong
thai sorafenib va warfarin khﬁn? lam thay doi PT-INR khi so vi gid dugc. Tuy nhién bénh nhan khi
stt dung warfarin phai kiém traINR déu dan. Cac thuoc chuyén héa béi dong phan chon loc
cia CYP: Uonq ong thoi vi midazolam, dextromethorphan, va omeprazole, nhitng thuoc
chuyén ha lan luot boi céc cytochromes CYP3A4, CYP2D6, va CYP2C19, sau khi uong sorafenib 4
tuan khong lam thay dai su hdp thu cla cac thudc nay. Diéu nay choth'e?L rang sorafenib khong
tic ché cang nhu khong kich thich cac men xiic téc cytochrome P450. KEt hop véi cac thuac
chdng ung thu khdc: Trong cac nghién c(iu lam sang, sorafenib dugc sit dung dng thai vdi cac
thudc chong ung thur khéc vai liéu diéu tri bao gom: gemcitabine, cisplatin, oxaliplatin, paditax-
el, carboplatin, capecitabine, doxorubicin, irinotecan, docetaxel va cyclophosphamide. Sorafenib
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sorafenib (400 mq 2 1an/ngay, khong co kho.’mg n& g thudc qua tang 47% hdp th
sorafenib, va tin% 9% hagl thu paclitaxel va tang 50% hap thu 6-OH paclitaxel, Dugc dong hoc
cia carboplatin khong bi anh hung. Nhiing dit liéu nag cho thdy khang can diéu chinh liéu khi
diéu tri dong thai paditaxel va carboplatin vdi sorafenib, ma sorafenib t;))hfai n7g$un? 3 ngay trudc
khi diéu tri cho chu ki sau. Capecitabine: Uang don thoi vdi capecitabine (750-1050 mg/m? 2
Ian/n%?y, ngay 1-14 mdi 21 ngay) va sorafenib (200 hay 400 mg 2 lan/ngay, udng lién tuc) két
qua khong fam tha%/ ddi I6n"sur hap thu cta sorafenib, nhlmg tang 15-50% hdp thu cla
capecitabine va 0-52% téng hap thu 5-FU. Doxorubicin/Irinotecan: Diéu tri dong, thi voi
sorafenib lam tang Ién 21% AUC ctia doxorubicin. Khi st dung véi irinotecan, ma dug chuyen hoa
dau tién bai SN38 va sau d6 duoc chuyén hod bdi con dutng UGTTA1, ¢6 su gia tang AUC clia
SN-38 tif 67-120% va gén?( 26-42% AUC ctia irinotecan. Docetaxel: Docetaxel (75 hodc 100
mg/m? 1 dn mdi 21 ngay) khi it dung ddng thai vdi sorafenib (200 mg ngay 2 Ian hodc 400m
ngay 2 lan stt duna tirngay thit 2 dén 19 cta chu ky 21 ngay), sau d6 ngung dung thudc trong
ngé%/, két qua [ AUC ctia docetaxel tang tir 36-80% va nong do t6i da Cmax ciia docetaxel tang tir
16-32%. Can than trong khi st dung dong thoi sorafenib va docetaxel. Phdi hop véi cackhang -
sinh khac: Sit dung ddng thai véi neomycin, mot tc nhan diét khuan khong tac dung toan than,
dugc stt dupg dé diét khuan tai dudng tiéu hda, sé lam dnh hung dén chu trinh gan ruot clia
sorafenib. Anh huéng cta cac khang sinh khac van chua dudc nghién ciiu, nerngIgan nhu phu
thudc vao kha nang ctia ching lam gidm hoat dong cia glucoronidase. Sit dung cho phu nir co
thai va cho con bu: Phu nif'¢é thai: Chua cé di nghién cifu va chua co nghién ciu doi chitng vé
viéc stf dung sorafenib véi phu ni cd thai. Nén tranh cd thai trong thgi gian di€u tri sorafenib.
Khong st dung sorafenib tronq thoi gian mang thai. Phu nif trong d0 tudi sinh dé: Nen st
dung bién phap tranh thai hap1ly trong thi gian st dung thuoc va 2 tuan tiép theo sau khinging
thudc. Cho con bu: Hién chia ro sorafenib c6 bai tit vao sifa me hay khong. Phu nit nén ngimg
cho con bii trong thai gian st dung sorafenib. Kha néng sinh san: Két qua ti nhiing nghién cifi
trén dong vat cho thdy sorafenib ¢d thé lam suy yéu kha néng sinh san cua ca giéng I va giong
céi. Tac dung trén kha néng 1i xe va van hanh may mac: Khong c6 bang chiing cho thdy
sorafenib c6 anh hugng dén kha nang Idi xe va van hanh may méc, Tac dung khong mong
muon: Cac tac dung ngoai y nghiém trong quan trong nhat gom: nhdi mau co tim/ thiéu
mau cuc b, thing dudng tiéu hod, viém gan do thudc, xudt huyét va tang huyét dp/con tang
huyét &p kich phat. Cac tac dung ngoai y thudng gap nhat 3om: tiéu chay, Bhét ban, rung
tac, hai chiing trén da tay va chan (twong ting véi hoi chiing do da long bantay-ban chan trong
MedDRA). Cac phan iing phu dudgc ghi nhan & cacbénh nhan ti cdc thirnghiém lam sang
khac nhau hodc tir viéc sit dung hau mai: Rat thuong ggp (<1/10): Gidam émeho bao;
gigmphosphat trong mau; xuat huyét (bao gom xudt huyét da day, dutng ho hép & xudt huyét
a0);-tang huyét ap; tiéu chay, budn non, non; man do, rung toc, cdc triéu ching & chan va tay,
mét moi, daquao gom: miéng, bung, xuong, dau tai khoi u va dau dau); téng
figeipase. Thudng gdp (=1/100, <1/10): Gidm bach cau, %lj’m bach cau trung tin
sthietl miy, gfam tigu cau; bieng an, giam calci mau; tram cam; U tai; bénh than kinh cam gidc
nqoai biémy’suy timixung huyét, thiéu mdu cuc bd va nhdi mdu co tim; khan tiéng; tdo bon,
viemmiéng,(bao gor&kho miéeng va loét & luGi), khd tiéu, nudt kho; kho da, ngiia, bong da, noi
.mun, bong Vay frén de; dau khdp, dau co; suy than; dam niéu; réi loan cu0n1q uong;suy nhugc,
‘s6t, gid cm; glam cafl, tang thoang qua transaminase. Khdng thutng gap(=1/ 7,000?: Viém nang
“6ng; cdcphan ngiglia man (bao gom cac E@én (ing ngoai da va ni may; nhugc gidp, cudng gidp;
mt nudc; hoi chiing nao chat trang (RPLE); con huyét ap cao kich phat; chdy nuac
& trao nguoc da day thuc qudn, viém tuy, viémda day, thiing dutng tiéu héa;
@ vang da, viém tdi mat, viém dudng mat; cham, ban do da dang, u gai stng/ung
ctia da; chiing vi to & nam; tang ﬁhpsphatase kiém, thoén? 9ua troan mau, r6i loan
au nong do prothrombin bat thuang. Hiém gdp (>1/10,000, <1/1,000): Kéo dai khoang
QT; hdi ching than hu. Kadng r: Phu mach, phan (ing qué man; viém gan do thudc; viém da sau
xa tri, viém mach hy bach cau, hi chiing Stevens-Johnson, hoai tif bieu m, tiéu cg van. Th()ng
béo cho béc sTnhitng tac dung khong mong mudn g{g) phai khi st dung thudc. Qua liéu va cac
xtt Iy: Khong c6 diéu tri dac hiéu cho bénh nhan sit-dung qud liéu sorafenib. Liéu dung cao nhat
cta sorafenib trong_ nghién ciiu Iam sang la 800mg 2 lan/ngay. Cctdc dung ngoai y duoc ghi
nhan khi stf dung liéu ding né{ chii yéu [a tiéu chay va phan tng trén da. Trong trudng hgp nghi
ngo qud liéu, nén ngiing soratenib va tién hanh cham soc ho frg. Di liéu an toan tién lam
sang: Ddc tinh toan than: Cac nghién cifu vé liéu doc nhdc lai cho thay nhifng thay doi tlf nhe dén
vifa ?thoélhoé va tdi sinh) tai cac ¢ quan khac nhau trén ca thé. Dac tinh tren hé sinh san; Khi sit
dung thudc trén chudt va tho, Sorafenib gay ra nhiém doc thai va qudi thaj; Do¢ tinh trén gen
va tinh sinh ung thu: Nghién ciu vé kha ne}nngéy ung thu khdng dugc tién hanh véi sorafenib.
Han dung: 36 thang ké tif ngay san xuat. Diéu kién bao quan: Bao quan & nhiét o phong, dudi
30°C. Qui cach dong géi: Hop 6 vi x 10 vién. Nha san xuat: Bayer Pharma AG, D-51368
Leverkusen,CHLB Diic. Cong t dén%lky': Bayer South East Asia Pte., Ltd., Singapore. Td hudng
dan sir dung da dugc phe duyét: Nexavar/CCDS 20/ 260912/ PI VN 01. Cong ty nhap khau:
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