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Rx 
Mvasi™ 

Thudc nay chi ding theo don thude. 
Doc ky hudng dan sir dung true khi ding, 
é xa tam tay tré em. 
Bao cho bac s¥/durec sf bat ci? tac dung phy nao gap phai khi st dung thudc. 
“MVASI™" 1a sinh phdm tuong ty voi sinh pham tham chiéu “AVASTIN™ 

4, TEN THUOC 

MVASI™ 100 mg/4 mL thudc am dac lam dung dich 48 truyén. 
‘MVASI™ 400 mg/'16 mL thudc dam diac lm dung dich 48 truyén: 

MVAS 6 mL thudc dam dac e 

MBi lo 16 mL thudc dam dac chira 400 mg bevacizumab, 
-MBi mL thuéc dam dac chira 25 mg bevacizumab’, 

& pha loding va cac khuyén cao vé thao tac khac, xem myc 6.6. 

~“Bevacizumab la khang thé don dong ngudi héa tai té hop dug san xuat bang cdng nghé ADN 6 té bao budng tring clla chudt ddng Trung Quéc. 

| Xem myc 6.1 48 biét danh sach day di té duge. 

| 
| 

3. DANGBAOCHE 
- Thubc dam d&c lam dung dich 48 truydn. 

Chat ling trong sudt t6i tréng duc nhe, khéng mau tdi.vang nhat. 

4 DAC TINH LAM SANG 

“44 Chi dinh digu tr 
MVASI phéi hop voi héa tri igu da trén fluoropyrimidine dug chi dinh d@ didu tri bénh nhan ngudi lon bj ung thu biéu mé dai tryc trang di cn, 

MVASI phéi hop voi paclitaxel dug chi dinh dé diéu tri bude mot cho bénh nhan ngudi Ién bj ung thu vd di cn. Xem myc 5.1 dé c6 théng tin vé tinh 
trang thy thé phat trién bigu bingudi(HER2), 

MVASI, bd sung cho héa tr liéu diva trén bach kim, dug chi dinh diéu tri buéc mét cho bénh nhan ngudi lon ung thy phdi khéng phaii té bao nhé tién 
trin kh6ng thé phdu thuat, di cn hod tai phat, khéng phai chu yéu té bao vay trén mé bénh hoc, 

MVASI, phéi hyp voi erlotinib, duc chi dinh didu tr) budc mét cho bénh nhan ngudi ion bj ung thu phdi khéng té bao nhé khéng té bao vay tién trién 
khong thé phdu thuat, di can hodc tai phat c6 d6t bién hoat héa Thy thé yéu t6 phat trién bidu bl (EGFR) (xem myc 5.1). 
‘(MVASI ph6i hop ‘Voi interferon alfa-2a dud ch dinh'd8 didu tr} bude mot bénh nhan ngirdi K6n bj Ung thu té bao than tién tridn va/hodic di cn. 

MVASI, phdi hop voi carboplatin va paclitaxel dure chi dinh dé didu tri bude mét bénh nhan ngudi lon ung thu biéu mé budng tring, dng dan tring 
hoc ung thy mang bung tién phat tién trién (phan loai theo Lién doan San phy khoa qué té (FIGO) giai doan IIIB, IlIC va IV) (xem myc 5.1). 

IASI, ph6i hep voi carboplatin va gemcitabine ho&c phdi hyp voi carboplatin va paclitaxel, duc chi dinh dé didu tri bénh nhan ngudi lon ung thu biéu 
SNS NP oe cn wong oss ung taming bn UO pet ny ole vl bach Km Gp dn Gu Sn chu iu beg Doveczuned bt 
46 hoac cae thudc (rc ché VEGF khac hode thudc didu tr) tai dich VEGF. 7 

i hyp voi paciitaxel |, topotecan, hoéic doxorubicin liposome duc chi dinh 48 diéu tr bénh nhan ngudi lon bj ung thir bidu m6 budng tring, 
poate pe den thu mang bung tén phat pt dng bach Kim 48 nhgn king qué ha iu trinh ha tr de de va hua cu ti bag 
a eumathege thube ic ché VEGF khdc hod thudc dbu tr tal dich VEGF (xem myc 5.1). 

MVAS! ph6i hp voi paclitaxel va cisplatin hoc blén phdp khéc, paclitaxel va topotecan & bénh nhan khéng thé didu tri bang bach kim, duge chi dinh 

Gibu tri bénh nhén ung thu biéu mé te cung dai dang, tai phat hoc di cn (xem myc 5.1). 

42 Libu lugng va cach ding t 

MVAS! phai duc dung duéi sy giém sat ca bac sI 06 kinh nghiém trong str dyng cac duc pham chéng ung thu, 

' Ung thy biéy mb dal trang hoge tru trang di clin (mCRC) | ; 
Libu khuyén nghi cla MYASI, dugc ding dudi dang truyén tinh mach, la 6 mg/kg ho&ic10 mg/kg cn nang cho ding 2 tun mot lan hoae 7,6 mg/kg hoc 
4 mg/kg c&n nang cho ding 
INén tibp tyc dibu iri cho 46n kni ti6n trién benh ly bn trong hoje cho én khi dc tinh khéng thé chAp nhgn dye, 

Ung thy vi di céo (mBC) ’ 

Libu Khuyén nghi clia MVASI 1a 10 mg/kg cn ning cho ding 2 tun mt lan ho&c 18 mg/kg cn nang cho ding 3 tudn mot lan didi dang truydn tinh 

| 
| 

| 
| 
| 

"on ubp yc ib cho bn Kh tidn Win nh sn cb hoe cho dn kid tin Khdng thd chdp nn cage . ; | 

Dibu tf bute mot NSCLC Khong 16 bao véy khi phdl hop vot héa tf ligu dyva trén bach kim : 

Mn ng bh ung wh Bo bbc wang ih i cu am A MVR pg be dom Hu GW - 

Ubu chia MVABI la 7,6 can hobe 16 can ing 3 tudn mét ldn dudi truyén tinh 
rei tefl: ye do lad Moen oy Aplp-v er} bbe edie ba nen 
ton tp lye dibu 1) cho G6n hi bn tibn bénh iy lin 6 hoc cho dén khi doc tinh Khong thé chp nhén duge. 

_ Bibu Uf budc mip NECLG Kitng Wb bho vby 66 dot bibn EGFR hogt hoe khi phdi hop ve erlotinib 

tibn EGFR nbn dug thyc hipn wudc Wii bit diy didy tr voi ay kot MVASI va erlotinib. | 

Weise vb menh mb 6b vir cc Kk ohn Bm nh gb dong in i ‘ere Ae Sgn prong php lk nghiien 

- Libu Khuybn obo che MVABI Khi 90 dung bb sung cho arfotinib Io 16 maykg clin ning bi 3 tun dudi dang buydn inh mach, 

Non tp 1c Cibu Vi MVASI bb sung cho erlotinib cho 4) Kh ban tidn ibn, . 

06) von libu yang vi cich dung che erlotinib, 4 nghi tham Kho Wy hixdng din iy dung diy di) ae erlotinib, 

og ttueth bo shia ihn John virioba dh cha {imBCC) 
| Ulu Khuybn nghj ote MVABI Ib 10 my/kg cin nang mpl lin ni 2 tubn dudi dang truydn tinh mach, 

46m A yr" re | Pe , a ee id i ee ee he Bh ee fk. eh A eh... B.. Aone, bee ba kk



Uno thu bao thé tie tin voc dl cn (mBCC) 

Lidu Khuyén nghi cla MVASI la 10 mg/kg can nding mt ln mdi 2 tudn durdl dang truyén tinh mach. https://vn ras. com/ 

Nan tide tuc didu tr cho ti Khi tidn tridn bénh ly sAn cd hode toi khi déc tinh Khong thé ch4p nhan duge 

Didu tn bude mst: MVASI due ding bd sung voi rboplatin va paclitaxel trong ti da 6 chu ki didu tr), sau d6 tip tyc str dung MVASI dudi dang thubc 

fon tds cho dn kh bc phn ndo sau day xay ra trade, tin trig bénh hoe trong tl dala 15 thang hod cho dn khi dc tinh khéng thé chap 

nhan duge 

Lidu khuyén nghj cla MVASI la 15 mg/kg can nding cho ding 3 tudn mot lAn dui dang truydn finh mach, a 

iu tr bénh t&/ phat nhay cdm bi bach kim: MVASI duge ding dui dang phdi hgp véi carboplatin va gemeitabine trong 6 chu ki va lén t6i 10 chu ki 
ode phi hop vei carboplatin va pacitaxel trong 6 chu ky va lén toi 8 chu ky, sau 46 tip tye str dung MVASI dud dang thudc don tr gu cho dén Kh 

tién tridn bénh. Lidu Khuyén nghj cla MVASI la 15 mg/kg cn nang cho ding 3 tudn mot lan dudi dang truydn finh mach 

du tr bénh tdi phat nhay cam voi bech kim: MVASI durge ding du6i dang phdi hop voi mdt trong céc thudc sau - paclitaxel, topotecan (cho ding moi 
tuan mot ln) hoe doxorubicin liposome, Lidu khuyén nghi cla MVAS! la 10 mg/kg cn néing cho ding 2 tuan mét lan dui dang truyén finh mach. Khi 
diing MVAS! dang phdi hop vdi topotecan (cho ding vao cac ngay 1-5, 3 tun mdt lan), fidu khuyén nghj cla MVASI la 15 mg/kg cn nding cho ding 
3 tuan mét lan dui dang truyén tinh mach, Nén tiép tuc didu tri cho dén khi tidn tridn bénh hodic dc tinh khéng thé ch4p nhan duge (xem myc 5.1, 
nghién cru MO22224) 

Ung thu 06 ti cung 
MVASI duge ding phdi hop véi mot trong cdc phac a hea tr idu sau day: paclitaxel va cisplatin hodc paclitaxel va topotecan. 
Lidu Khuyén nghj cla MVASI 1a 15 mg/kg can nang cho ding 3 tudn mdt lan duéi dang truyén tinh mach, 7 
Nén tiép tuc didu trj cho dén khi tién trién bénh ly bén trong hoac cho dén khi déc tinh khéng thé chdp nhan dugc (xem myc 5.1). 

Quén thé dac biét 
Bénh nhdn ngudt gid: Khéng can didu chinh lidu & ngudi gia. 

Bé&nh nhén bj suy thén: An toan va hiéu qua trén bénh nhan suy than chura duoc nghién ciru (xem muc 5.2). 

Bénh nh&n bj suy gan; An toan va hiéu qua trén bénh nhan suy gan chua duc nghién civu (xem myc 5.2) 

Antoine evan wn om a 181 cr ce x i ic mb rong ccc 485.1 v6.2 tung Kg ; 
Gua ra khuyén nghi & ~ ~ — 
Khong cd si dung lién quan cia bevacizumab & quan thé tré em trong céc chi dinh 48 didu tri ung thu dai trang, tryc trang, phdi, budng tring, éng dan 
trig, mang bung, 08 tiv cung va than. _ —e 

MVASI duge sir dyng dung tiém finh mach. Lidu dau tién cn dugc cho diing trong 90 phiit dui dang truyén tinh mach. Néu liéu dau tién dugc dung 
nap t6t, ob thé truyén lidu thir hai trong 60 phat. Néu truyén 60 phitt duc dung nap tét, tat cd céc ln truyén tiép theo 06 thé thyc hién trong 30 phut. 
Khéng nén dung duéi dang tin céng hodc tiém nhanh tinh mach. 
Gia liéu khi gap phan ung phy khéng dug khuyén cdo. Néu duge chi dinh, can ngirng st? dung vinh vién hoac giam liéu nhu da mé ta trong muc 4.4. 

Dé biét d&n pha long duc phdm truéc khi ding, xem myc 6.6: Khng nén truyén clung hoac tron ln MVASI vai dung dich glucose. 
duge tr6n duge nay véi cdc duge phdm khac trir nhimg loai da dé cap & myc 6 6. 

43 Chéng chi dinh Se AMSG) eb 8) 7 ‘Dy 
* Qué man v6i hoat chAt hoc voi bat cir t4 duge nao liét ké trong myc 6.1, 
+ ~ Qué mn v6i san phdm t8 bao budng trig cia chudt ddrig Trung Quéc (CHO) hoac cdc khang thd ngudi hoac duge ngudi héa tai td hop khac. 
i Co thai (xem myc. 4.6)... , f Jd¥ OUD 6G RY iba! 760) pry cok 4) 2 

44 Cénh béo va thén trong khi ding ; Dib.t ieee 
Di od tin vie ryt ngun gb ob cdc due phim sinh he, Bit dg va 8b 8 a Sh pm a8 cng pal dug hi (adc rink by) rong hd 

vq) SNe " 

meditate eh ol Bi wy! Wo 16. (Bo , ‘ ‘ 

‘Bn nhin ob thé o tng nguy co’bj thing dung tiéu hoa va thiding tal mat Kil dure du’ barig beVacizumab. Qua trinh vim trong 8 bung o6 thé la 
yeu 1b nguy oo dan dén thing déng tiéu héa trén bénh nha ung thu biéu m6 dai trang hod tryc trang di cn, do dé, cn thain trong khi didu tr nhiing 
bénh nhdn nay. Chiéu xa trudc day la mot yéu 16 nguy co dan dén thing GI trén bénh nhan dug didu trj ung thu od tty cung dai dang, tai phat ho&c 
di can bang MVASI va tat ca benh nhin bj thiing Gl da cd tén si chibu xa trud day. Didu tr cdn phi dig vinh vin trén bénh nhain bi thing dudéng 
tiéu hoa. . ; 

‘Durong x Gi-4m dao trong Nghién cry GOG-0240 

Bénh nhan dug dibu tr ung thy ob tir cung dai dang, tai phat hodc di can bang bevacizumab c6 tang nguy ca dan dén dung rd gira am 

Pater ae eae puna bee eg le xa trudc day. Tai phat ung thy Sapib cing i ie tie crtva heer ee ay phat ung thy trong xa trud¢ day la mot yéu t6 nguy co quan 

urong 16 khong & GI (em muc 4.8) 
Béonh nian 06 thé 06 tang nguy oo dan dén phat tién dung ro khi duge didu tr] bang bevacizumab. Ding MVASI vinh vién dudng 
Wo tye ulin TE) hae bl cr Grong 186 mir 4 no {Vin Ung tur Qube gia US Tu chun Thusteod Thove tone obser aoe 
(NCI-CTCAE phibn ban 3)). C6 it thong tin vb vig tibp tyc ei dyng bevacizumab trén bénh nhan ob cac ro khdo, Ti 
song long ten 6 Godoy Weuble, che coe pada vgs ane iam valid Tong trong hep dong rbd 

Perea tek cs an nice cai es wh Ws ng ok i ch ha vt iuoeg iém trong, bao gdm cac bidn ' vangu > slg nin Ngo, 08 dure bio cho vin kid qué dibu tr din dén ti vong. Khong nén bat dau didu ty trong it 28 ngay sau dai phdu aoa at fnscig do hu tat bn hn. Trén eh hn ob cc bibn ching Nin vt ing diy tho din a vr eux rtd ieariitoninn chang thyong trong qua inh dibu ty, can tam dimg didy tri cho dén khi vét thuong 

Vien an 109 0, tray gin che wuteng hyp dln dn ii vong, hiém khi duc bio oho wen 
Bg Hk a hea cng erg gr une a ng Nn ry BA Crg WAS NO hs ven an tia@i a v6 Can ritvarth bht dhu 

Titi Lull Loa ss 4) 
Tony W iy ta tory IniylA by 06 Gvye quan wal thby (er nan duge , 7) aie y ¥en bonh nhon dugo dibu ii hab. DO Wu dé an todn dn iden séing cho thay t 9 bj ting cae ity No phy thule, hu «Ae ag Br n godt diy du Yue khi bat dau didu ti bdrnig MVASI. Khong od 
ib Wok ying (Ait Larviacacaaraty Won Lape svn Vary b W ; Pepe ie eye Lignin any huybt op Kory ibm yopl dug & thoi didmn bat dy diy i. Theo didi huydt ap nin chung 

Tete bos HA (ax wutriy tiyp. tony hayld bp Buge Kibm wos diy 46 bing cdich ding bidn phip diy hi l peed acetate Th tat et hate niu tai thin 4 can Vary huyld op bc Whe Ub nko do Ug lwyét bp ney eee si * 
Hi ta Lath da So it haa APR) Loc Lc 4.8) 

he bho cho lh ts a bs Eig teva cb bod tia vita chong oh hp vt PRE, bet nop 8 na fa 
Hin, 0 th tabu hip Ung cc cu hip vb Cac Ibu Gong wa by Vor 6b vax du hip va cdc Vigu ching Khe, co gi, dau dd, rang thal tdm thé thay db), rb) Jopn thi ly, hubc mu v6 nig, 4d huge Khong 6b lang huyt Op paid) hyp doa PRES cin pha xo dinh theo hinh anh nao, chyp obng hutreg Ws (MRI) duoc re dung hon Tién Ubrii hin bi PRES, dibu i cl ibu ching oy Unb bao gdm kid oat ting huydt dp duge khuyén nghi ban anh vic diag WAVASI. Khiéng 16 6) an tobn ce vibc Lat div dibu Vi igi bing bevacizumab ven bénh nhin kude day bj PRES, 

©



https://vnras.com/ 
Protein trong nue { tigu (xem muc 4.8) ; 
Ranh nhan od tidn str tng huydt ap cd thé 66 tang nguy co cd protein trong nude tidu khi durge didu tr bang bevacizumab. C6 bang ching cho thy 

protein trong nunde tidu tat cd ca mire dé theo (Vidn Ung thu Quéc gia US-Tidu chudn Thudt ng@ Thong thudng vd Bidn o6 BAt igi (NCL-CTCAE phién 

ban 3}) 06 thé lidn quan dén lidu, Theo di protein trong nuréc tiéu bang cach phan tich nuée tidu bang que thir dugc khuydn nghi true khi bat dau va 

trong qua trinh didu tr. Protein trong nue tidu d6 4 (hoi ching than hu) da thay & t6i da 1,4% 86 bénh nhan duge didu tri bang bevacizumab, Nén dirng 
didu ty vinh vin tr8n bénh nhén od hdi ching than hu (NCI-CTCAE phién ban 3). 

Thuyén tac huyét khdi dong mach (xem muc 4,8) 
Trong cac thir nghiém lm sang, ti é bj phan Ung thuyén tac huyét khdi dong mach bao gdm ca tai bién mach mau nao (CVA), con thidu mau nao cyc 

bO thodng qua (TIA) va nhdi mau co tim (MI) trén bénh nhén dang nhan bevacizumab dang phdi hop véi héa tri iéu cao hon so vai nhtrng ngudi nhan 

héa tr liéu don déc 

Bénh nhan nhan bevacizumab cong héa tr fiéu, c6 tidn su thuyén tc huyét khdi dong mach, tidu durong hodic trén 65 tudl c6 tang nguy co bj phan Geng 
thuy€n t&e huyét khdi dong mach trong qua trinh didu tr, CAn than trong khi didu tri nh(ng bénh nhan nay bang MVASI. 

Nén ding didu tri vinh vign trén b&nh nhan c6 phan teng thuyén tac huyét khdi déng mach. 

Thuyén tac huyét khéi tinh mach (xem muc 4,8) 
Bénh nhan c6 thé c6 nguy co bj phan ung thuyén téc huyét khdi tinh mach, bao gdm thuyén tc phdi khi dang diéu tri bang bevacizumab. 

Bénh nhan duge didu tri ung thu od tiv cung dai dang, tai phat hoc di c&n bang bevacizumab dang phéi hyp voi paclitaxel va cisplatin c6 thé 06 tang 
nguy co bj cdc bién ob thuyén tac huyét eh tinh mach. 
Nén ding MVASI trén bénh nhan cé phan tng thuyén tac huyét khdi de doa tinh mang (d0 4), bao gdm ca thuyén tac phdi (NCI-CTCAE phién ban 3). 
Bénh nhan 6 phan tng thuyén tac huyét khdi < d6 3 can dug theo déi sat (NCI-CTCAE phién ban 3). ; 

Xuét huyét 
Bénh nhan duge didu tr bang bevacizumab 6 tang nguy co xudt huyét, dac biét fd xuat huyét lién quan dén khéi u. Can ding MVASI vinh vién trén 
bénh nhan bj chay mau 46 3 hoac dé 4 trong qua trinh diéu tri bang bevacizumab (NCI-CTCAE phién ban 3) (xem muc 4.8). j 
Bénh nhan di cin CNS khéng dug diu tr thuéng [a bj loai trir khdi cdc thi nghiém lam sang vdi bevacizumab, cdn ctr vao cdc quy trinh tao dnh hoae” 
céc du hiéu va trigu chteng. Do dé, nguy co’ bj xudt huyét CNS trén nhtrng bénh nhan dé chua due danh gid theo thdi gian trong cac tht nghiém lam 

sang chon ngau nhién (xem muc 4.8). Bénh nhan can dug theo doi vé cc du hiéu va trigu ching chay mau CNS va divng diéu tri bang MVASI trong 

trwong hop chay mau néi so. 

Khéng 6 théng tin vé mé ta so’ Ie dé an toan cla bevacizumab trén bénh nhan cé tang chay mau bam sinh, bénh dong mau mac phai hod trén 

bénh nhan nhén ligu day du cdc thudc chéng déng dé didu tri thuy€n tc huyét khdi truéc khi bat dau diéu tri bang bevacizumab, dugc hiéu theo nghia 

théng thudng la bénh nhan da bj loai triv ra khdi cac thir nghiém lam sang. Do dd, cn than trong truéc khi bat dau diéu tri trén nhteng bénh nhan nay. 

Tuy nhién, nhieng bénh nhan bi huyét khéi tinh mach khi dang didu tri khong cho thay cé tng ti Ié chay mau tir d6 3 tro lén khi dure diéu tri ca mot liéu 
warfarin déng thdi voi bevacizumab (NCI-CTCAE phién ban 3). 

Bénh nh&n ung thu phdi khéng té bao nhé duge didu tri baing bevacizumab c6 thé c6 nguy co bj xuat huyét phdi/ho ra mau va trong mét s6 trong hop 

dan dén tir vong. Bénh nhan gan day bj xudt huyét phdi/ho ra mau (> 2,5 mL mau dd) khéng nén diéu tr) bang bevacizumab. 
. r 

Cac phan tng phi hop voi CHF da dugc bao cdo trong cac thiy nghiém lam sang. Cac phat hién trong pham vi gidm phan xuat tng mau & tam that trai 

Khong 06 trigu chimg dén CHF c6 trigu ching; c&n phai didu trj hoc ndm vin. Can than trong khi didu tri bénh nn c6 bénh ly tim mach dang ké trén 
tam s&ng nhu la bénh déng mach vanh cé tir trudc, hodc suy tim sung huyét bang bevacizumab: 

Hau hét bénh nhan cé CHF bi ung thu vu di can va da nhan diéu tri truéc day bang cac thuéc nhém anthracycline, xa tr trudc day & thanh nguec trai 

hoac 6 cac yéu t6 nguy co gay CHF khac. 
Trén bénh nhan trong AVF3694g da nhan diéu tri bang cdc thuéc nhém anthracycline va cha nhan céc thudc nhém anthracycline truéc day, khong 

quan sat thay tang ti Ié bj CHF 6 tat ca cc mirc dé trong nhom anthracycline + bevacizumab so voi chi diéu tri bang cac thudc nhom anthracycline. Cac 
phan tng CHF tir d6 3 tra lén phan nao xuat hién trong sé bénh nhan dang nhan bevacizumab dang phdi hyp vdi héa tri ligu throng xuyén hon trén 
bénh nhan dang nhan héa tri liu don déc. Didu nay phu hop voi cdc két qua trén bénh nh4n trong cac nghién ctru khac vé ung thu vu di can khong 

nhan diéu tri ddng thoi bang anthracycline (NCI-CTCAE phién ban 3) (xem muc 4.8). 

312 bacn Cau trung tinh va nhiem tung (xe 4.9 

Tang ti Ié gidm bach cu trung tinh & mic d6 nang, giém bach cau trung tinh c6 sét, ho&c nhiém tring c6 Hoc khéng C6 giém bach cau trung tinh & 
mirc 66 nang (bao gdm ca mét sé truéng hop tir vong) dé dugc quan sat thay trén bénh nhan dugc diéu tri bang mét sé phac dd héa tri igu d6c tinh 

voi myelin céng bevacizumab so véi héa tr igu don déc. Diu nay chii yéu thay & dang phdi hyp véi héa tr igu cd bach kim hoa cé taxane trong diéu 

tri NSCLC, mBC va dang phéi hgp voi paclitaxel va topotecan trén ung thu cé tur cung dai dang, tai phat hoac di can. 

Bénh nh&n o6 thé c6 nguy o¢ bi phan tng truyén thuéc/qua man. Nén theo déi sat bénh nhn trong khi va sau khi diing bevacizumab theo dy kién v@ 
bat cl [An truyén khang thé don dong nhén héa diéu tri nao. Néu phan tng xay ra, can dig truyén va str dyng cac bién phap diéu tri ndi khoa thich 
hop. Str dung thuéc toan than truéc dé khéng dam bao. 

‘a (0 3 

Cae trudng hep ONJ da dugc bao cdo trén bénh nhan ung thu dug diéu tri bang bevacizumab, phan lon nhiing ngudi da nhan didu tri true day hoae 
dong théi bang cc bisphosphonate dudng tinh mach, duge xac dinh ld c6 nguy co ONY. Can than trong khi dling bevacizumab va bisphosphonate 
dugc ding déng thoi hoc ké tiép nhau theo dudng tinh mach. 

Céc thi tye xém lan trong nha Khoa cGing la mét yéu t6 nguy co da dug xac dinh. Kham rang va chia rng phong bénh thich hyp can duge can 
nhdc trudc khi bat dau diéu tr) bang MVASI. Can tranh cc thd thuat xm ln trong nha khoa trén bénh nhan true day da nhan hoac dang nhan 
bisphosphonate dudng tinh mach, néu cé thé. 

Tiém di nhan 

MYASI khong dugc bao ché dé stv dung tiém ndi nhan. 

Rbi Joan mit 
Cac isuting hyp niéng 1 va cm cac bat igi nghiém trong & mat da dugc bao cdo sau khi ding bevacizumab khong chudn di tiém 
dpa tia fc stead indeed spell yar Che ha dg nds boo ghay va tl shan ohstet bone am 
trong rat nhu | viémn trong mat v6 tring, viém mang mach nho va viém dich kinh, bong véng mac, rach bidu md sac t6 vong mac, tang ap lyre ngi nhan, 
xu buy n6i nan nhu lé xual huyét dich kinh hoac xuat huyét vong mac va xuat huyét két mac. Mt vai trong s6 cae phan Wing nay dé dan dén mat thi 
iyc yUi nhibu mirc 46 khéc nhau, bao gdm cé mu vinh vién 

Ant butng son thin way hi pi dung n6| nhan 
Gitin nny 6h YEGF trong hé tun hon 44 duge ching minh sau khi didu tri bang khang VEGF ndi nhain. Cag phan Ung bat iol toan than bag gdm, 
nul buyld khong © rfl va phan Gny thuyén tac huyét khOi dong mach da duc bao cég sau khi tiém ni nhan cao thudo we chd VEGF. 

Bevarizumial /) the lar wuy glam Khé nang sinh 64n (xem myo 4.6 va 4.8). Do dé, chidn luge bao tdn kha nang sinh sdn can duge thao ludn voi 
_ iting phy nO be peng oink ng tude kKhi bot dau dibu ti bang bovacicumab : 



45 Tuwong tac thudc khac va céc deng tong tac khdc 

i GUNG CUS Ca K NOK cla eVAaCIZUMAD pe . 

Khdng quan sat théy twong téc duro déng hoc ndo of lién quan trén lém sang cia hoa tr idu ding déng thoi FALE Sed MNLAS.Cam/ 
- on ctr vao cc két qua cla phan tich PK theo quan thé. Khéng cd y nghia théng ké va cling khéng c6 sy khdc biét lién quan trén lm sang vé 46 thanh 
thai cla bevacizumab trén bénh nhan nhan bevacizumab don tr liéu so voi bénh nhan nhan bevacizumab dang phdi hyp véi interferon alfa-2a, erlotinit 
hoac cdc hda tr ligu khac (IFL, 5-FU/LY, carboplatin/pactitaxel, capecitabine, doxorubicin hoac cisplatin/gemcitabine). ‘ 

pevacizumMad ie ‘S + OV DEVat Vay tel df Cac Nuoe chong UNG Wu Kha 

Khdng 06 turong tac lién quan lm sang cla bevacizumab duge quan sat ¢ dug déng hoc cia thuéc ding thd’ alfa-2a, erlotinib (va chat chuyén 
hoa OSI-420), hoac héa tr itu irinotecan (va chat chuyén hoa SN38), capecitabine, oxaliplatin (dug xdc dinh bang dinh long bach kim ty do va bach’ 
kim toan b6) va cisplatin, Khong thé két luan vé anh huéng cia bevacizumab lén durgc dong hoc cla gemcitabine. 
Choi hop bevacizumab nitinib malate 

Trong hai thi nghiém lam sang vd ung thu bigu mé t8 bao thén di cn, thiéu mau tan mau do bénh vi déng mach (MAHA) 4a dugc bdo cdo & 7 trong. 
86 19 bénh nhan duge didu tri bang bevacizumab (10 mg/kg hai tudn mét lAn) va phdi hop voi sunitinib malate (50 mg mdi ngay). ‘i 
MAHA la mét bénh tan mau cé bidu hién a hong cau vé ra thanh ting manh, thiéu mau va gidm tiu cu. Bén canh d6, tang huyét dp (bao gdm con 
tang huyét ap ac tinh), tang creatinine va cac trigu ching than kinh da dugc quan sat thay & mét vai trong s6 nhomg bénh nhan nay. Tat ca cac phat 
hién nay 06 thé hdi phuc duc sau khi dig bevacizumab va sunitinib malate (xem Tang huyét 4p, Protein trong nuéx tiéu, PRES trong muc 4.4). 

1¢ lec a trén bach k loac taxane (xem muc 4.4 va 4.8 

Tang ti 6 gidm bach cau trung tinh & mire 46 nang, gidm bach cau trung tinh 6 sdt hoac nhiém trung c6 hod khéng cb gidm bach cu trung tinh & mde 
6 nang (bao gdm mét sé trudng hop tir vong) da dug quan sat th4y chil yéu trén bénh nhan di i i i 
taxane trong didu tr NSCLC va mBC. a 

Xa tri 

Chua thy hién nghién ciru nao vé tong tac thud. Cac khang thé don dong EGFR can duge sir dung dé diéu tr mCRC phdi hop voi héa tri ligu c6 
bevacizumab. Két qua tir cac nghién ciru giai doan Ill chon ngdu nhién, PACCE va CAIRO-2, trén bénh nhan mCRC cho thay viéc si dung cac khang 
thé don dong khang EGFR lan lot la panitumumab va cetuximab, dang phdi hep voi bevacizumab cdng héa tr liéu, lién quan dén gidm PFS va/hoac 
OS va kém theo tang déc tinh so voi bevacizumab cng héa tri liéu don doc. ae 

4.6 Kha nang sinh san, cé thai va cho con bi 

Phu ni 06 kha nding mang thai , 
Phu ni 6 kha nang cé thai phai sir dung bién phap tranh thai hiéu qua trong qua trinh (va t6i da la sau diéu tri 6 thang) diéu tri. 

C6 thai 

Khong c6 dir liéu cla thiy nghiém lam sang vé viéc str dung bevacizumab trén phy ni 06 thai. Cac nghién civu trén dong vat da cho thay déc tinh trén 
hé sinh san bao gdm ca dj dang (xem muc 5.3). Cac IgG duge biét la qua nhau thai va bevacizumab duge dy kién la rc ché qua trinh tao mach mau & 
thai va do d6 c6 nghi ng gay dj dang bam sinh nghiém trong khi ding trong qua trinh mang thai. Trong béi canh sau khi lu hanh san pham, da quan 
sat thdy cc tring hep bat thuong & thal'nhi trén phy nd duge didu tr bang bevacizumab don déc hoac dang phdi voi cdc héa tri ligu doc tinh trén 
phoi 4a biét (xem muc 4.8). Chéng chi dinh ding MVASI trong thai ky o6 thal (xem muc 4.3). -, 

C : + hn semen nen . : _ 

Khéng rd bevacizumab c6 dug bai tiét vao siva me hay khdng, Vi IgG cilia me duc bai tiét vo sia va bevacizumab cé thé gay tac hai cho qua trinh 
phat trién va tng tréng cla tré so’ sinh (xem myc 5.3), niF gidi phai dimg cho con bi trong qua trinh diéu tr va khéng cho con bi trong it nhat sau 

thang sau khi dung liu bevacizumab cudi cing. i 

Céc nghién céru déc tinh lidu lap lal tr8n dong vat da cho thay bevacizumab 06 thé o6 téc dung bat igi trén kha nang sinh san cla con cai (xem myc 5.3). 
Trong mét thir nghiém giai doan Ill vé didu tr hd trey bénh nhan ung thu dai trang, m6t nghién ciru phu voi phy nr tién main kinh da cho thay ti I cdc 
truéng hep méi bj suy budng trimg trong nhém bevacizumab cao hon so voi nhém déi chizng. Sau khi dimg diéu tri bang bevacizumab, chirc nang 
budng tring da hdi phuc & phan lon s6 bénh nhan. Khéng 16 téc dung lau dai cla diéu tri bang bevacizumab trén kha nding sinh san. 

‘4.7 Anh huong dén kha nang lai xe va van hanh may méc 

Bevacizumab khéng cé anh hudng hoa anh hudng khéng dang ké dén kha nang lai xe va sir dung may moc, Tuy nhién, budn ngii va ngat da dugc 
bao c4o khi sur dung bevacizumab (xem bang 1 trong myc 4.8). Néu bénh nhan cé cac trigu ching anh hudng dén thi lye va kha nang tap trung, hoac 

kha ning phan veng, ho cn duge tu van vé viéc khéng lai xe va khéng sir dung may méc cho dén khi hét trigu.ching, _ et, 

48 Tac dyng khéng mong muén s : pe 

‘Tom tat md td so Ivor vé an toan 
nial 

Mo td so luge 66 an toan ndi chung cla bevacizumab cn cir vao di ligu cla 5700 bénh nhan bj cdc bénh ac tinh khac nhau, duge didu trj chi yéu 

bang bevacizumab dang phdi hgp véi héa tr ligu trong cdc thir nghiém lam sang, 

NhGng phan Geng bat loi nghiém trong nha la ; 

» Thang dudng tiéu hoa (xem myc 4.4). 
fs Xuat huyét, bao gm xuat huyét phditho ra mau phd bién hon trén bénh nhan ung thy phdi Khong t& bao nhd (xem myc 4.4), 
+ Thuyén t&c huyét khéi dong mach (xem muc 4.4). 

Cac phan (eng bat igi thug duge quan sat thay nhat qua cac thir nghiém lam sang trén bénh nhan dang nhan bevacizumab la tang huyét ap, met mdi 
hoac suy nhuge, tiéu chay va dau byng 

Céc phan tich d0’liéu 46 an toan trén lm sang cho thay kha nang xay ra tang huyét ap va protein trong nude tidu khi didu tr) bang bevacizumab cé kha 

nding phy thydc liéu 

Danh sch theo bang céc phan lng bat loi 
Cac At igi dug lit ké trong myc nay rai vao cdc phan loai theo tAn suat xuat hign sau day: Rat thong gap (2 1/10); thudng gap 

@ hop one 4/10); Khong thuéng gap (2 1/1000 dén < 1/100); hiém gap (& 110000 dén < 1/1000); rat hiém gap (< 1/10000), khdng xa¢ dinh 
(khOng thé uc tinh tir dor ligu s&n 06). 

Bang 1 va 2 ligt ke céc phan Gng bat igi lién quan dén vige sir dung bevacizumab dang phdi hyp v6i cdo phac dd hda tr idu Kha nhau trong nhidu chi 

on 
Bang 1 cung chp tht 4 céc phan (ang bat igi theo tn sudt xudt hign duge xdo dinh la co mdi quan hg nhan qua vai bevacizumab thong qua: 

, 1116 méc wong 4bi d& dug ghi nhdn gitra céc nhom didu tj thir nghigm lam sng (vO It nhadt la 10% kha bigt so voi nhom di ching v8 cae phan 
(mg 46 1-6 theo NCI-CTCAE hoge it nhat 2% 4 chénh lech go voi nhom di chimg v8 cae phan tng dQ 3-5 theo NCLCTCAE), 
4c nghibn cizu 4b an loan sau khi cb gidy phép, 
béo cho ty nguyén, ( 
Che epiin oyu Gch Ml hoagiin iy can thifp hoge nghiGn odu quan ga, 
hose thing que dénh gié cac bao cho rléng ting ruonghop. om 

4 hp Nin ult cult hibn oho phan u o mire a Cao ' dQ ning durgo dinh nghia ld bide cd bat igi vor I 
WPI arto so vr nn eh verges svn cn a eg de pty $9 two NGFTCAR: Bary cn bo gcc in 

Ong Wht i duge MAH xem nhu 06 ¥ nghila Wen lam ang hoc & mirc a ndng 
Che phan (ng bt iol sau ki lvu hdnh ean phdmn dyge dua vao of hal bing 1 va 2, khi cdr. Thdng tin chi tit vd edo phan Ging sau Khi Kru hanh san 

phbm nby due oung chp trong Bang 3 _ 

Phin (mg bit oh dug thin vo phiin joq! thn subt phi hyp d clo bing ded dy thea ty ge cao nhAl durgo thay & bat kj chi inh ndo, 

Trong mbi phiin Jogi thn eubt xubt hign, cfc phiin dng bbt igi due trinh bay theo thir ty mde 49 nghidm trong gidm dn, 

Mon ob ht Io Ia co (ng thudng thay kh ding héa tr : uy nhidn, bevackzumab 96 thd lam cho ode phan Ung nay trim trong thém 

Wipro SE eee dy bat gonna chia cm dc dang ban Ob @ ban ly-bdn chan vol doxorubicin Hposome Mode , 

cach bn ch con po ca ena ohn @ 9 Oa NS PRS PR, ~ 

quanh . 
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e
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ng 1, Phan trng bat loi theo tan suat 
https://vnras.com/ 

Phan loai hé théng Rat thudng gap Thuong gap Khong | Hiémgap | Rathiém | Tan sudt khéng r6 
co quan throng gap 

gap 

Nhiém trang va nhiém ky Nhiém trung huyét, Ap xe>4, Viém can 
sinh trang Viém mé bao, Nhiém tring, hoai tl 

Nhiém trung dudng tiét niéu 

Cac réi loan vé mauva |Giam bach cau trung tinh |Thiéu mau, Gidm bach cau 
hé théng bach huyét c6 sét, Gidm bach cau, lympho __, i 

Giam bach cau trung tinh, 
Giam tiéu cau 

Réi loan hé mién dich Qua man, 
phan tng truyén. thudc**¢ 

Réi loan vé chuyén hoa | Chan an Mat nudéc 
va dinh du&ng Ha magnesi mau 

Ha natri mau 

Réi loan hé than kinh Bénh than kinh cam giéc | Tai bién mach mau nao, H6i chteng bénh| Bénh nao 

ngoai bién®, Loan van Ngat; Budn ngti ndo sau cé thé |do tang 

ngén, Dau dau, Loan vi giéc dhs hdi phyc*’¢ huyét ap? 

Réi loan vé mat Réi loan & mat, 
tang tiét nudc mat 

R6i loan tim Suy tim sung huyét®¢, 
Nhip nhanh trén that. . 

R6i loan mach mau Tang huyét dp’, | Thuyén tac huyét khéi ie 7 Bénh vi mach huyét 

| Thuyén tac huyét khéi (d6ng mach)*, * 5 khdi & than? 

. (tinh mach)>4 ')Xuat huyét?¢, 
Tac mach sau 

Cac réi loan hé hap, Kho thd, Xuat huyét phdi/ ho ra. Tang ap dong mach 

ngue va trung that Viém mii, mau ; Thuyén tac phéi, phdi?, Thing vach 
Chay mau cam, Gidm 6 xy mau, Chtrng khé ngan mii? 

Ho phat am? 

Réi loan tiéu hoa Xudt huyét true trang, viém | Thing dung tigu hoa?s, Loét duéng tiéu hoa* 
miéng, tdo bon; tiéu chay, . | Thting rudt non, tac rudt; 

budn nén, nén, Tc rudt non, dung ro tre 

dau bung trang-Am dao*®, Rdi loan 
tiéu hoa, dau hau mon 

Réi loan.gan mat : ~ rey atk es.) Bead Primed OR 3 a ob i oe Ue : Thuing, tui mat 

Réiloan da va dudida  |Cacbién ching lién vét | Hi ching r6i loan cdm giéc ee 

o * thurong?’, Viém da bong dang ban dd & ban tay - ban 

troc, Da kh6, Mt mau da | chan 

Réiloan Geo xuong va |Dau khop, Budng 104, Hoai tl xuong ham 
mblien két " Dauco © Yéu co, Hoai tl khong phai 

Dau lung } xwong ham! 

ROi joan than va tiét nigu {Protein trong nuéc tieu* : 

Réi loan hé sinh san ya | Suy budng trong?** Dau ving khung chau 

tuyén vo : = 

Bénh bam sinh, 06 tinh | Bat thuxdng phdi 

gia Ginh va di truyén 
thai” 

Ri Joan toan than va tinh |Suy nhuge, mét mdi, s6t, | Mét ltr 

trang & noi dung thudc | dau, viém niém mac 

Ma. righien, Go luong —_|Giam can S 

Kini cc bibn ob 68 dugc ghi nhan & tat c& mic 46 va phan ung 
6ét théy t6n bonh nhin 48 6ugc bao cho. Cac di lifu 

Bb ob thom thong fin, yul Jong tham khéo Bang 3 “Phan Wng bat igi duge bao cao sau khi ru 
Che thuét nyls d9i di6n cho mbt nhom céc bin ob m6 ta mot khal nig vo 
ya dung theo Med DRA (Tu dién ¥ khoa danh 
bén bong (vi dy: phan (ng thuyén thc huyét khéi 
qua va c&c phén ng thuyén 
Cian oy vau mth nghién oly phy tu NSABP C-08 voi 206 
6 bit thérn thong tin, tham khdo phn dui day tong myc 
Buting 16 tryc trang - am dao |e dudng 1 phd bibn nhdt rong phan logl dudng 19 GI » am dao. 
Chi quan eft dug quan thé 6 em 

o 

v 

~
e
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ss 

thude bat Igi d6 3-6 tro 

bénh nhan., 

cho Hoat dong Quan ly). Nhom céc thuat ngo 
i dong mach bao gdm tal bién mach mau nao, 

huyét khdi khdc & dong mach). 

y khoa chy khong p) 

ng cdc thir nghigm lam sang, sudt xudt hign cao nhat da 

chura dug higu chinh vé thai gian didu tr khac nhau. hela) 

san pha’. 
hai tinh trang bénh ly duy nhat hoa thuat ngi duge 

y khoa nay od thé lidn quan dén cling mdt sinh ly benh 
nhdi mau co tim, con thidu mau Nao eye bd thoang 

"MO tA céc phan Ung bat iol nghiém trong chen I9e", 



Bang 2. Phan ung phy nang theo tan sudt 

Phan loai hé thong RAt thong gap Thueng gap Khéng thuéng| Hiém | R&thiém] — Tan sudt khong ro 
co quan gap HE nc Frac 7a 

Nhidm trang va nhiém ky Nhiém tring huyét, viém md bao, 1 rUthy aI QSTT 

sinh trang 4p xe*®, Nhiém truing, nhiém tring 
dudng tiét niéu 

Cac réi loan v8 mau va |Gidm bach cau trung] Thiéu mau, 
Fa tidng bean yal tinh cd sdt, Gidm bach cau lympho 

giam bach cau trung 
tinh®, gidm tidu cau 

Réi loan hé mian dich Diung. 

Phan tng truyént** 
Réi loan vd chuyén hoa Mat nude, 
va dinh dung Ha natri mau 

R6i loan hé than kinh Bénh than kinh cam | Tai bién mach mau nao, ngat, Hii ching Banh nao sau 
gidc ngoai bién’® budn ng, dau dau 66 thé Adi phuct®< Banh 

no do tang huyét ap 
Réi loan tit Suy titi sung huyéte?, " 

Nhip nhanh trén that 

Roi mau Tang huyét ap*® Thuyén tac huyét khdi déng Bénh vi mach than 
a va mach*®, Xudt huyét®, Thuyén tae kha tart 

huyét khdi (finh mach)” Huyét 
khdi finh_mach sau 

Cac r6i loan hé hap, ngye Xudt huyét phdi/ Ho ra mau*” Tang ap phdir, 
va trung that Thuyén tac phéi, chay mau cam, Thing vach ngan mae 

i : khé thé, gidm 6 xy mau 

Réi loan tiéu hoa Tiéu chay, Thiing rudt non, tac ruét, tac rudt Thing dudng tiéu hoa, 
Budn non, non, dudéng rd true trang- am loét dudng tidu héar, 
Nén, a0**, Réi loan tiéu héa, viém . Xudt huyét true trang 

sya 77 [Bau bung migng, dau hau mon 

Réi loan gan mat ‘ : Thing tii mat’? _ 

Réi loan da va dudi da = Cac bién ching lién vét thuong**, a= 
' Hi ching ri loan cam gidc ban 

6 & ban tay -— ban chan 

Réi loan & co xuong va Duong ro", Hoai tly xuong ham> 
mé lién két - Dau co, 

sar - |Bau khép, 
= eo ~ |¥éu co, + Sc te Nn ie 

: ; 21... |Bau lung . ™ " soibceeins 

R6i loan than va tiét niéu Protein trong nuéc tiéu*® : 

aia Dau ving xuong chau : we WEES |Suy budng trong’ > ~~ 
tuyén va = vorpal Sietind 5 

Bénh bam sinh, cd tinh ae Bat thuréng phdi thai** 
Gia dinh va di truyén en pics is ai aii 

| Réi loan chung va réi loan|Suy nhuge, - Dau, “ at |tai chd sirdung thuéc | Mét mdi | Mét ld, 
Aug Ree ie “” |Viém niém mac | 

Bang 2 cung cp t&n suat xuat hign cac phan ting bat loi & mirc 46 nang. Cac phan img & mie 46 nang due dinh nghia la bién of bat loi vei it nhat 
la 2% d6 chénh Iéch so vai nhém d6i ching trong cac nghién ciru lam sang vé cac phan tng dé 3-5 theo NCI-CTCAE. . 
Bang 2 cfing bao gém cac phan tg bat igi dugc MAH xem nhu c6 ¥ nghia trén lam sang hoac & mirc 46 nang. Cac phan ting bat lai cd y-nghila tren - 
lam sang nay da dug bao cao trong cac thir nghiém lam sang nhung phan tg d6 3-5 khdng dat nguéng it nhdt l& 2% d chénh léch so vai nhom 
6i chiang, Bang 2 cing bao gdm cac phan img bat Igi cd y nghia trén lam sang chi dugc quan sat thay trong béi canh sau khi lu hanh san pham, do. 
46, khong r6 tan suat xudt hién va mire d6 theo NCI-CTCAE. Phan tig 6 y nghia trén lam sang, do 46, 44 duge dura vao Bang 2 trong ct co tidu d&,* 
"Khéng r6 tan suat xuat hién", : : ccare! cascae h ; 
* Cac thuat ngt dai dién cho mot nhom céc bién 6 md td mét khai niém vé y khoa cht? khéng phai tinh trang bénh ly duy: nbat hoac thuat ngir due: 
a ding theo MedDRA (Tir dién Y khoa danh cho Hoat dong Quan ly). Nhém cc thuat ngir y khoa nay cd thé lién quan dén cling mét sinh ly bénh bém: 
trong (vi dy: phan tng thuyén téc huyét khéi dong mach bao gém tai bién mach mau nao, nhdi mau co'tim, com thigu mau naa cyc bé thaang qua vas 
cc phan ting thuyén tc huyét khdi khac & dong mach). t owe ey ti 3 * <8 biét thém thong tin, tham khdo phan dudi day trong myc "Mé ta cdc phan Ung bat igi nghiém treng chon ige®, is sar ans v. : 
e 1 biét thém théng tin, vui long tham khdo Bang 3 “Cac bién ob bat Igi da durgc bao cdo sau khi lu hanh sn phdm:": a » a * Bung ré tryc trang - m dao la dung rd phd bién nhat trong phan loai duéng rd GI - am dao. . " 

Thing va ro dung tiéu hda (Gi) (xem muc 4.4) 
Bevacizumab 06 lién quan dén cc trudng hop thing dudng tiéu héa nghiém trong, : % 
Thiing duéng tiéu héa da durge bao co trong cac thir nghiém km sang voi ti é mac dudi 1% trén bénh nhan ung thu phdi khéng t6 bao nhé thé khang 
16 bao vay, (61 da 1,3% trén bénh nhan ung thu vii di can, tdi da 2,0% trén bénh nhan ung thu té bao than di cain hodc trén bénh nhan ung thu bung } 
trig dang nhén didu tr bude mot va tdi da 2,7% (bao gdm duréng rd va p xe durdng tiéu hda) trén bénh nhan ung thur dai tryc trang di can. Ti mot? 
thar nghiém lam sang trén bénh nhan ung thu cd ti cung dai dang, tai phat hoc di cn (Nghién ctru GOG-0240), thing GI (tat c& cdc mike 49) duge « 
bao cdo & 3,2% s6 bénh nhan, tat ca nhdmg ngudi o6 tidn si chi xa vung khung chau trude day : * 
Kha nding xay ra cc bién o6 nay thay dBi theo loal va mirc d9 nang, trong pham vi ti thay c6 béng Ki trén phim chyp bung khéng chudn bi, 48 khoi ma Kkhéng cn diéu tr, dén thing rot non kém theo ap xe bung va két qua tr) dn 'dén tty vong. Trong mét sé trrdng hyp da cd viém trong 6 bung, tit 
bénh loét da day, hoai tt khdi u, vidm tui thiva hoac viém dai trang lin quan dén hda tr lidu. : 
K6t qué didu tr dn dén tir vong da dug bao ca  khoding mot phan ba sé truéng hop thing Gl nghiém trong, dai dign cho khoang tir 0.2% = 1% trong 
's6 tat ca bénh nhan duge didu tr bang bevacizumab. . ” 
Trong cac thir nghigm lam sang v8 bevacizumab, dudng ro & durdng tidu hda (tat ca cdc murc do) da due bao cag voi tid bj Kn ddn 2% trén benh. 
nbn ung thy dai try trang di cain va ung thy budng trig, nhug.ciing duge bao cdo la it phd bién bon trén bénh nhan bj cdc loal ung thu KREG... .s.9h 
RO GI 4m dao trong nghién cir GOG-0240 HEMI te wot ore eon ye te gn 

Trong m6t thir nghigm vé bénh nhan ung thu od ty cung dai dang, tai phat hodc di can, ti Id bj dudng rd Glam dao la 8,3% trén bénh nhan duge didy 
‘ty bang bevacizumab ya 0,9% trén bénh nhan déi chimg, tat ca ho co tidn si chidu xa khung chau tro day, Tan sudt xudt hign during 1 Gham deo : 
ta cher ne ae aro beveczua + a Hb tin beh ot hit vorg tv oll 9 Yude Oy (96.7) can han 90 vb en | 
‘tai phat ngoal trudng chidu xa trudc day (3,6%). Tan sudt xuat hign twong ung trong nhém ddi chung nhan hda tr liu don dic ln higt l& 1,1%.s0. | 
tao arco 20 ebm isi cg cing ob ta Bi he eat cr can tp lng pt uf cing ety ta pha ateige ten 
ao Ne 

fey Sagres 

Bo. khéng 6 GI (xem mus 4.4) ral Sir dung bevacizumab lén quan dn fc rudng hop cd dung  nghim trong baa gdm cdo phn dng din dn Wong. = eB ce Tuy mol thir nghidm lam sang trén bénh nhdn ung thr cd ty cung dai dang, tai phat hode di cn (GOG-0240), 1,8% 86 bah nhan duge didu tr t beast 14% dg cng Soyo rong 6 vpn gpa ong ro Ngo hi@ sinh dyc & no 
: { Ca bao cao Khong phd bidn (& 0,1% dns 19%) vd dong Fé lian quan dn cdc viang kha trong co’ thd Khong phai durong tidu hda (vi dy: phé quan | rang cong 6g ma ah ge a yucca Ke a, Bor cdg a ge bo coe et rg 0 by hanh ean pham, 

a povedleuat, a7, piejcto 8 oto tn in kno nau vorg qu ink ci rong pram WH mde tu i bom 1 er nb Wk dt la wits 
1 trie ; San y bevacizumab, vai hu hot o@o phan dng xdy ra trong vong 6 thang dau didu ap 

Lida vot thuvonig (xem tuo 4.4) . EE ap wet 
. . ( FSaemen 1 

VI bevacizumab 06 thd cd tac dng bat loi dén qua trinh idn vat throng, bénh nhan cé dal phdu trong vong 28 ngay da bi loai trivra khdi vide tham gia” 
vao cdc thiy nghidm lam sng gial dogn Ill, . aa 
Trong cdc thir nghidm lam sang va ung thu bidu md dal trang hodic tre trang di cain, khéng quan sat thay ting nguy co bj chay mau sau md ho&e cdc 
bin chizng lién vt thuang trén enh nhén phal lam dal phdu trudc khi bat du bevacizumab 28-60 ngay. BA quan sat thdy tang #8 bj chéy méu sau - 
ind hod bién chang lidn vat throng xay ra trong vong 60 ngay sau dal phdu ndu banh nhan da duge tr) bang bevacizumab & thoi didm phdu thu. 
TI thay dd trong khading tir 10% (4/40) dn 20% (3/18). mime 



Cac bién ching én vét throng nghiém trong, bao gdm cée bién chong & hau mén nhén tao, 48 durgc bdo cdo, NUL Sa LA Vine GaP ben 
tte vong 
Trong cac thir nghiém ung thu’ vu tai phat tai ché va di cain, cdc bién chung lidA vat thong 46 3-5 44 dud quan sat thay & t6i da 1,1% s6 bénh nhan 
dang nhan bevacizumab so voi tdi da 0,9% s6 bénh nhan trong nhom d6i hale petit phién ban 3). 
Trong cc th’ nghiém lam sang vé ung thu budng trig, cdc bién ching én vét throng d6 3-5 da dude quan sat thy & t6i da 1,8% s6 bénh nhan 
trong nhém bevacizumab so voi 0,1% trong nhém déi ching (NCI-CTCAE phién ban 3). 

Tang huyét ap (xem muc 4.4) 
Tang ti é bj ting huyét dp (tat cd cdc mere 46) lén dén 42,1% da duoc quan sat thy trén nhtrng bénh nhdn dugo diéu tr bang bevacizumab trong 
cae thir nghiém lam sang, ngoai trv nghién ctru JO25567, so vi t6i da 14% trén hing ngudi dude didu tri bang thuédc so s4nh. Tang huyét 4p 46 
3 va dé 4 theo thang NCI-CTC trén bénh nhan dang nhan bevacizumab trong pham vi tlr 0,4% dén 17,9%. Tang huyét 4p 46 4 (con tang huyét 4p 4c 
tinh) xay ra lén dén 1,0% 86 bénh nhan duge didu tr] bang bevacizumab va héa tri ligu so véi t6i da 0,2% s6 bénh nhan duge diéu tri bang héa tri fiéu 
tuong ty don déc, 

Trong nghién ctu JO25567, tat ca cac trvdng hop tang huyét ap da duge ghi nhan & 77,3% bénh nhan diing bevacizumab két hop 61 erlotinib nhur 

didu tri buvc mot cho NSCLC khéng té bao vay cé cac d6t bién kich hoat EGFR, $0 véi 14,3% bénh nhan dug diéu tri bang erlotinib don doc. Tang 
huyét ap 46 3 1a 60,0% 6 bénh nhan didu tr voi. bevacizumab két hop véi erlotinib so voi 11,7% & bénh nhan dugc didu tri v6i erlotinib mot minh. 
6 trvdng hop tang huyét ap dd 4 hoac 5, 

Tang huyét 4p nhin chung dug kiém soat day du bang cc thudc chéng tang huyét ap duéng uéng nhu Ia cdc thudc irc ché enzym chuyén 
angiotensin, thudc loi tidu va thudc chen kénh calci. Bénh hiém khi din dén dimng diéu tri bang bevacizumab hoac nam vién, 
Rat hiém cac trudng hop bénh nao do tang huyét ap dugc bao cdo, mét sé din dén tir vong. 
Nauy co t&ng huyét ap lién quan dén bevacizumab khéng lién quan dén dac diém, bénh ly bén trong hodc diéu tri dong thoi d lan kham ban dau ctia 
bénh nhan, ; ‘ Avail 

pe ager ede nhan dug didu tri bang bevacizumab c6 ede déu hidu va triéu chémg phi hop voi PRES, mét bénh ly 6’ hé than 
kinh hiém gap. Bidu hién c6 thé bao gdm co giat, dau dau, thay d&i trang thai tam than, r6i loan thi luc, ho&c mt v6 ndo c6 hode khéng c6 li quan dén 
tng huyét ap. Biu hién [am sang cia PRES thung khéng dac hiéu va do do, chan doan PRES can xac dinh bang hinh anh ndo, ua ding hon la MRI. 

Trén bénh nhan bi PRES, nhan dang sém cac triu chtmng kém theo diéu tri som cc triéu ching cy thé bao gdm kiém soat tang huyét ap (néu lién quai 

én tng huyét dp & mirc d6 nang khéng kiém sot dug) dugc khuyén nghi bén canh viéc dirng diéu tri bang bevacizumab. Cac trigu chung thudng 

khdi hodic cai thién trong nhiéu ngay sau khi dung didu tr, mac du mét s6 bénh nhan da cé di ching than kinh tiép dién. Khdng ré d6 an toan cla viée 
bat dau diéu tr lai bang bevacizumab trén bénh nhan trudc day bi PRES. 

Qua cac thir nghiém lm sang, 8 truéng hop PRES da dugc bao cao. Hai trong sé tam truéng hop khéng ¢6 xéc dinh trén X quang théng qua MRI: 

Pr t ‘ 5 tid: ( 4 4) ~ l ~ 

Trong cac thir nghiém lam sang, protein trong nudc tidu da duc bao cdo trong pham vi 0,7% dén 54,7% s6 bénh nhan nhan bevacizumab. 

Protein trong nude tiéu trong pham vi mirc d6 tl khng cé trigu ching lm sang, thoang qua, protein trong nudc tiéu dang vét dén héi chung than hu, 
voi phan Ion la protein trong nuéc tigu d6 1 (NCI-CTCAE phién ban 3). Protein trong nudc tiéu do 3 da dug bao cdo lén dén 10,9% sé bénh nhan 
duge didu tri. Protein trong nuéc tidu dé 4 (hdi ching than hu) da thay 6 t6i da la 1,4% s6 bénh nhan duge diéu tri. Xét nghiém protein trong nuéc.tiéu 
‘duoc khuyén nghi truéc khi bat dau didu trj bang MVASI. Trong hau hét cac thir’nghiém lam sang, néng dé protein trong nudéc tiéu la 2 2 g/24: gid dan 
6én tam dirng bevacizumab cho dén khi hdi phuc dén < 2 g/24 gid. Ad rset oa coe 

Xwéat huyét (xem muc 4.4) : 
Trong cac thir nghiém lam sang qua tat ca cac chi dinh, ti é bi cdc phan tng chay mau dO 3-5 theo NCI-CTCAE phién ban 3 noi chung trong pham vi 

tir 0,4% dén 6,9% trén bénh nhan duc didu tr bang bevacizumab so véi tdi da 4,5% sé bénh nhan trong nhém déi chirng bang héa tr) liéu. 
Tir mét thir nghiém lam sang trén bénh nhén ung thu cé tir cung dai dang, tai phat hoac di can (Nghién ctru GOG-0240), phan tng chay mau dé 3-5 da 

durgc bao cdo & t6i da 8,3% sé bénh nhan dug didu tri bang bevacizumab dang phdi hop véi paclitaxel va topotecan so voi t6i da 4,6% sé bénh nhan 
dugc diéu tri bang paclitaxel va topotecan. ~ es ; > nae 

Céc phan tng xuat huyét da duc quan sat théy trong cdc thir nghiém lam sang la xuat huyét chil yéu lién quan dén khéi u (xem bén dui) va xuat 
huyét niém mac t6i thiéu (vi dy: chay mau cam). im ~~ : _— alias 

Xuat huyét phdi/ho ra mau nghiém trong hoc 6 at da duc quan sat thay chu yéu trong cac thir nghiém trén bénh nhan ung thr phdi khéng t& bao 
See ee Tee aie: on cbc bdo vid dbs ttl cac ade ehien denying Oe ideo, Qbu titingeas’ 
thubc ch6ng déng, xa tri truéc day, diéu tr) bang bevacizumab, bénh sir truéc day bj xo’ viva, vj tri khdi u & trung tam va tao ra I6 tréng cua khdi u trude 

__.@y bp’e trong qué trinh dibu tr). Chi cac bién s6 cho thay méi tong quan cé y nghia théng ké véi chay mau la didu tri bang bevacizumab va mé hoc té 
bao vay. Bénh nhan NSCLC 06 m6 hoc 16 bao yay hoc thé té bao hén hep voi md hoc té bao vay chiém- uu thé duge loai tru ra, khdi cae thd? nghiém., 
gjai Goan |) tiép theo, trong khi bénh nhan khong r6 m6 hoc khéi u dug thu nhan. 

Trén benh nhan NSCLC trv mé hoc té bao vay la chu yéu, cdc phan teng & tat cd cdc mirc dO da thay voi tan suat xuat hién tdi da la 9,3% khi duge didu 
tri bang bevacizumab odng héa tr ligu so voi 5% trén bénh nhn duge didu tri bang héa tr gu don doc. Cac phan teng d6 3-5 da duge quan sat thay 
6 thi da 2,3% sé bénh nhan duoc diéu tr bang bevacizumab Ong hda tr) liu khi so sanh voi < 1% voi hda tr) ligu don déc (NCL-CTCAE phién ban 3). 
Xu hp pdr abu nin Wong hob oo xy ok eg Wb Kn bl A hg a inl gl ang Gn tk 

tri la tl wong. 

ust huyét tiéu hoe, bao gdm chay mau tryc trang va non ra mau d4 dug bao cao trén bénh nhan ung thu dai trye trang va dé duge danh gia la xudt 
inuyét lién quan dén Khoi.» 

ust huyét lién quan dén khdi u cling hiém khi théy trong cc logi va Vv tri khdi u khac, bao gdm cdc truéng hop chay mau & hé than kinh.trung wong 
(CNS) tn benh nhan di can & CNS (xem myc 44). 

Tlie bi chay mau & CNS én bénh nhan di can CNS khong duge diéu tr| dang nhan bevacizumab chua duge danh gid theo thai gian trong edo tha: 
naghilern Varn hie. Trong phan Jiu DAI cu do ty 13 thy nghiamn nhidn da hoan tat trén bénh nhan.cd cac 
mien am ag tne sabe ni. Tron 180 Ut A Wid pt ei acy be Cap hy tee bana aber 

Wt 5 Narn ig 6) Eo a en (cans Bp ol acti, Trang il gn aU OO dine 
A 6ugc dibu 1s (Wrong 46 bao gdm khoang 800 bénh nhan), mot trudng hep xual huyét CNS dé 2 da dug bae edo & 83 ddi trong due didu tri bang 
dopvacizumab (1,2%) & thoy diém phan tich dé an toan tam thoi (NCLCTCAE phién ban 3), 

ug oh che inte erg lt nt lca ae G8 tl 6 i Ga BO 9) bleh rhn dns Qiu Ni rg bonsines CE hop nay 
ghb tbe nif le hay mau cam 1 two NCL-CTCAE phidn bn 9 wo dal card 6 phi, 4 kid ma kh chin can tie y Know A eg og bat cur 
‘hay Oks ito vb plibc Ob dibu Vi bing beveciawmab, QO Meu do an loin ibn lam srg cho thdy 1 i xu avd nie. geo ane: od WL ida (i ds cy 
Au Gain) 6 thi Yhy thube libu es 

Ching 4 146 plies Gry H phb bibn tun We null huydt rvom mac mio dé v6) thidu & cde vi trl khdo, nur ld chay may gk hode chay mau an dao, 



1UYOr {aC TUYEX KIO Me 4.4) 

Thuyén téc huyét khdi ding mach: Ba quan sat thdy tang t118 phan ing thuyén tdc huyét khdi déng mach trén béph nhan diby tri bang 
bevacizumab qua cac chi dinh, bao gdm tai bién mach mau nao, nhdi mau co tim, con thidu mau cuc b6 wohttpssunkascom/ 
khdi déng mach khac. 
Trong cac thir nghiém lam sang, ti18 cd phan Ung thuyén téc huyét khdi ng mach n6i chung trong pham vi lén dén 3,8% trong cde nhom ob 
bevacizumab so voi tdi da 2,1% trong céc nhom ddi chung bang héa tri igu. Kt qua didu tri dAn dén tir vong da dugc bao cdo & 0.8% 6A bénh 
nhan nhan bevacizumab so voi 0,5% trén bénh Han nhan héa tri iu don dc. Tai bién mach mau ndo (bao gdm con thidu mau nao cuc b6 thodng 
qua) d8 due bao cao & tdi da 2,7% sé bénh nhan duge didu tr bang bevacizumab dang phdi hyp voi héa tr lidu so v6 0.5% s6 bénh nhan duoc 
didu tri bang hda tr itu don dc. Nhdi mau co tim da dugc bao cdo & 1,4% 86 bénh nhan dug didu tri bang bevacizumab dang phdi hop véi hoa 
trilidu so voi 0,7% sé bénh nhan due didu tri bang hda tri ligu don doc, Trong mot thir nghiém lam sang danh gia bevacizumab dang phdi hop 
Voi 5-fluorouracilfolinic acid, AVF2192q, bénh nhan ung thu dai tryc trang di can khéng phai la ting vién 44 didu tri bang irinotecan 43 duoc thu nhan 
Trong thi -nay phan tg thuyeh tc huyat khdi déng mach da dugc quan sat thay & 11% (11/100) 86 bénh nhan so vi 5,8% (6/104) trong hom 
«i6i ching bang héa tr liéu 
Thuyén tc huyét khdi finh mach: TT8 od phan ting thuyén téc huyét khdi tinh mach trong cac thir nghiém lam sang giéng nhau trén bénh nhaén nhan 
bevacizumab dang phdi hop voi héa tri lidu so voi nhdng nguoi dang nhén héa tr iéu déi ching don déc, Phan img thuyan tdc huyét khdi finh mach 
bao gdm huyét khdi finh mach sau, thuyén t&c phdi va viém tinh mach huyét khdi. 
Trong cac thir nghiém lim sang qua cc chi dinh, t!é bi cac phan ing thuyén tc huyét khdi tinh mach n6i chung trong pham vi tir 2,8% dén 17;3% s6 
bénh nhan due digu tri bang bevacizumab so voi 3,2% dn 15,6% trong céc nhom déi ching. P 
Phan Ung thuyén tac huyét khdi tinh mach d9 3-5 (NCI-CTCAE phién ban 3) 44 duc béo cdo 6 16i da 7,8% s6 bénh nha dug didu tri bang héa tr} , ligu cng voi bevacizumab so voi tdi da 4,9% trén bénh nhan dug didu tri bang héa tr lidu don déc (qua céc chi dinh, ngoai trir ung thu cd t’r cung dai dang, tai phat hoac di can), ; ati 
Tur mOt thir nghiém lam sang trén bénh nhan ung thu cd ti cung dai dang, tai phat, di can (nghién ctu GOG-0240), bién od thuyén tdc huyét khéi 
{inh mach 4 3-5 da due bao cao 6 tdi da 15,6% s6 bénh nhan duge didu tri bang bevacizumab dang phdi' hop v6i paclitaxel va cisplatin so v6t tot 
da 7,0% sé bénh nhan duc didu tr bang paclitaxel va cisplatin. OL ut didn Wd cp ote : Bénh nhan bj phan Ung thuyén tac huyét khdi tinh mach c6 thé c6 nguy co’ bj t4i phat cao hon néu ho nhan bevacizumab dang phdi hop voi héa tr ligu- 
$0 vOi hda tri fisu don doc. 

Trong cc thir nghiém lam sang véi bevacizumab, suy tim sung huyét (CHF) da dugc quan sét thay trén tat ca cdc chi dinh ung thu da nghién cxru cho 
én nay, nhung phan lon xay ra trén bénh nhan ung thu vi di can. Trong bén thir nghiém giai doan Ill (AVF2119g, E2100, BO17708 va AVF3694g). 
trén benh nhan ung thu vu di can cd CHF dé 3 (NCI-CTCAE phién ban 3) tro Ién 44 duc bao cdo & tdi da 3,5% sé bénh nhan duge didu ti bang 
bevacizumab dang phdi hop voi héa tr ligu so v6it6i da 0,9% trong cc nhém abi chimg. Vi nhimg bénh nhan trong nghién ciru AVF3694q da han j 
cac thudc nhém anthracyline déng thoi v6i bevacizumab, tié bj CHF tir d6 3 tra Ién voi cdc nhém bevacizumab va d6i chig furong ting gidng tilé mac 
trong cac nghién ctru kha trén ung thu vu di can: 2,9% trong nhom anthracycline+bevacizumab va 0% trong nhém anthracycline+gia duc. Bén canh 
6, trong nghién clru AVF3694q, ti Ié bi CHF 6 tat ca cac mirc d6 gira céc. nhém anthracycline+ bevacizumab (6,2%) va anthracycline+gia duc giéng ‘ 
nhau (6,0%). "e : : oo : 
Hau hét bénh nhan da bj CHF trong cc thir nghiém mBC 4a cho thay cai thién cdc trigu chimg valhoae chirc nang tém that trdi sau khi didu tri ndi khoa 
thich hop. , a ines ~ ee i i 
Trong hau hét cac thir nghiém lam sang vé bevacizumab, bénh nhan da-bj CHF dé IV theo NYHA (Hiép hoi Tim mach New York) tir tric da bi loai- 
triy, do dé, kh6ng cé théng tin v8 nguy.co biCHF trongquanthénay i ee aay : = 
Mate tiép xtic véi céc thuée nhém anthracycline truéc day vashodc chiéu xa trudc day & thanh ngyc ob thé la cdc yéu t8 nguy co’ cb kha nding xay : 
raCHF. . Oke ee ae ee vu" warn of ~ amber ‘ er 
Tang ti \é bi CHF da dugc quan sat thay trong thi nghiém lm sang vé nhimg bénh nhan bj u lympho té bao B lon lan ta khi dang nhan bevacizumab 
kém theo liéu doxorubicin tich Idy én hon 300 mg/m?. Thir nghiém lam sang giai doan Ill nay 4a so sénh rituximab/cyclophosphamide/doxorubicin/ 

fincrit isone (R-CHOP) o6ng bevacizumab véi R-CHOP khéng c6 bevacizumab. Khi ti 6 bj CHF, & ca hai nhom, trén tl l6 trudc day d& duoc . 
quan sat thay voi diéu tri bang doxorubicin, ti 6 nay cao hon trong nhém R-CHOP + bevacizumab. Cac két qua cho thay cn cén nhde dén viée quan sat 
kj trén lm sang kém theo céc danh gia thich hgp vé tim'v6i nhmg bénh nhan dai tiép xtic vai cdc liéu doxorubicin tich ldy Gn horr'300 mg/m? khi phéi 
hgp voi bevacizumab. GE ANG TAY PRES LAM oS Time ng cage: 

Ic 4 Kinh nghiem sa Pa 

Trong mét sb this nghigm lm sang, cdc phn img phain vé va kigu phan v8 da duc bdo bénh nhan dang nhan bevacizumab phéi hop wéii héa 
tr ligu thuréng xuyén hon héa tr isu Gon dc. TI ié bj cc phn ting nay trong mét s6 thir nghiém lam sang vé bevacizuma la phd bién (ti da 5% trén 
bénh nh&n duge diéu tri bang bevacizumab). Fist avian cane wastes , aint 
Nhiém trong ps Efe 9 Angts pratt ~ it don née tdoe ages pons oe Babs 2g ! . yy : * 

Tir mot thir nghiém lam séng trén bénh nhan ung thu of tt cung dai déng, tai phat hogc dl cin (NghiGA ctru GOG-0240),nhidm trang 46 3-5 da dure” 
blo oo ida 4% sb bach tn dupe Ob Bb evan ng ps hy we pahaslvalpnocan sow ica Tabs nc oe " 

Wit Jone she 
eb nt A e 

Ttong €-08, mot thi nghigm giai dogn Jil vé bevacizumab trong diéu tr tro bénh nhan ung thu dai trang, tii cdc trudng hgpsuy buing 
trlmg méi, duoc dinh nghfa la vb kinh kéo dai tir 3 thang tré lén, ndng d FSH 2 30 mIU/mL. va thir thal B-HCG huyét thanh am tinh, dai dug danh gid 
6295 ni git tén man kinh. Cc trutng hap suy bung tring moi da dug bao cao 6 2,6% s6 bénh nha trong nh mFOLFOX-6 so v6i 30% trong. 
nhom mFOLFOX-6 + bevacizumab. Sau khi diing didu tri bang bevacizumab, chirc nang budng trig da hdi phyc & 86,2% sé bénh nhan cé tha danh 
ié dug nay. Khong r6 tac dung lau dai ola diéu tr bang bevacizumab trén kha ning sinh san, <° ~ co ve ab Deda 

Bét thong xét ng : “- 

i cAu trung tinh, gidm sé lugng bach cau vac6 protein trong nuréc tidu 06 thé lién quan dén didu tri bang MVASI, 
Ge cc htm sng cl tng vb nf 3 8) 4(NC-CTCAE pn ban) ayy a rn ht nha gc yg 
beveizma int 2% 9 chien eh oc nim al chia rang ing bn mu, sm emogobin, im kl, in natt, iém o 

cu, tang ie chudn hoa quéc t& (INR). om 
Coc BA nt am sng 63 cho thy tng tong qua retin rong hy6t thant (rong pha vit 159 nding ban Bu) 0 ki cb hagekndng 
6 protein trong nude tiéu, lién quan dén vigc si? dung bevacizumab. Tang creatinin trong huyét thanh da dug quan sat thay khdng lign.quan dén ti 
4 bibu hin lam sang vé suy than cao hon trén bénh nhan duge dibu tj bang bevacizumab, 

Céc quia the dc biét khac , . 

nghitm tubi > 65 1b ion quan dn 6a bi phan (ng thuyén the huyé khdi dng mach, bao gdm. U 1, > 65 quan nguy co Ung uy! j 
pepe bi espero pba O) Uno aus al vaeboaere phn Cac phan ting khac vai tn suat xuat hién cao 
hon 48 thay & b6nh nhan én 66 tub! 1a glam tech Os trung tinh 6 3-4 va gidm tidu cu (NCI-CTCAE phién ban 3); va gidm bach cay trung tinh tat cd 
cho, su chy, bln tn, i Ga a tr 00 shi ng ¢ 06 hl A Cuve Gku bing bavanauah bam ry 4d v4 8 te 
Thuy tc luyht Kidd Tiong mGl tho nghigm lim sing, UW bi tng huyht dp 23.69 & bh nh > 65 I cao hon nhom tre tudi (< 66 tudi) hai lan, 
Thony nigtien cru vb bonh hin ung thu budng tding tal pha, khang bach kim, rung t6c, vidm niém mac, bénh than kinh cém gid ngogi bidn, protein 
Wong suis. Ubu vb Lang huyét ap ong dé dugc bao cdo va xdy rad nhom CT+BV voi bénh nhdn duge didu ts| bing bevagizumab & 65.tudi vai ti § cao 
fign it thls ia 6% 80 voi nhGng bénti nhdn < 66 tubi duge dibu ij bang bevacizumab. seikicoloi 

Kin Wp che hac, bao dydng libu hoa, cdc bldn chidng lidn vot thuang, suy Um sung hyydt ya 
Peg etoi  Ad- ts hed ath. heir fra bd eh bh ; 

Ja ion ; 
0 an tutan vb Huby qué ce bevacizuriab Nien 6 nnd hon 16 Wubi chive due xéo minh, wexixibee’ sen 

yu E2004 1 «iw | wh duys bb wuny vao Mou phvop agp U1 aN piu thipl (RT) ding thoi val temozolomide 
brs fs frp pean latest prec ng th on bg oti by rlyechin taffy Walmart raphlpdiinh bo 
Kibl u knee d nyuds lon dibu Vi bing byvacieurabs ee ee 

Levaacuirwib vi you Giubn chim she Nien kal O bin yrig hur md li hi v 19 pha ung 
mee yo parse mad dey wy bevacizumab long dung Voi khi quan sét durge & ngudl kin didu lj bang bevacizumab, 

ay, dug php ciubn db wir dung ¥en Donh ohan dui 14 Wubi Trong cdg bao cho da cong bd Wan. van, ban, eae Kong hep heal We xyong 
Le ee arenas tatty vertit ie ac 4) 0 Gove ain Png me i i ae WN 

TUN Sy oyu,



en https://vnras.com/ 
Bang 3. Phan tong bat loi duge bao céo sau khi lwu hanh san phdm 

oe theo hé co quan Phan (eng (tan sé*) a 

Nhiém tring va nhiém ky \Viém cn hoai tty, thudng th phat sau céc bign ching lidn vat thong, thing dudng tiéu hoa hoc hinh thanh 
sinh tring durdng rd (hiém gap) (cling xem myc 4,4) 

Réi loan hé théng mién dich | Phan ng qua man va phan Ung truyén thudc (khéng r6); voi cdc biéu hién ddng thoi cé kha nang xay ra sau day 
kh thé, dé bung mat/dé/phat ban, tut huyét ap hoac tng huyét ap, mat bao hda 6 xy, dau nguc, ring minh va 
budn nén/ndn (cling xem muc 4.4 va Phan Ung qué man/phén ung truyén thudc 6 trén) 

Réiloan hé théng than kinh | Bénh nd do tang huyét ap (rat hiém gap) (cling xem muc 4.4 va Tang huyét 4p & muc 4.8) H6i ching bénh no sau 
c6 thé hdi phuc (PRES), (hiém gap) (cing xem muc 4.4) 

Réi loan mach mau Bénh vi mach huyét khdi & than, 6 thé c6 biéu hién lam sang [a protein trong nude tiéu (khdng 16) c6 hoa khéng 
c6 sir dyng ddng thdi sunitinib. D8 biét thém th6ng tin vé spree trong nuéc tigu xem muc 4.4 va Protein trong nude 
tiéu trong myc 4.8. 

Réi loan hé hap, 
wren: hips nove wh | sang vich ngdn ma (khdng r3) Tng ap phdi (khong 16) Chung khé phat am (phd bién) 

Réi loan hé tiéu hoa Loét duéng tiéu hoa (khong ré) 

Réi loan gan mat Thiing tui mat (khdng rd) 

R6i loan co xuong va mo Cac truéng hop hoai tt xuong ham (ONJ) da dug bao cao trén bénh_nhan dugc diéu tri bang bevacizumab, hau 
lin két hét xdy ra trén bénh nhan cé cac yéu té nguy co da dugc xac dinh voi ONJ, dac biét la tiép xc voi bisphosphonate 

dudng tinh mach va/hoac cé tién stv bénh rang can cé cac thi thuat nha khoa can thiép (cling xem myc 4.4) 

A quan sat thay vas te adage sdechinlsombaai bénh nhi dug diéu tri bang bevacizumab 
(xem myc 4.8, Quan thé nhi khoa) h 

Bénh bam sinh, c6 tinh i quan edi ty cho tung hop bid hutig thal phi btn phy no sarqutihiittdleg baaabarsek asnahetobe, 
gia dinh va di truyén dang phéi vi voi cac_héa tr) liu 6c tinh phoi da biét (xem myc 4.6). 

Néu 6 ghi r6, tn suc. xuat hién da dug lay tir do? liéu ther nghigm lam sang. 
Blo céo cdc ohyin ta bit loi dang no : 

Bao co cc phan tg bat loi dang ngé sau khi c6 gidy phép clia dug phdm nay 06 vai trd quan trong. No cho phép tiép tuc theo déi can bang igi 
ichinguy co’ clia dug phdm. Chuyén gia cham séc sirc khde duyc yéu cau bao cdo bat ctr phan tng bat lpi nghi ngd nao theo quy dinh tai mdi dia 
phuong. irene jrncians > ope - 

49 Qua liéu mes sig 

Liéu cao nhat dugc kiém tra trén ngudi (20 mg/kg can nang, ang nh a2) al tn a ch ig 
Néu xay ra qua liu, tich cyrc theo doi dé cé bin phap xi? tri kip thdi. - 

5. BACTINHDUQCLY 2 - a ne a 
5.4. Bac dibm duge live hoc : ‘ Y datas cos | ae 

Nhémn durge ly: Thue chéng ung thu va dibu bién miin'dich, tute cng un Pd cg tn ng ang te: 
LO1XCO7. 

MVASI 4 mét sn phdm turong ty sinh hoc. a ee ae ee 
Co ché t4c dung 
Bevacizumab gn két voi yu 36 phat tibn ndiimé mach méu (VEGF), ‘cit ibu chin high ql Gis ah mngch tna va cul bi abt Obrg ech va 
do 46 irc ché qua trinh gén két VEGF voi cac thy thé cla yéu t6 nay, Fit-1 (VEGFR-1) va KDR (VEGFR-2), trén bé mat té bao ndi md. Tac dung vé higu. 
héa hoat tinh sinh hoc olla VEGF lam thoai trién qua trinh sinh mach ctia khdi u, ane ee a 
thanh hé mach cfia kn6i u méi, do 66, Gre ché sy phat trién ca khdi u. ; ; 

Téc.dung duoc If 
Ding bevacizumab hoc khang thé chudt géc cla thuée trong mé hinh ung thu ngool ll itn cht nh bung din de hot rh ch bn, 
umé rong trén cc bénh ung thu & ngudi, bao gdm dai trang, vu, tyy va tuyén tién liét. Tién trién bénh di can bj tre ché va gidm kha nang thdm cla 
vi mech. 
Hiéu qué va an toan tam sang BRO Or NG og 16 BE ITT % weal (ie: wu Wi ae? AYU BD YARD QOUU TR en ae dee oe BBY 

v Sh ug ‘ ” oe 

Ung thy biéu mo dai trang hode tve trang di clin (mCRC) 
© an ton v8 hu qub cay Kay agi ( mohg cin ning hal tun mein én. ung th bid md el idnghodc ve ring don aye nghian 
cfu trong ba thir nghigm lam sang chon ngdu nhién, 46 cing ube oat nh & dang pop vat Ku bude mot diya tb Ruropymiine, 
Bevacizumab dugc phéi hyp voi hai phac dd hoa trligu: 
. ave2s079 Le [chi ding nal a 256 Wc Mace shag Acad Dhl Sh 

). 
, eres Bg: Devo phbthp wt eben sha &:)brouraciciic acd icp eft air ba rca abil va eg grr 
» _AVF2192g" Dang phéi hyp vol tiém nhanh 5-FU/FA vai tong 66 6 chu ki 8 tuan (phac dd Roswell Park) trén banh nhan khéng phai la 

tong vin 161 wu cho dibu tr bude dau bang irinotecan. 

a nghién otru bb sung voi bevacizumab 44 duge tién hanh trén bénh hn mCRC: bute mot (NO16966), bude hai khi khdng o6 didu ti trade day ©.” 
bang bevacizumab (E3200) va budc hai khi ob didu ty trudsc day bang bevacizumab sau khi bénh tién tridn khi dang didu tri bude mot (ML18147). 
Thong céc nghién clu nay, bevacizumab 48 duc diing theo céc phac dd didu tri dang phdi hyp voi FOLFOX-4 (5-FU/LV/oxaliplatin), XELOX 
epeciabine/oxaliplatin) va fluoropyrimidine/irinotecan va fluoropyrimidine/oxaliplatin sau day: 

¢ —1NO16966: bevacizumab 7,6 mg/kg tuan nda eine ger udng va oxaliplatin (XELOX) dudng tinh mach 
pecaraaanpeey pa bf orf Hi vOi leucovorin ebng tam rb yaa hort Sephyr pupal tartan bo kam theg 
onsluphatin (FOLFOX-4) dudng tinh mach. 

¢ £3200’ bevacizumab 10 my/ky cn niing 2 un mét ln dang phdi hyp y4i leucovorin va tém nhanh 6-fuorouracil, sau dd la truydn S-fluerouracit 
kom theo (xaliplatin tuyén tinh mach (FOLFOX-4) tén nhdn chu duge didu ty bang bevacizumab. 

2 WL48147; barvacizurr Ot i det @ tuln mot hobs Devaar) Fg cen aig 3 Ube nl An dar Bop ve 
fluoropyrimidine/iinctecan hogc in@/oxaliplatin tron bénh nhan 06 tén mot bang 

oe Sy cre shes 0h sa Woda habe ipa to bade vs ae oh ture courte hay ehotanir en or Woe 
“Aires 

thy nin, mii a, thud that dA dan ald bayacinumat WOLFE la did th 
podem et ee aotee! Pago sn varie a ly ching tala wl ch oh taping cane due (NhOm 1) 
hogc JFL + bevacizumab (6 mg/kg 2 tubn int lan, ‘Nido 2). NhOom thy ba gdm 110 bénh nhaén da nhan tiém nhanh 6-FU/FA+ bevacizumab (Nhdm 3). 
cn dope nhy 46 ghi ro Uy tude, pau khi dd an toan cla bevaclzumab voi phac dd IF. da duge xac minh va dugc xem, 

Tht ch chc bién phap dibu (dé dyge tibp Wyo cho dn Khi tidn tidn b@nh, Bd tudi trung vj ndi chung kd 89.4 tudi; $6,6% 86 bénh 
ECOG |a 0, 43% 06 gid | 1a 1 va 0.4% c6 gid tr la 2, pres c.g on a 

_Damanatermnay aap hee heed Aig t a thong KO (xem fowinara 4) Lots na arc ptey teeta ay 
y rong tat cA céc nhom phy bénh nhan da ghi 76 tiy tye, bao gdm nhiing gi da dug dinh nahi theo tsi, 

elle muti fede hy pel ppl eft “il Wen in one apa eer ihaiaiinlae 

Cletdt qa fi ul a bea gpl phn Mu Fd by ong bn wet rane ang 

a2 A 



Bang 4. Két qua tac dung trong thir nghiém AVF2107g 

AVF2107g https://vnras.com/ 
Nhom 1 Nhém 2 

IFL + gia duoc IFL + bevacizumab* 

$6 bénh nhan 411 402 

Séng sot toan bd 
Tho gian trung vj (thang) 156 20,3 
Cl 95% 14,29-16,99 18,46-24,18 

Tysdnguy.o. 4 0,660 
(gia tri p = 0,00004) 

‘Sbng sét khéng bénh tién trién 
Thdi gian trung vi (thang) 62 | 10,6 
Ty sé nguy co 054 - 

(gia tri p < 0,0001) = +s. 

Ty 16 dap ung toan bd i 

Tye (%) 34,8 |. 44.8 
it - (gid tri p = 0,0036) 

* — 5 mg/kg mdi 2 tuan. 
> Tyong d6i voi nhanh d6i ching, er ~ - 
Trong s6110 bénh nhan dugc chon ngau nhién vao Nhom'3 (5-FU/FA + bevacizumab) truéc khi dig nhém nay, séng sét toan bé trung vj la 18,3 thang 
va thoi gian séng thém bénh khéng tién trién trung vi la 8,8 thang, . - -. ‘ ae Seamer i 

AVF2192g - a en een bee ~ - 
Day [a thir nghiém lam sang giai doan II chon rigau nhién; mi déi, d6i chimg thudc c6 hoat tinh 48 danh gia higu qua va 46 an toan cla bevacizumab 
dang phi hop voi 5-FU/FA lam diéu tri buéc mét ung thu dai true trang di cn trén bénh nhan khéng phai la ng vién tdi wu lam diéu tri bude mét bang 
irinotecan. Mt tram linh nam bénh nhan da dug chon ngau nhién vao nhom 5-FU/FA + gia dug va 104 bénh nhan vao nhom 5-FU/FA + bevacizumab 

(5 mg/kg 2 tuan mét lan). Tat ca cac bién phap diéu tri da durgc tiép tuc cho dén khi tién trién bénh. BO sung bevacizumab 5 mg/kg hai tuan mét lan 
vao 5-FUIFA dan dén ti 6 dap tng khach quan cao hon, thdi gian séng thém bénh khéng tién trién dai hon dang ké va xu hung thdi gian séng thém 
lau hon so voi héa tri figu don doc bang 5-FUFA. 33 ia Loy rea 
AVFO780g Pain 
Dy ta mdt thir nghiém lam sang giai doan II chon ngau nhién, déi ching thudc 6 hoat tinh, nhdn me dé nghién ctru bevacizumab dang phdi hop 
voi 5-FUIFA tam didu tri buétc mot ung thu dai tryc trang di cn, Bé tui trung vj ld 64 tudi. 19% sé bénh nhan da nhén héa tr ligu trade day va 14% xa 
tr rc day. Bay muoi mot bénh nhan da dug chon ngau nhién 48 nhan tim nhanh 5-FU/FA hoac 5-FU/FA + bevacizumab (5 mg/kg 2 tuan mat lan). 
Nhom thir ba gém 33 bénh nhan da nhén tiém nhanh 5-FU/FA+ bevacizumab (10 mg/kg 2 tuan mét lan). Bénh nhan sé dug didu tri cho dén khi tién 
trién bénh. Cc tiéu chi danh gid chinh cua thiy nghiém la ti 16 dap Ung khach quan va thi gian séng thém bénh khéng tién trién. BS sung bevacizumab 
5 mg/kg hai tuan mot lan vao 5-FU/FA dan dén ti 6 dap Wing khach quan cao hon, thoi gian séng thém bénh khdng tién trién dai hon va xu huéng thei 

a tiff 

gian sing thém dai hon so véi héa tri ligu don doc bang 5-FU/FA (xem Bang 5). D@ liéu higu qua phil hop voi cac két qua tir thir nghiém AVF2107g. 

Ditligu higu qua tir cac thir nghiém AVFO780g va AVF2192g 48 nghién otru bevacizumab dang phdi hop véi héa tr ligu bang 5-FU/FA duoc tom tat 
trong bang 6. 

Bang 5. Két qua tac dyng trong thir nghi¢m AVFO780g va AVF2192g 

AVFO780g AVF2192g 

5-FUIFA+ 5-FUIFA + 5-FUIFA + 
C-FUFA bevacizumab* bevacizumab? S-FUIFA + placebo bevacizumab 

86 lng bénh nhan 36 35 33 ll Ty 
84ng 90t toan bd 

Thoi gian trung vj (thang) 7 136 77 15,2 12,9 166 
195% 10,35 = 16,95 13,63 - 19,32 
Ty ob nguy cot 0,62 1,01’ 0,79 

| giatip 0073 “0,978 ia 0,16 
Shay 644. khong libn tribn benh 

Thi gian trung vi (thang) 62. 00 12 68 92 
Ty ob niguy oo 044 0,69 05 
gouip 0,0049 0,217 i 0,0002 

TY Wy Bip Ong oan bb _ 
Ti. (phn iron) 16,7 40,0 24,2 12. .~—C| tO 
CT 10-946 244-678 11,7 = 42,6 0,2- 23.0 18,1 ~ 35,6 
govip _ 0,029 049 0,085 

Thin gian dip Gng : 
This gian trung y| (hang) NR UK} 6,0 68 92 

Ter a 
- u ~ _26-76 pian Wasn (shan) 6,6-NR 6.1 -NR _30-7.8 “6,69 - 9,17 5,88 - 13,01 

* 6 mglkg mbi 2 thn. : 
, 40 mo mi 2 tudn 

vin note? ng vate soamanbaey 
NO16966 uN 
caplet acing abet an cagn chon nak rig, 6 (v bovaczurap ), db etry bevacizumab 7,6 mg/kg dang phdi hop voi ; Capecitabine VA Oxall V, H 
Kaos Bohr ang Senrorech aos hk eae hh 3 tbe : Hoge bevacizumab § mg/kg dang phdi hop voi leucavorin ' ybn 6-fluorouracll, vi oxaliplatin (FOLFOX-4) IV, dug ding theo lich tinh 2 tudn mot lan, Thi nghigm | teint e Intl pte tae t,t nn 6 ug hn gh he a snes LOK ' 
FOLFOX-4+gid dugc, XELOX+ bevacizumab, FOLFOX-4+ bevadizumeb), vine pi Sarco — M1, chi djnh didu trj la mi Khaéng 360 bgnh nn a due chon ng nhién vo mi wong 4nhdm fi nghbm org Ph led tu nggng 



Bang 6, Phac dé didu tr] & thir nghiém NO16966 (MCRC) https://vn ras. com/ 

Didu tri Lidu kho# dau Lich trinh 

FOLFOX-4 Oxaliplatin 85 mgim? IV2h Oxaliplatin vao ngay 1 

hoac Leucovorin 200 mg/m? IV 2h Leucovorin vao ngay 1 va 2 

gota : 5-Fluorouracil 400 mg/m? IV nhanh, §-fluorouracil IV nhanhitruyén 
vealed 600 mgitn? IV 22 h méi in vao ngay 1 va 2 

Gia duc hoac bevacizumab _| 5 mg/kg IV 30-90 phut Ngay 1, tro FOLFOX-4, mdi 2 tun 

XELOX Oxaliplatin 130 mg/m? IV 2h Oxaliplatin vao ngay 1 

ho&e Capecitabine 4000 mg/m? uéng ngay 2 lAn Capecitabine uéng ngay 2'an trong 2 tuan (sau 

pent mot tun ngimg diéu tr) 
sahistnaabhas Gia duoc howe bevacizumab __| 7,5 mg/kg IV 30-90 phat Ngay 1, trurde XELOX, 3 tuan 1 fin 

§-Fluorouracil; Tiém nhanh IV ngay sau khi leucovorin 

ar ; i myc th XELOX 
Théng sé higu qua chinh clia thir nghiém la thoi gian sdng thém bénh khdng tién trién. Trong thir nghim nay, c6 hai myc tiéu chinh: 08 cho thay 

khdng thua kém hon FOLFOX-4 va dé cho thay bevacizumab dang phdi hop voi héa tri ligu bang FOLFOX-4 hoc XELOX vuot tri hon héa tri ligu don 

déc. Ca hai myc tiéu déng chinh yéu da dat duoc: 

Tinh khdng thua kém hon clia nhom ob XELOX so véi céc nhém 06 FOLFOX-4 kh so sén ting thé da dug chimg minh theo thudt ngG séng sot 
khdng tién trién va sdng sét toan bd trong quan thé dii diéu kién theo méi dé cuong. . 
Tinh uu viét hon cia cac nhom c6 bevacizumab so véi céc nhém dung héa tr ligu don déc khi so sénh ting thé duoc ching minh theo thuat ngdr 
séng sét bénh khdng tién trién trong quan thé ITT (bang 7). 

Céc phan tich phy vé PFS, cn ctr vao cac danh gid dap tng dya trén viée ‘dang diéu tr, da xac dinh igi ich trén lm sang vugt trdi hon ké voi 

bénh nhan duge digu tr bang bevacizumab (cdc phan tich da trinh bay trong bang 7), ph hyp v6i lot ich 06 y nghia théng ké da quan sat thay trong 

quan thé phan tich gdp. 

Bang 7. Két qua chi yéu vé higu qua khi phan tich vurgt troi (quan thé ITT, thir nghiém NO16966) 

Tiéu chi danh gia (thang) FOLFOX-4 FOLFOX-4 Gia trip 
hoac XELOX + gia dug hoc XELOX + bevacizumab 

(n= 701) (n = 699) 

Tiéu chi chinh ites 
PFS trung vi* 8,0 | 94 0,0023 
Ty sd nguy co (Cl 97,5%) 0,83 (0,72 - 0,95) 

Tiéu chi phy 

PFS trung vi (dang didu tri)** 79 I 10,4 -<0,0001 

Ty s6 nguy co (Cl 97,5%) 0,63 (0,52 - 0,75) ; 
TY I@ dap tg toan bd 49.2% 46,5% 
(danh gia nghién ctru)** Ot ime 

Séng sot * 19,9 21,2 0,0769 
Ty sd nguy co (Cl 97,5%) 0,89 (0,76 - 1,03) 

* Phan tich sng sét toan bé & thi diém cat lam sang ngay 31 thang Mét nam 2007. 
** Phan tich chinh & thoi diém ct lam sang 31 thang M6t nam 2006. 
* —— Tuong d6i so voi nhém déi ching. 

Trong nhém phy didu tri bang FOLFOX, PFS trung vj la 8,6 thang trén bénh nhan duge diéu tri bang gid dug va 9,4 thang trén bénh nhan didu tri bang 
bevacizumab, HR = 0,89, Cl 97,5% = (0,73; 1,08}; gid tri p = 0,1871, cdc két qua tong Ung trong nhém phy diéu tri bang XELOX la 7,4 so vai 9,3 thang, 
HR = 0,77, Cl 97,5%= (0,63; 0,94) gid tri p= 0,0026. 1 ‘ 

Séng sét ton bé trung vj la 20,3 thang trén bénh nhan digu tri bang gia duc va 21,2 thang trén bénh nhan digu tri bang bevacizumab trong nhém 
phy didu tri bang FOLFOX, HR = 0,94, Cl 97,5% = (0,75; 1,16]; gia tri p = 0,4937, cdc két qua trong Ung trong XELOX, nhém phy didu tr a 19,2 so 
v6i 21,4 thang, HR = 0,84, Cl 97,5%= (0,68; 1,04]; gid tr p = 0,0698. 

ECOG E3200 y 
Day [a thi nghiém gial doan Ill chon ng&u nhién, 461 chimng thudc c6 hoat tinh, nhan mé 8 nghién ciru bevacizumab 10 mg/kg dang phdi hyp véi 
leucovorin véi 5-fluorouracil tiém nhanh va sau dé tru 5-fluorouracil, voi oxaliplatin 1V (FOLFOX-4), dling theo ligu trinh 2 tuan mét lan trén bénh nhan 

ung thu dai tryc trang tién tnén trréc day da dug diu tri (bude hal) Trong céc nhém héa tr liéu, phic dd FOLFOX-4 da sir dung cac lidu va lich trinh 
tuong ty nhu dé trinh bay trong Bang 6 voi thir nghiém NO16966 7 
Théng 6 chinh vé higu qua cia thir nghiém la s6ng sét todn b6, duc dinh nghia la thoi gian ké tir chon ngdu nhién dén khi tle vong do bat cu 
Aguyén nhan nao. Tém tram hai mui chin bénh nhan da duc chon ngau nhién (don tr lidu bang 292 FOLFOX-4, 293 bevacizumab +FOLFOX-4 
va 244 bevacizumab). Thém bevacizumab vao FOLFOX-4 dan dén kéo dai tho’ gian séng thém dang ké vé mat théng ka. Cai thién o6 y nghila théng ke 
vé thdi gian séng thém bénh khéng tién trién va ti 16 dap ung khach quan cling da duge quan sat thay (xem Bang 8). 

Bang 8. Két qua higu qua trong thir nghi¢m E3200 
; E3200 

FOLFOX-4 FOLFOX~4 + bevacizumab* 
86 bénh nhan 292 293 
Séng s6t toan b6 

Trungvi(théng) i 108 13,0 
C1 95% ' 10,12 - 11,86 12,09 - 14.03 
Ty 86 nguy co” / 0,751 : 

(gia tri p= 0,0012) 
Séng s6t khdng tién tnén bénh ; ~~ 

Trung vi (hang) 45 | 75 
Ty 86 nguy co : 0518 ——| 

$s (gia tri p< 0,0001) 

Ty Ie dap ting khach quan 
Tye 86% l 22,2% 

(gia tri p < 0,0001) 
40 mb) 2 wan. 
* —— Tuong 461 80 v6i nhom di ching, i . 

KKhOng quan eA thhy sy khdc bigt dang kb vb séng #61 todn bd gid bénh niin nhgn don ws igu bag bevacizumab so véi bénh nhan 
FLOR avant yr an pen ory on iu My ana 

A retin, 
7 

‘ — 
ML18147 

rn _ 

Dy iB ngpign ca dog chon ng rn, ching. hin 8 naan Ormane bean ela ts tete® ae 
Wn cn ot Op WA hoe tf ju 66 fluoropyrimidine 8 neat buss Wernaen rhln GRO OA tan Ui ie Sarg ang 
phic 46 dibu tri budc mol “d bevacizumaby 

dung 

B6nih nition duge xéc djnh mCRC ven md bénh hoe va tién Wndn bénh 44 dygo chon ngdu nhidn 1:1 trong vong 3 thang sau khi ding iu 
Ui opt brapompsrig 46 ihn h6a ti lidu C6 fluoropyrimidine/oxaliplatin hosc fluoropyrinidine/rinotecan (hoa ti lidu due chuydn adi ty ieove 
Ga tf Nou bude m6l) v6 hobe Khong cb bevacizumab Didu ti durge cho dang dén khi bgnh udn tridn hode do Unh khong thd chp nhan duc. Xie dinh 
Hit ub ib cio sbog 464 adn bo dye rng a Wl pan kK lbe chan gu an cha Iihi WW vong do bat ou nguyén nhan nao, 
Thny vb 62) Lonh nhin dé duyo chon ngby nhién BO sung bevacizumab vao ha Uj Iu cd fluoropyrimidine din dan kdo dai thoi 
1wffle Wey Ko Un beh hun mR: 4b ib ibn Kh dany dag fb ab bud MA ob bevacizumab (ITT = 810) (xem bang 8) sai hiaaiee! 



Bang 9. Két qua higu qua cho nghién ctru ML18147 (quan thé ITT) 

ML18147 httos://vnras.com/ 
Fluoropyrimidine/irinotecan Fluoropyrimidinefirinotecan 

hoac . hoac 
Héa trj ligu diya trén Héa tri figu ik 

Fluoropyrimidine/oxaliplatin Fluoropyrimidine/ 
™ + bevacizumab’ 

$6 lugng bénh nhan 410 409 
Séng sét toan bd , 

Trung vi (thang) 9,8 | 11,2 
Ty sé nguy co (95% khoang tin cay) 0,81 (0,69,0,94) -- 

(gia tri p = 0,0062) si 
Séng sét khdng tién trién bénh oe 

Trung vi (thang) 44 | aaa 2 - 
. ; 0,68 (0,59, 0,78) ; ~ ~ 

TY sé nguy co (95% khoang tin cay) (gid tri p < 0,0001) 

Ty 16 dap Ung khach quan (ORR) 
Bénh nhan trong phan tich 406 404 000 

Tye 3,9% 54% - 
(gia tri p = 0,3113) ’ 

. 5,0 ma/kg mi 2 tuan hoac 7,5 mg/kg mai 3 tuan. 2 fui ne tee a 

Cai thin 06 ¥ nahia thdng ké v8 séng sot khéng bénh tién trién cling dug quan sat thay. Ty lé dp tng khach quan th4p & ca hai nhém diéu tri va sur 
khac biét khdng dang ka. oa 

Nghién ciru E3200 da sir dung bevacizumab vdi itu twong duong la 5 mg/kg/tuan trén bénh nhan chua duc diéu tri bang bevacizumab, trong khi 
nghién cir ML18147 da sir dung bevacizumab véi liéu tong duong [a 2,5 mg/kg/tuan trén bénh nhan trréc day da diéu tri bang bevacizumab. _ 
Mét so sAnh dé liéu higu qua va d6 an toan bat chéo thiv nghiém bj han ché béi su khac biét gitra cac nghién ciru nay, dang lwu y nat trongcdc 
quan thé bénh hn, mirc tiép xUic truéc day voi bevacizumab va cac phac dé héa tr liéu. Ca hai liu tong durong 5 mg/kg/tuan va 2,5 mg/kg/tuan _ 
cilia bevacizumab da cho |g ich 06 y nghia théng ké vé OS (HR 0,751 trong nghién ciru E3200; HR 0,81 trong nghién ciruML18147)vaPFS 
(HR 0,518 trong nghién ciru E3200; HR 0,68 trong nghién ciru ML18147). Theo thuat ngi d6 an toan, ti 16 c&c AE d6 3-5 trong nghién ctru E3200 cao 
hor. so voi nghién ctru ML18147. 

Ung thu vi di can (mBC) 

au = 

Hai thir nghiém giai doan III lon da duoc thiét ké dé nghién ctru tac dung diéu tri cla bevacizumab dang phéi hop véi hai thuéc héa tr liu riéng, nhur 3 
xc dinh theo tiéu chi danh gia chinh la PFS. Cai thién PFS cd y nghia trén lam sang va cé y nghia théng ké da duoc quan sat thay & ca hai 
Cc két qua PFS dug tom tat dudi day voi cdc thuéc héa tr liu riéng da dura vao chi dinh: 

Nghién otru E2100 (paclitaxel) 
+ PFS trung vi tang 5,6 thang 

Dakia*ve Fy! 

, HR 0,421 (p < 0,0001, Cl 95% 0,343; 0,516) ~ — 

Chi tiét hon vé méi nghién otru va két qua duc cung cp dudi day. 

ECOG E2100 
Thir nghiém E2100 1a mét thir nghiém lam sang da trung tam, nhan mé, chon ngdu nhién 

Sah 

thir nghia 

661 chimg thudc 06 hoat tinh d& danh gia bevacizumab 
ph6i hop voi paclitaxel dé diéu tri ung thu vii tai phat tai chd hod di cn trén bénh nhan trade day chura nhan héa tr igu d8 didu tri bénh tai phat tai 
hoc di cn bao gid. Bénh nhn da dug chon ngdu nhién voi paclitaxel don doc (90 mg/m? IV trong 1 gid mdi tuan mot ln vai ba trong s6 bén tuan) 

hho’c dang ph6i hyp voi bevacizumab (10 mg/kg truyén IV hai tuan mot lin). Liu phap héc mén truéc day 48 didu tr bénh di cn duro cho phép. Ligu ~ 
phap taxane hb tre chi dug cho phép néu da hoan tat trudc khi vao thir nghigm it nhat 12 thang. Trong s6 722 bénh nhan trong thir nghiém, phan jon. 
bénh nhén 06 bénh &m tinh voi HER2 (90%), voi sé nhd bénh nhn Khdng r6 (8%) tinh trang hoc da xc dinh tinh trang HER2 duong tinh (2%), trade 

day 6 dugc diéu tr hoe duge xem nhy khong phi hop voi didu tri bang trastuzumab. Hon nifa, 65% sé bénh nhan da nhan héa ty ligu hd tre bao 
19% taxane trvdc day va 49% anthracycline truéc day. Bénh nhan ob di cn é hé than kinh trung wong, bao gdm cac tin thong nao 4a digu th 

hose cat bé tric day, d& dugc loai ti. ae a: 

Trong thir nghiém E2100, bénh nh&n sé dug diéu tr cho dén khi tién trién bénh. Trong tinh huéng cn phai dig héa tr liu som, didu tri 
bevacizumab lam thuéc don tr ligu tiép tyc dn khi tién trién bénh, Bac diém cia bénh nhan giéng nhau qua cac nhom thir nghiém. ae 
chinh cla thir nghiém nay la thdi gian sing thém bénh khng én trién (PFS), c&n evr vao danh gid clla nghién citu vign thir nghiém vé tign tridn bénh. 
Ngoai ra, vic thém dinh 4c lap tu chi dénh gid chinh cing duge tién hanh. Cac két qua cia thir nghigm nay duge trinh bay rong bang 10, 
Bang 10. Két qua higu qua cia thir nghigm E2100 - . 

Sbng 861 khong bénh tién trién 1 

eens nen TT Ta Mee Dan oid ca IRF 
Paclitaxel Paclitaxel Paclitaxel ~ Paclitaxel 

(n 364) . (n= 368) (n= 354) (n= 368) 
PFS rung vi (thang) ‘68 11.4 $8 13 

HR i aaniee ame eae yee rial ae 
(Ch 96%) (0,343; 0,616) (0,385; 0,607) 
Bia Wp $.0,0001 <0,0001 

TY 16 dp (ang (041 vor bpnh nhibn ob bgnh do kxtng duc) 
Banh gid coe ctu vidn Banh gid oda 

a ' ; hevacizumab + : . bevacizumab 
: “6 (nears) |}, , (n 262) (ns 4a) 1 > _ (n= 229) 
% bionh nhin 06 6ép (mg khéch quan aA ar) ees ee 498 

Gidtip ne ee ery) 
* Phin tich chin Ves fall —~ 

a



Séng sot toan bd ae : 
Paclitaxel httpsvAaaras.com/ 

bevacizumab 

(n = 354) (n= 368) 

OS trung vi (thang) 24,8 26,5 

HR 0,869 
(Ci 95%) (0,722, 1,046) 

Gia trip 0,1374 

Lo’ ich lam sang cia bevacizumab nhu da xc dinh theo PFS da thy trén tat ca cde nhém phy da ghi r6 tir true duge thir nghiém (bao gdm khodng 
thd’ gian khong c6 bénh, sé vi tr di cn, true khi nhan héa tri igu hd tro’ va tinh trang thy thé oestrogen (ER). * 

Ung thu phdi khéng phéi té bdo nhé (NSCLC) 
Diéu tri buée mot NSCLC khéng té bao vay phdi hop voi héa tr ligu dya trén bach kim 

DO an ton va higu qua cla bevacizumab, bén canh héa tr ligu dy trén bach kim, trong didu tri bude mot bénh nhan ung thu phdi khéng t8 bao nhé _ 

(NSCLC) khéng té bao vay, da duc nghién cu trong cae thir nghiém E4599 va BO17704. Loi ich vé théi gian sng thém toan bo da duge ching minh 

trong thi nghiém E4599 voi mot lidu bevacizumab 15 mg/kg/mdi 3 tuan. Thi nghiém BO17704 44 chimg minh ca hai itu bevacizumab 7,5 mg/kg/méi 
3 tuan va 15 mg/kg/méi 3 tuan lam tang séng sdt bénh khéng tién trién va ty 16 dap ung 

£4599 
E4599 la mét thir nghiém lam sang da trung tam, nhain mo, chon ngu nhién, di chimg thudc cb hoat tinh dé danh gia bevacizumab lam diéu tri bude 

mét bénh nhan NSCLC tién trién tai chd (giai doan IIIB 6 tran dich mang phdi dc tinh), di can hoac tai phat trir m6 hoc té bao vay ndi bat. Bénh nhan 

urge chon ngu nhién vao héa tr liéu dyva trén bach kim (paclitaxel 200 mg/m?) va AUC ciia carboplatin = 6,0, ca hai loai theo dung truyén IV (PC) vao 

gay 1 cia méi chu ki 3 tun t6i da 6 chu ki hoc PC dang phdi hop voi bevacizumab & mirc isu 15 mg/kg truyén IV ngay 1 trong chu ki 3 tuan mét ian 

Sau khi hoan tat sau chu ki héa tr ligu bang carboplatin-paclitaxel hoac sau khi ding hda ty ligu trudc thoi han, bénh nhan trong nhom bevacizumab 

+carboplatin-paclitaxel tiép tyc nhan bevacizumab durdi dang thudc don tr) ligu 3 tuan mét lan cho dén khi tién trién bénh, 878 bénh nhan da dugc chon 
ngdu nhién vao hai nhom. 
Trong qua trinh thir nghiém, trong s6 bénh nhan nhan didu tr thir nghiém, 32,2% (136/422) s6 bénh nhan nhan 7-12 lan dung bevacizumab va 21,1% 
(89/422) s6 bénh nhan nhan 13 lan diing bevacizumab trd lén 

Tiéu chi danh gia chinh la thdi gian séng s6t. Cac két qua duge trinh bay & bang 11, 

Bang 11. Két qua higu qua cua thir nghiém E4599 

Nhém 4 Nhém 2 

Carboplatin! Carboplatin! 
Paclitaxel Paclitaxel + 

bevacizumab 

; : 15 mg/kg mdi 3 tuan 

Séluong bénh nan. 444 434 

‘Séng sét toan bo 
Trung vi (thdng) 10,3 | 12,3 

_. TysOnguyco ., 0,80 (p = 0,003) 
P Cl 95% (0,69; 0,93) 

‘Séng sét khong tén trién bénh ; 

Trung vi (thang) 48 I 64 

Ty s6 nguy co 0,65 (p < 0,0001) 
gy ita 19 C1 95% (0,56; 0,76) 

Ty 16 dap Gng toan bo 
Ty I (phan tram) | 12,9 | 29.0 (p < 0,0001) 

Trong mét phén tich thm d6, pham vi oi ich ola bevacizumab trén thoi gian séng thém toan bé it dug cong bé han trong nhém phy nhdng bénh nhan 
khdng 06 mé hoc ung thu biéu mé tuyén 

017704 Wn ‘ 
This nghiém BO17704 1a mét thir nghiém gial dogn Ill, chon ngau nhién, mu doi vé bevacizumab bén canh cisplatin va gemcitabine so voi gid duge, 

, va gemoitabine trén bénh nhan NSCLC thé khéng té bao vay tién tnén tai chd (giai doan IIIB c6 di can hach du6i don hoac tran dich mang phdi 
hoe mang ngoai tim 4c tinh), di cn hoc tai phat, cha nhan héa tr liu tru day, Tiéu chi danh gia chinh la song s6t khong bénb tién tnn, tu chi 

anh gid phy voi thir nghiém bao gdm shng sot toan bo. 

Bénh nh&n 4 duge chon ngdu nhién vao héa tr isu dy trén bach kim, cisplatin 80 mg/m? truyén {inh mach vao ngay 1 va gemcitabine 1250 mg/m* 

truyén finh mach vao ngay 1 va 8 olia chu ki 3 tun mdt lan cho t64 t6i da 6 chu ki (CG) vai gia due hoae CG voi bevacizumab & mirc lidu 7,5 hode 
15 truyén IV ngay 4 trong chu ki 3 tun m6t lan, Trong cdc nhém co bevacizumab, bénh nhan 6 thé nhan bevacizumab lam thude don tr 

deco toke ot ln cho dn Wn én bénh hode dc tinh Khong i chdp aan dupe Cac két qua thi nghiém cho thay 94% (277/296) sé bénh nhan 
64 dibu kién dang nhan thudc don tr ligu bevacizumab & chu ki 7 Ti6 cao 86 bénh nhan (khoang 62%) dang didu ty da nhan cac didu tri chéng ung thu 

hac nhau khong ghi 5 trong dé cuong, dibu 46 c6 thé anh huang dén phn tich vé that gian sdng thém toan bo, 

Két qué higu qua duge trinh bay & bang 12 

Bang 12. Két qua higu qua cia thir nghigm BO17704 ! an 

ia ™ TCisplatinGemcitabine | CisplatinGemcitabine Cisplatin/Gemcitabine 
+ gla dugc +bevacizumab i + bevacizumab 

7,5 mg/kg mdi 3 tudn | 18 mg/kg mdi 3 tuan 
86 lugng bénh nhan } 47 Mo 351 
hng 644 khong bon tibn tin : 

i ‘i 67 act’ 65 
Tang iing _ ot (=0:0026) ....,{ ..__ (p= 0,0301) 

075 0,82 
Tye rguy oo ; 10,62; 0.91) 0,68, 0,98} 

TY Wo 46p Gong loan bh tot nate 20,1% ~ 34.1% 30,4% wt 
(p< 0,0001) (p=0,0023) 

, br hin ob bh Wy cb thb do lytng durge 6 thé idm ban du ; aa 
WA toan bh ~ 

wes 1 79.6 chy ee 
Trung ¥ (hing) _ * (p204209) (p=07613) 
Ty hnguy a ’ sa " TTT baie wae) ie BR oe lee) Pa i 

+ ihe |! (0,78; 1,11 "' 

pibu 1 bub mt NBCLC khong 1b bao vby 06 abt bidn hog! hbo EOPR phd Hop vi orfotiih 
1025667 : a re: 
Nghién ofru JO26667 1a mét nghién cou ngbu nhilén, nhin md va de rung thm glal dogn Il dirgd thy hidn & Nhat Ban dd danh tinh 
ican che beveczumeb duc 6G dung bb eung cho aot @ fa dl oh id en 2 i ont abd 
‘exon 19 hoe 461 bién exon 21 LL868R) chura duc didu tr) hd thong cho gial doan IliBAV haga bénh tal pha. ‘ 
Tibu chi chinh la sy #bng con khbng tién tibn bénh (PFS) dye wn dénh gid tng quan do 1p. Tu chi phy bao gdm ang abt toan bd, t) dap ing, 1) 
1 kiém so6t bonh, thoi gian dép ing, v6 do an toan, , ar J 

Tinh trang dot bién EGFR dugg xéc dinh cho mi bgnh nhan trude khi gang loo bénh nhdn va 164 bénh nbn duc chon ngdy nhidn dé ding ertotinit’ 
+ bevacizumab (erlotinib 160 mg ngay + bevacizumab [16 mg/kg IV ml 3 tudn}) hod don tr liu erlotinib (160 mg udng hang ngay) cha dén, 
tin tridn bonh (PD) hoc d6c tinh khéng thé chp nh§n. Trong trrting hop khOng cd PD, vidc ngtng mot thanh phan cda didu tr] nghidn ctu & hom 
erlotinib + bevacizumab khong din dén ngimng thanh phdn didu tj nghién cizy khdo nhu dandy trong quy trinh nghidn clu, . : 
Két qua hidu qué ca nghién odru dug trinh bay & bang 13, 

' 

‘ 

< 
e
t
.



Bang 13. Két qua vé higu qua ctla nghién ctru JO25567 
httnc:-/Apnraecpami 

Erlotinib Erlotinib bevacizumab-' 
N=77" N=75" 

PFS* (thang) 

Trung vi 97 16,0 

HR (Cl 95% ) 0,54 (0,36; 0,79) 

gia tip 0,0015 

TY l8 dap tng toan bd 

TY 16 (n) 63,6% (49) 69,3% (52) 
gia tri p 0,4951 

Séng sét toan b6* (thang) 
Trung vi 48,5 ; 48,4 

HR (CI 95% ) 0,91 (0,56; 1,46) i 
gia trip - 0,6838 ry 

* Téng cng 154 bénh nhan (ECOG 0 hoac 1) dugc chon ngau nhién. Tuy nhién, hai trong s6 nhtrng bénh nhan dugc chia ngdu nhién ngieng 
nghién ctru trréc khi nhan bat ky didu tri nghién ctrundo. 9 ¢ 2 }orun Aye ve ret | ta 

* Lam mi danh gia déc lp (phan tich chinh theo dé cong). . * 7 ¢ 

* Phan tich tham dd; Phan tich cp nhat OS tai thoi diém cat lam sang vao ngay 28 thang Mudi ndm 2015, 45% bénh nhan da chét va do do OS 
dugc coi la cha dat. ‘ seg 

Cl, Khoang tin cay; HR, ty sO nguy'ce tir phan tich hdi quy Cox khéng phan tang; NR, khong dat: O48 at 

I Dao thai en Va/Nnoac Ai Ca : 

dang ph6i hop v6i interferon alfa-2a dé diéu tri bute mét ung thir té bao than tiéh trién va/lhoae di can (BO17705)' "= 

Day la thir nghiém giai doan Il, chon ngau nhién, mil doi due tién hanh dé dénh gia higu qua va d6 an toan ctia bevacizumab darig phdi hop Voi 
interferon (IFN) alfa-2a so v6i IFN alfa-2a don dc lam didu tri buéc mét trén mRCC. 649 bénh nhan dug chon ngau nhién (641 da dug diéu tri) cé | 
thé trang theo Kamofsky (KPS) 2 70%, khdng cé di cn CNS va chire nang tang thich hop. Bénh nhan da dug phau thuat cat bé than vi ung thu biéu 
mé té bao than nguyén phat. Bevacizumab 10 mg/kg da dug cho ding 2 tuan mét lan cho dén khi tién trién bénh. IFN alfa-2a da dug cho ding tdi 
a 52 tuan hoac cho dén khi tién trién bénh & mirc liéu bat dau theo khuyén nghi la 9 MIU ba lan méi tuan, cho phép giam liéu dén 3 MIU ba lan méi tuan 
theo 2 bude. Bénh nhan da dugc phan tang theo quéc gia va diém s6 Motzer va cdc nhém diéu tri da cho théy rat can xtg v8 céc yéu té tién lung. ” 

Tiéu chi danh gid chinh la thi gian séng thém toan bé, véi cdc tiu chi danh gia phy vé thir nghiém bao gdm thdi gian séng thém khéng cé bénh tién 
trién. Bd sung bevacizumab v6i IFN-alpha-2a lam tang PFS va ti Ié dap ng khach quan cia khéi u dang ké. Cac két qua nay da dug xac dinh qua 
th4m dinh d6c lap trén X-quang. Tuy nhién, tang tiéu chi danh gia chinh la séng sét toan bd & thi diém 2 thang la khéng cé y nghfa (HR= 0,91). Ti 1é cao 
bénh nh&n (khoang 63% IFN/gia duoc; 55% marie a nhan cac liu phap chéng ung thu khac nhau khéng ghi r sau thir nghiém, bao gdm 
thudc ch6ng ung thu, 06 thé da anh hudng dén phan tich ve | sét toan bb. ! 1 ifn uaa sepie 

Két qua higu qua duge trinh bay & bang 14. i | . 
Bang 14. Két qua higu qua cia thir nghigm BO17705 av ie es ee _ er - 

rm ah al 

BO17705 

sii = v4 Gia duge + IFN' "BV a IFN 

'S6 lugng bénh nhén Hac oD ng , v4 "390 ‘4 : 37 

Sdng s6t khéng bénh tién trién aca eat eee an: , 

Trung vi (thang) ila ea en 10,2 

~ Ty 66 nguy cg ‘itt lie’ a tiyiilew 063 

Cl95% ard 0,52, 0,75 
(gia tri p < 0,0001) 

Ty 16 dp ng khach quan (%) & bénh nhan c6 bénh do 
Iuong dugc | . 

N , ‘ 289 306 

Ty dép ng) 28% =T a 

__| | (Gia trip < 0,001) 
’ interferon alfa-2e 9 MIU 3xiuan. 
» —— Bevacizumab 10 mg/kg mdi 2 tuan, fo. 

Ghny oA toon bb ail te a ee ~ . eecnee 

Trung vi jhang) ali oo) ° 
Ty ob nyuy oo sienianenn itt — 

GO 
0,76, 1,10 

(gia tej 0,3360) 

IMA nb hiinh thodl ibn Cox da Libn w6 tham dd ety dung chon ngugc 48 cho thdy cdc yu (8 tin kong & lan Kham ban dau sau day 6 lan quan, 
Suichs dha veh gen eaten pututcaett iain sabe de deh I nha 6 thang trdo khi vao thoy nghidm, 94 vi trl dig 
con thoy 6b dudny kinh dai nhibt 4a thn thuong dich, didi 66 Motzer Higu chinh cc eh tpt kham ban du theo tI 1@ nguy co khi didu tr: 
180,78 (Ch 06% (0,63; 0,96}, p=0.0219), cho thby gldin 22% nguy ca tly vong vei bénh phan trong nhom bevacizumab + IFN alfa-2a so voi nhom IFN. * 
alla-2a, i 4 

Chin muh bay (97) bonh nhan tong nhom IFN alfa-2a v6 131 b@nh nhdn tong nhém bevacizumab da lam glam lidu IFN alfa-2a ty 9 MIU dén 6 hoge } 
3 MAU ba lan theo nhu dé ghi 16 tir rude tong d) cueng Gidm lidy IFN alfa-2a khong cho thay tac dong dén higu qua ca vide phdi hop —2< 
bevacizumab va IFN alfa-2a clin cl vo U1 khong cé bidn ob PFS theo thd glan, nhu da tinh bay trong phan tich nhom phy. 131 bénh nhan trong 
nhom bevacizumab + IFN alfa-2a dé dugc gidm va duy tl libu IFN alfa-2a & mic 6 hodc 3 MIU trong qua trinh thi nghidm, boc  & thoi didm 6, 12 va, 
18 thang, ti Khong c6 bién ob PFE Ian luot ld 73, 62 va 21%, 60 voi 61, 43 va 17% trong toan bd quan thé bénh nhan nhan bevacizumab + IFN alfa-2a, 



AVF2038 https://vnras.com/ 
Bay ka mét thiy nghiém lim sang giai doan Il, chon ngdu nhién, mi di, d8 nghién ciru vé bevadizumab 10 mg/kg theo lich trihh 2 tuan mét lan vor libu 
bevacizumab tuong ty dang phdi hop voi 150 mg erlotinib mdi ngay trén bénh nhan RCC thé té bao trong suét di can. Téng $6 104 bénh nhan da 

due chon ngau nhién vao diéu tr trong thir nghiém nay, 53 ngudi vo nhém bevacizumab 10 mg/kg 2 tudn mét Kan c6ng gid dug va 51 ngudi vao 
nhom bevacizumab 10 mg/kg 2 tuan mot ln céng erlotinib 150 mg mdi ngay. Phan tich tiéu chi danh gia chinh khong cho thdy sy khac biét gira nhém 

bevacizumab + Gia duc va nhém bevacizumab + Erlotinib (PFS trung vj 8,5 $0 vl 9,9 thang). Bénh nhan trong mdi nhom o6 mot dap Grig khach quan, 
BS sung erlotinib voi bevacizumab khéng lam cai thién OS (HR = 1,764; p=0,1789), thoi gian d4p ing khach quan (6,7 so vo4 9,1 thang) hoae thot gian 
06 tién tridn trigu chimg (HR = 1,172; p=0,5076). - 
AVF0890 Y / 
Bay la thir nghiém giai doan Il chon ngdu nhién duge tién hanh dé so sanh higu qua va dé an toan ola bevacizumab $0 v6i gia dugc. Tang s6 116 bénh 
nhn 48 duc chon ngdu nhién 48 nhan bevacizumab 3 mg/kg 2 tun mét ln (n=39), 10 mg/kg 2 tuan mét Ian; (n=37), hoac gid duc (n=40). Phan tich 
tam thoi da cho thay cd kéo dai thoi gian dén khi tién trién bénh dang ké trong nhém 10 mg/kg so voi nhém gid duge (ti 6 nguy co, 2,55; p< 0,001). 
Cé it khac biét, vé y nghia gidra hai nhom khac nhau, gira thoi gian dén khi tién trién bénh trong nhom 3 mg/kg va trong nhém gid dug (tf Ie nguy 
0, 1,26; p=0,053), Bon bénh nhan c6 dap tng khach quan (mét phan) va tat ca cdc bénh nhan nay da nhan lidu bevacizumab 10 mg/kg; ORR voi 
lidu 10 mg/kg la 10%. ue an ke 

x u ama 1quyé: a a lila 

iéu tr bute dau ung thu budng tring ; notin” areal 

6 an toan va hiéu qua cla bevacizumab trong didu tri budc dau bénh nhan bi ung thy biéu md budng tring, dng dan tring hoac mang bung nguyén 
phat da dug nghién ctru & hai thiy nghiém giai doan Ill (GOG-0218 va BO17707) da danh gia tac dung cua viée bd sung bevacizumab vdi carboplatin 

va paclitaxel so voi phac dé héa tr liéu don déc. =. 

GOG-0218 
Nghién ctu GOG-0218 la nghién ctu giai doan III, da trung tam, chon ngau nhién, mu doi, d6i ching gia duc, ba nhom dé danh gia tac dung clla vige 
bé sung bevacizumab vao phac dd héa tri liu da duoc phé chuan (carboplatin va paclitaxel) trén bénh nhan bj ung thu biéu mé budng trig, éng dan 

tring va mang byng nguyén phat tién trién (giai doan IIIB, IIIC va lV theo FIGO ném 1988), 

Bénh nhan 4a nhén didu tr) trudc day bang bevacizumab hoac liéu phap chéng ung thu dudng toan than truéc day dé didu tri ung thu’ budng tring (vi 
du: héa tri liéu, ligu phap khang thé don dong, liéu phap thudc tre ché tyrosine kinase hoac liu phap hdc mén) hoa xa tri trudc day & bung hoac khung 
chau da dug loai trir khdi nghién ctu 

Téng sé 1873 bénh nhan d& duoc chon ngau nhién theo cac ty 16 bang nhau vao ba nhém sau day: mroneess 

Nhom CPP: Nam chu ki gia dug (bat dau chu ki 2) phdi hop voi carboplatin (AUC 6) va paclitaxel (175 mg/m?) trong 6 chu ki sau dé la gid duge: 
don déc, voi tng sé t6i da la 15 thang diéu tr 

+ Nhém CPB15: Nam chu ki bevacizumab (15 mg/kg 3 tuan mét lan bat dau chu ki 2) phdi hyp véi carboplatin (AUC 6) va paclitaxel (175 mg/m?) 
trong 6 chu ki sau dé la gid duc don déc, voi ting s6 t6i da la 15 thang diéu tr) _ 
Nhom CPB15+; Nam chu ki bevacizumab (15 mg/kg 3 tuan mét lan bat dau chu ki 2) phdi hop voi carboplatin (AUC 6) va paclitaxel (175 mg/rn?) 
trong 6 chu ki sau dé tiép tc dung bevacizumab (15 mg/kg 3 tuan mét lan) lam thuéc don tri liéu trong tng sé tdi da la 15 thang diéu tri. 

Phan ln bénh nhan dug thu nhan vao nghién ctu la ngudi da trang (87% trong tat ca ba nhom); do tudi trung vi la 60 tudi trong cac nhom CPP 
va CPB15 va 59 tudi trong nhom CPB15+; va 29% s6 bénh nhan trong CPP hodc CPB15 va 26% trong CPB15+ trén 65 tudi. Nhin chung, khoang 
50% s6 bénh nhan cé PS theo GOG la 0 & lan kham ban dau, 43% diém sé PS theo GOG [a 1 va 7% diém sé PS theo GOG.a 2. Hau hét bénh nhan oi 
EOC (82% trong CPP va CPB15, 85% trong CPB15+) sau dé la PPC (16% trong CPP, 15% trong CPB15, 13% trong CPB15+) va FTC (1% trong CPP. 
3% trong CPB15, 2% trong CPB15+). Phan lon bénh nhan co loai mé hoc ung thu biéu mé tuyén thanh dich (85% trong CPP va CPB15, 86% trong 
CPB15+). Nhin chung, khoang 34% s6 bénh nhan & giai doan III theo FIGO bj mat di lugng toan bé khéi u ton du tdi wu, 40% giai doan Ill mat lveng 
khdi u ban tdi wu va 26% la bénh nhn giai doan IV, r ' 

Tiéu chi danh gid chinh la PFS c&n ci vao dénh gid cla nghién ciru vién ve tién tidn bénh dy trén cdc phim X-quang hoac ndng 4 CA-125, hoac mit 
6 tram trong c6 triu ching theo dé cong, Ngoai ra, phan tich da ghi ré tl trudc vé kiém duyét dé’ liéu voi cdc bién cé tién trién theo CA-125 da duce 
tién hanh cling nhu viée thdm dinh d6c lap vé PFS da dug xac dinh theo cdc phim chup X-quang. 

Thir nghiém dat mye ti6u chinh la cai thign PFS. So snh voi bénh nhan dug didu tri bang héa tr idu (carboplatin va pacitaxel) don déc trong digu ti 
butsc mét, bénh nhan da nhén bevacizumab & mic lidu 15 mg/kg Q3W dang phéi hop v6i héa tr ligu va tiép tc nhin bevacizumab don déc (CPB15+} 
(06 cai thién 06 y nghia trén lam sang va théng ké vé PFS. | : 

“Tren Binh nhdn chi nhgn bevacizumiab dang ph6i hop v6i haf liu va king ip chan bevaizumab don d6¢ (CPB1S); khang gizan sat thdy loa 
66 ropta tb ten ong vb PPB. 
Cac kat qua cia nghién ciru nay durge tom tat trong bang 15;—-!=~ © = ; 

Bang 15. Két qua higu qua cua nghiéncouGOG0218 fs. | went el i ay 

Séng s6t khong bénh tién trién' 
ae ner she Peat ae 3 GPP, . CPBI5 CPB15+ 

4 efi (n= 625) (n= 625) (n= 623)... 

PFS trung vj (thang) 10,6 1,6 147 

Ty sb nguy co (C195% PP, 1 Wg sate ow 089... | 0,70 
= a ‘ a | (0,78, 1,02) , (0,61, 0,81) 

Gia tri p*4 : "is neat ef vite! “i t 0,0437 <0,0004 

Ty le dap Ung khaoh quan* EL aie 
, bes ; cPP CPBI5 CPB15+ 

: 4 (n= 396) (n = 393) (n= 403) 
% bénh nhan 06 dap tng khdch quan 63,4 662 66,0 
Gia tip 0,2341. O21 
sottoan bor , . Sh eee __ bes 

§ ee Le CPP | CPBI5 CPBIS+ 
i . (n=625) (n= 625) * (n= 623) 

08 trung vi (thang) 40,6 38,8 43,8 

Ty ob nguy co (C1 96% . 4,07 (0,91, 1,25) 0,88 (0,75, 1,04) 
Gia vip? I T0,2107 0,0641 
Phan tich PFS ghi 16 trong 46 ewong vb GOG theo danh gia cua nghidn civu vidn (khOng kidrm duy@t var tidn tridn CA-125 cding khding kid, 
duybl voi NPT trudc Khi tién tin b6nh) voi ngay cht do bu 14 26 thang Hai nam 2010. : ’ 
Tony 6 0 vi nm ang oh rquy phn no ,* 4 = “ty. lees wissig xen 
id tr p theo log rank mOt ah t LD cnet ed ge et , 

‘ Thy thudc veo pham vi gid tr p 1a 0,0116, : 

yl Hilo bn in cb Kl vb hb do dg hn Km ban bu | oe ee 

‘ Phan tich oubl cling vb ebng 661 toan bo dé duge thy hign khi 40,0% #4 bénh nhyjn da Kk vong. } 
‘ an 

Pn 80g ho no, he oy 2a i he pd i ha 
WW fyde nay nhy Bau: ' Fees 

, Phan tich PFE theo dénh glé ca nghién cizu vien ghi 6 trong dd cong (khong cd kidm duy@t vd tdn tridn oda CA-125 hod didu tr] Khong CO tong 

48 cong [NPT}) cho thay ty 66 nguy co da duge plan ty N O74 (Ci 5% 010.8 ai i p plograk { chidu < 00001) khi CPB15+ dug so 
i CPP, yoi PFS a 10,4 thang tro va 14, ‘ie 

" Pan teh phitaa Pre ios canh ga ee ketlan coy vin (kim duyét yh ten uidn ele CA-128 va NPT) cho thay t) s4.nguy co da duge phan 

tng ta 0,62 (Cl 96%: 0,62-0,76, gid I p logrank 1 chidy < 0,0001) kh) CPB16+ durge 80 sanh voi CPP, vol PFS trung vi la 12,0 thang trong nhom 
CPF ve 40,2 thang trong nhim OPA16t ‘ 

+ Phan tich vd PFS theo xéc dinh cia hol ddng tham dinh doc Ip (kidm duyét voi NPT) cho thay ty s6 nguy co da phan tang lé 0,62 

fs (C1 96%: 0,500.7, cp lg-rank 1 hi <0:0001) in CPB ge go sh vot CPR, vor FFB bung WM 13.1 Iog tora him CPP 
yi 19,1 thang trong nhom CPB16+, ( te aj ; ( 

ana | Peay mal 
| Cle phn ich nhom phy PFS theo gial doan bénh va tinh trang mt I rong khdl y dude tomy tt rong bang 16, Cac két qua chimng minh mike a6 
chic chin cia phan tich vé PFS nhu da trinh bay trong bang 15, joe bie We eal 

toi Sony 

ee



|Bang 16. Két qua PFS' theo giai doan bénh va tinh trang mat khéi u & nghién ctru GOG-0218 

{| Bénh nhan duge chon ngdu nhién cé khdi u giai doan III bj mat khdi lung tdi wu2? 

eee 5 CPP ? CPB15 
:  aarhi (n= 219) (n = 204) (n =216). 

| PFStrungvi(thang) 12,4 14,3 17,5 

Ty sé nguy co (C195% ye 0,81 0,66 

Saciecne’ >» (0,62, 1,05) (0,50, 0,86) 
j Bénh nhan Gurge chon ngdu nhién 06 khdi u gial doan Ill bi mat khdi krgng ban ti uu? 7 

t CPP CPB15 CPB15+ 
(n = 253) "\(n ='256) (n= 242) 

10,1 10,9 13,9 
0,93 ~ ap Oe 

— (0,77,1,14) \. — (0,63, 0,96) 

' 

PFS trung vj (thang) 

~ Ty s6 nguy co (Cl 95% } le) (nena t 
' : : | 

Bénh nhan ngau nhién hda cé bénh giai doan IV 

< ae CPP —— CPB15 ; CPB15+ 
, } (n= 153) (n = 165) (n= 165) 

|-_—PFS trung vi (thang)-_~ * -|--——---- 955° 10,4 12.8 
Ty s6 nguy co (CI 95% )* 1 Risa *, 0,90 0,64 

| (0,70, 1,16) (0,49, 0,82) 

“1” Phan tich PFS ghi r 48 cong vé GOG theo danh gia clla nghién cwru vien (khdng kiém duyét véi tién trién CA-125 ci khéng kiém 
ail duyét vot NT EU Kh Ubn tin bec) wt ngy ccf tui 25 thang Hal nam 200, ie ear eke ae 2 ONES a 

2 Véitoan bo khéiuténdu, ~~ 7°” M Oe ee eee SE Cr shibia ae, 
2» 3.7% s6 quan thé bénh nhan duge chon ngau nhién ndi chung c6 khdi u giai doan IIBy 4.69) gin 
4 Tuong d6i so voi hm di ching. 9G MC Gy Bay alo (dn in 

8017707 (ICON7) ) Y Ah ih kd Wi’ dan tedsien das, Wika ee “i 
bilge ered aie er erg ce rbd ot page 
bevacizumab vi carboplatin c6ng paclitaxel trén bénh nhan ung thu biéu mé budng trivng, dn tring, mang bung nguyén phat sau phdu thuat co 
FIGO giai doan | hoe IIA (46 3 hoc chi cb m6 hoc thé té bao trong sudt; n= 142), hoac FIGO giai doan IIB - IV (tat c& céc mic d6 va tt cd cdc loai mé 
hoc, n= 1386) ung thy biéu md budng trig, éng dan tring hod ung thu mang byng tién phat sau phdu thuat (NCI: CTCAE phién ban 3). Phién ban: 
giai doan FIGO nam 1968 duge sir dyng trong thir nghigm nay, | vin iy inres ta “4 PRN doe 

Bénh nhn da nh&n diéu tr) trurdc day bi ing bevacizumab hoac ligu phap chéng ung thu duting toan than trusc day d8 didu tri ung ther budng tring, ‘ 
(vi dy: h6a ti liu, ligu php khdng thé don dong, lieu phap thudc (rc ché tyrosine kinase hode lifu phap héc mén) hod xa tri rude day & bung hoa 
Khung chau 4a dug loai triv khéi nghién cou, _ Hh GEGEN BET 9 Te SH Med 9 Boys yd 
Téng s6 1528 bénh nhén 44 duge chon ngau nhién theo cac tI 16 bang nhau vao hal nhom sau day: 

+ NhOm CP: Carboplatin (AUC 6) va paclitaxel (175 mg/m?) trong 6 chu ki 3 - 
+ — Nhom CPB7,+: Carboplatin (AUC 6) va paclitaxel (175 mg/m?) voi 6 chu ki 3 bevacizumab (7,5 mg/kg 3 tuan mot toi 

da 12 thang (bevacizumab dugc bat dau & chu ki 2 cla héa tri liu ndu didu tri dug au wong ving # Wn su pd Pt Na py 
_ iby th duge bat dau hon 4 tuan sau phay thudt). io a 
Phan ion bénh nhan dugc thu nh§n vao nghién cizu la ngudi da trang (96%), d6 tudi trung vi lé 8? tudi trong cé hai nhom didu tri, 25% sé bénh nhan 
trong mbi nhom diéu tr la 65 tubi i Jen va khodng 50% s6 benh nhan cb PS theo ECOG la 1; 7% 86 bénh nhan trong mdi nhom didu tri co PS theo 
ECOG | 2. Phan Jon bénh nhan cb EOC (87,7%) sau do la PPC (6,9%) va FTC (3,7%) hoac hdn hyp ctia ca ba (1,7%), Hau hét bénh nhan la FIGO gia 
Gog Ill (cé hai du 68%) sau dé la FIGO giai doan IV (13% va 14%), FIGO giai doan Il (10% va 11%) va FIGO giai doan | (9% va 7%), Phan ion bénh, 
nian trong mi nhiom dibu i (74% vé 71%) 26 khdi u nguyén phat kém bt hda (46 3) & lan kham ban dau, Ti i bj mBl tip phy. md.hgc v8 EOC. gicka cae 
nom dibu ir giéng nhau; 69% 86 bénh nhAn trong mdi nhom c6 loai mé hgc ung thu bidu md tuyén thanh dich, 

Tiéu chi dénh gié chinh la PFS theo dénh gié cia nghién ciru vién bang cach sty dung RECIST. 
Mee en aaak bake eT Sete ane certain A pectiel Con dha org hu 
ped er wigtld-ponyt svar padre te ds a lla hop voi hda ty liu va tiép tyc nhan bevacizumab cho dén 
thi a \ 18 chu ki d& 06 cai thin c6 ¥ nghia vb mat théng ké ve PFS, 

Kt qué cla nghién clu nay duge thng hyp trong bang 17. 
Bang 17. Kbt qué higu qué tu nghién cu BO17707 (ICON7) 

Sbng wth trong ben bn inn 7 

Fee erEe 24 4 ev gned emt ab 

trig i a (enh? re] 

a, “i is 

CP " CPB7.6t 
(n= 764) ’ (1.8 764), 

PRB Kung i (thang? 16,0 19,3 
0,86 (0,78; 0,98) Ty 6b nguy 9 (Cl 96% F (gid Wi p  0,0185) 

TY Wy Gop Ung khach quan’ 

ve ams sas rere 

cP 7 CPB7,5+ 
_— (nsa77) ___(n 8272) 

“TY Mh dap Gng 64.0% 64,7% 
F . ' (gid Ui s 

8bng st oan bP — li. omen 
CP fe i CPB7,5+ 

: (n 8 764) ., (03764) 
Trung vi (thang) 68,0 874 

_ Ty b nguy co (Cl 96%] - 0,09 (0,85; 1,16) —— 
ee eee ©" (gldtri#0,8910) 

hing bénh nhfin cé khdi u 06 thé do duge & lan kham ban dau, fy WE 8 
Phén tich PFS theo dénh gid cisa nghién ctry vidn vol ngay cAt dir lidy la 30 thang Mudi mot nam 2010. . 4, v4 

? Phin ch oubi clung vb Int gan sting tem ton bd dt upc tus hin Kh 467% wb nin hdr kr vong wot ngdy ct co hu 31 thing Ba ‘ 
nam2013, cS we Syed oh coh 

on 

— 



Phan tich chinh vé PFS theo danh gia cla nghién civu vién voi ngay cat do liéu 1a 28 thang Hai nam 2010 https: //vnras.com/ pele = Lead ip log-rank 2 chidu 0,0010) vi bi trung vj la 16,0 thang trong nhom CP va 18,3 thang trong nhom CPB7,5+. nl \ giai doan bénh va tinh trang mat khdi lung khdi u dug tom tat 18. Cac két qua ching minh méc chac chan ca phan tich chinh vé PFS nhu da trinh bay trong bang 17 : ee “ on a 
Bang 18. Két qua PFS' theo giai doan bénh va tinh trang mat khdi u & nghién ctru BO17707 (ICON7) 
Bénh nhan ngau nhién héa cé khdi u giai doan Ill mat Khoi u to wu Paar J faassen 

cP Th A pe OPBTBF co An 
. (n= 368) il OM) anne, ob 1 9 383) cy, 

PFS trung vi (thang) 17,7 19,3 «! 
Ty sd nguy co (Cl 95% . 0,89 ; Nguy co ( r n i (0,74, 1,07) ¢ 

Bénh nhan ngau nhién hda od khdi u giai doan Ill mat khol u ban ti ru ; 4 cial 
cP ‘ CPB7,5+ ! 

(N= 164) (n= 140) d 
PFS trung vi (thang) m 10,1 16.9 
TY 86 nguy co (Cl 95% id y SO nguy co ( y ! Po A Sate (0,52, 0,87) 

Bénh nhan ngau nhién hoa c6 bénh giai doan IV ane SS EEN ’ : 

cp CPB7,5+ 
’ (n=97) , : noel [ere (n = 104) 

PFS trung vi (thang) ) 7 10,1 ! m5 t 135°: 
_Tys6 nguy co (C1 95% )* ' " 0,74 t " af) fap FiNGH t Ob ret 0 9 YUN 0% © (0,55, 1,04)" * UP UR 369 

' Phan tich PFS theo danh gia ctia nghién ciru vin véi ngay cét dé liéu ld 30 thang Mudi mot nam 2010. 
: C6 hoc khong c6 toan bé khdi u tin du, —s ' aan 
’ 5,8% s6 quan thé bénh nhan duoc chon ngdu nhién n6i chung ¢6 khéi u giai doan IIB. SAE Daath mci 
‘ Tuong 46i so vai nhém d6i ching, a” ‘s a rearrnakien ous eae 

a 
56 an toan va higu qua clia bevacizumab trong diéu tri ung thu biéu mé budng tring, éng dn trimg hoc mang bung nguyén phat tdi phat da dude 
nghién ctru trong hai thir nghigm giai doan III (AVF4095g, MO22224 va GOG-0213) véi céc quan thé bénh nhan va phac dd héa ty ligu kha nhau. : 
+ AVF4095g da danh gia higu qué va dé an toan cilia bevacizumab dang phdi hop voi carboplatin va gemcitabine, tiép theo la bevazicumab nh mot 

téc nhan duy nhét trén bénh nhén ung thu biéu m6 budng tring, dng dn trig ho&c mang bung nguyén phat tai phat, nhay cam véi bach kim. 
*  GOG-0213 dé danh gia higu qua va sy an toan cia bevacizumab két hgp voi carboplatin va paclitaxel, tiép theo la bevacizumab nhu mat tac nhan 

*» duy nht & bénh nhan ung thu budng tring, éng dan tring hoac mang bung nguyén phat tai phat nhay cém voi bach kim. 
+ M022224 da danh gid higu qua va d6 an toan ca bevacizumab dang phdi hgp voi paclitaxel, topotecan, doxorubicin liposome trén bénh nhan ung 

thu biéu mé budng trig, éng dan trieng hodc mang bung nguyén phat, tai phat khang bach kim, = 4 

AVF4095g ah mei Pf sah av'nto tlw oll pach 
Higu qua va 46 an toan cla bevacizumab trong diéu tri bénh nhan ung thu biéu m6 budng tring, éng dan tring, mang byng nguyén phat, tai phat, nhay 
cm véi bach kim, cha nhan héa tri ligu true day trong béi cdnh tai phat hodc diéu tri bang bevacizumab trudc day, da duoc nghién ciru trong thir 

nghiém gial doan III, chon ng&u nhién, mui doi, déi chémg gid dug (AVF4095g). Nghién ciru so sanh tac dung cila viéc bé sung bevacizumab vei héa tr 
figu bang carboplatin va gemcitabine va tiép tye ding bevacizumab lam thudc don tr isu d&n khi tién trién, voi carboplatin va gemeitabine don déc. 
Chi bénh nhn duge ghi nhan trén md hoc la ung thu biéu md budng tring, mang bung nguyén phat hoc dng dan tring cd tai phat > 6 thang sau khi 
hoa tri liéu diva trén bach kim va chua nhan héa tr liu trong béi cdnh tai phat va chua nhan didu tr trudc day bang bevacizumab hoae cac thude tre ché 
VEGF khac hoae cdc thudéc nham dich thy thé clia VEGF da dugc thu nhan vao nghién ctu. ‘ reer 

Téng 85 484 bénh nhan cd khéi u 06 thé do dure duge chon ngau nhién 1:1 vao: ° vel 
aa ee Lica Moly 1) Garscheon 000 ORF YRS tho agly| va 8 gl alge Ws Ur ols ong v0‘ an 

66 la gid dug (3 tun mét lan) don dc cho dén khi tién trién bénh hoc déc tinh khdng thé chap nhan duge. ; 
Carboplatin (AUC4, Ngay 1) va gemcitabine (1000 mg/m? 'vao cdc ngay 1 va 8) va bevacizumab dong thoi (15 mg/kg Ngay 1) 3 tuan' mot lan * 
trong 6 va t6i da 10 chu ki sau d6 la bevacizumab (15 mg/kg 3 tuan mét lan) don déc cho dén khi tién trién bénh hoac déc tinh khéng thé chap 
nhan dug. bs her iag Ve A gt 

Tiéu chi danh gié chinh 1a thoi gian séng bénh khéng tién trién.cdn ctr vao danh gid cla nghién cru vién bang cach str dung RECIST phian ban. 1.0 dae 
stra 66), Bén canh céc tiéu chi d4nh gid bao gbm dap tng khach quan, thdi gian dap Wing, séng sot toan bd va dé an toan, Vide thm dinh déc lap tidus‘ 

* hi anh gia chinh cling dug tién hanh, Pw naAW sia a, 

A6btqua lia nghién piu nay duge ting Keto bang 19. syn bn ne 
Bang 49. Két qua higu qua & nghibn clu AVF4095q 1! (1.7 WO yeua 

Sbng s6t khong bénh tién tnién 7 
ais oT Banh glé ctia nghién civu vién Banh gia cla IRC 

= Gié duge + C/G Bevacizumab + C/G Gia duge + C/G Bevacizumab + C/G, 
(ne 242) (n= 242) (n = 242) (n= 242) 

Khong kiém duyét NPT 
PFS trung v1 (thang) 84 | 12,4 86 | 12,3 

“Ty sb nguy co (C195%) 0,624 (0,426, 0,646] 0,480 (0,377, 0.613) 
gié vip <0,0001 < 0,0001 

Kern duyif NPT a PFS trung vi libthinlanida sid, tisodi iad  kdll-cabelhnihcdbanthblabh 7.4 TET ren cae 86 LD T 1) v 123 

sad - 0,484 (0,388, 0,605] +11) 0,454 (0,351, 0,880) 

gia te 4 < 0,0001 isk < 0,0001 
Ty dap Gng Wich quan sae otal TR AY amet e: as TTT TT , 

Banh gid ca nghién cau vidn Banh gid cua IRC 
ra Gid durge + C/G Bevacizumab + C/G Gid duge + C/G Bevacizumab + C/G 

(n © 242) (n# 242) = (05 242) yt (n 8 4a) 

%h thonh nhlan cb dap Ging khach quan 674% 78,5%_ $3,7% 14.8% 
Gid ip <0,0001 <0,0001 

Shnig WA won bh 5 eecoearsommagunei 
Gia duge + CHO  Bevackumab + 0/8 "np 

‘ ty 4 . : 3 eyes Tae 

OB tung vi (thang) red Lf i q 7 iad 

Ty sb nguy oo eo 0,062 (0,771, 1.176) 
(C1 96%) \ \ niereer 

Gib Vip , 00479. ; 3 . 

Phan tich nhom phy PFS thy thube vdo kha ning xy ra kb lr kh did te bing bech kim cudi cling dug tim tat trong bang 20. 



Bang 20, Séng sot khdng bénh tién trién theo thoi gian ti lan cudi cing héa tr] ligu bang bach kim toi khi tai phat 

Banh gia cua nghién tt yes: //ynras-com/ 

Thdi gian to Win cdi cong héa tr] Higu bang bach kim Gia duge + C/G vacizumab + C/G 

t6i khi tai phat (n= 242) (n = 242) 

6 - 12 thang (h = 202) 

Trung vi 8,0 9 

T) sé nguy co (Cl 95%) ve kay OYA. (0,29-0,58) 

> 12thang (n = 282) ap 

Trung vi 9,7 12,4 

Ty sb nguy co (Cl 95%) 0,55 (0,41-0,73) 

606-0213 
Gog-0213, mot thir nghiém lam sang ngau nhién giai doan Ill, da nghién ciru tinh an toan va higu qua cil bevacizumab trong diéu tri benh nhan 66 

thu bidu mé budng tring, éng dan trimg hoac ung thu mang bung tién phat tai phat nhay cdm vdi bach kim, nhing ngudi cha duge diéu tri hoa 
chit 6c 0b Ki ti phat Khéng 66 tibu chi logi tri 46i véi lisu php chdng tng sinh mach truéc dé. Nghién cru danh gia higu qua clia viéc bé sung 
bevacizumab vao carboplatin + paciitaxel ya tiép tuc 
chap nh&n duc so véi carboplatin + paclitaxel don 

Téng sé 673 bénh nhan duc ngau nhién héa voi ty 6 nhu nhau vao cac nhom diéu tri sau day: 

ding bevacieue nhu mét tac nhan duy nhat cho dén khi tién trién bénh hoac déc tinh khdng thé 

nas oro By int 
+ Nhém CP: Carboplatin (AUCS) va paclitaxel (175 mg/m? IV) mdi 3 tuan trong 6 va cho toi tdi da 8 chu ky. 
+ Nhém CPB: Carboplatin (AUCS) va paclitaxel (175 mg/m? IV) va bevacizumab déng thai (15 mg/kg) mdi 3 tudn trong’6 Va cho t6i t6i da 8 chu ky, 

sau 6 bevacizumab (15 mg/kg mdi 3 tun) don thuan cho téi khi bénh tién trién hoac déc tinh khéng thé ch4p nhan duge: x Lisi & ' 

Phan lon bénh nhn & ca hai nhom CP (80,4%) va CPB (78,9%) déu la da trang, Tudi trung vi la 60,0 tudi 6 nhom CP va 59,0 tudi & nhém CPB. 
Phan lon bénh nhan (CP-,64,6%, CPB: 68,8%) thudc nhom tudi < 65 tudi, Ban dau, hau hét bénh nhan g ca hai nhom diéu tri déu c6 GOG PS. 
1a 0 (CP: 82,4%: CPB; 80,7%) ho&¢ 1 (CP: 16,7%: CPB;18, 1%), Mot PS GOG cla 2 llic ban du dugc bad cdo & 0,9% bénh nhan.& nhém CP 
va 1.2% bénh rihan & nhom CPB. 

» a ' . { 

Tiéu chi higu qua chinh 1a sng sot ton b6 (OS). Tigu chi hiéu qua phu la séng sot khong bénh tién 
tape 

Bang 21. Két qua higu qua'“tir nghién ciru GOG-0213 

62 =.nee rinie ¢ 

trign (PFS). Kat qua duge trinh bay 6 bang 21. 

? ih 

Tiéu chi chinh ) 
*Sdng sot toan bo (OS) cP CPB” f 

. ; ius (n= 336) (n= 337) ! 

OS trung vi (thang) 37,3 42.6 

Ty s6 nguy co (Cl 95%) (eCRF)* 0,823 [Cl: 0,680, 0,996] 3 

Gia tip ee 0.0447 
' “Ty's nguy co (Ci 95%) (Phiéu dang ky" = Dap 0,838 (Cl: 0,693,.1,014] | f 

Gatip __ 70,0883 oo ns snap avn nln 
Tiéu chi phy 2: arama pies tebe phe dite 1 | 

S ‘S6ng sit Khong bénh ién trién.. ad; Toni USM cho dv nAdatingd LCP. (2 bo Ors m 00) detrivecAvOPB: yb en E 

(PFS) scrTrr ron (N= 336) (n= 337) : 

PFS trung vi (thang) 10,2 13,8 f 

Ty 36 nguy co (Cl 95%) 0,613 [Cl: 0,521, 0,721] 

Gia trip = <0,0001 ' 

+ ¢Phén tich cubi cing. 
2 anh gid khdi u va danh gia dap Geng dug xac dinh 

(phign ban 1.1)) Eur J Cancer 2009, 45: 2287247). 

* Ty sé nguy co duge wdc Iurong tir m6 hinh nguy co theo ty I Cox dugc han tang theo khoang thdi gian khong cé bach kim trudc khi ghi danh vao 
nghién ctru nay trén eCRF (bénh an nghién ctu dién tix) va tinh trang mat khéi u ph&u thuat thi phat Co/Khdng (Co = ngau nhién trai qua phau thuat 
c&t bd kh6i u hodc ngau nhién khéng trai qua phau thuat cat khéi u; Khong = khéng phai la veng vién hoac khong chap thuan phau thuat cat khdi u). 
Phan tang theo khoang tring thai gian diéu tr truéc khi ghi danh vao nghién ctru ray theo phiéu dang ky, va tinh trang phdu thuat cat bé khdi u 
‘CélKhéng. 

This nghigen 68 Gat ug mriyc tu chinh lé ci thign OS. Bidu tr bing bevacizumab 6 iy {8 
theo Ja beyacizumab cho dén khi tién trién bénh hodc két qua déc tinh khong chdp nhan duge, khi dé ligu pacitaxel) trong 6 dén 16i da 8 chu ky, ti 

pe je cai thién 6 y ngha théng ké vé OS so voi diéu tri bang carboplatin va paclitaxel don thuan Guo tay tir eCRF, 06 ¥ nghia lam sang va sy 

WO22224 

H ot ANE A re 

bdi nghién civu vién siv dung cdc tiéu chi GOG RECIST (Hung dan RECIST da dugc stra ddi 

tas 

mo/kg 
Art « 

moi 3 {udn két hop véi hda tr) ligu (carboplatin va. 

y coins WOZ2224 64 Banh gié higu qua va 46 an toan cla bevacizumab dang phdi hgp voi héa tr ligu dé didu tri ung thur bidu m6 budng tring, dng 
tring ho}c mang byng nguyén phat, tai phat khang bach kim. Nghién ctru nay da duge thiét ké dudi dang danh gia giai doan Ill, nhan mé, chen 

nighu shin, hai nhorm ve bevacizumab obng héa tri liu (CT+BY) so voi hda tri li6y.don doc (CT). : 

Thing ob #1 bin nian dugc thu tuylen vo nghien coy nay va dygc dung hoa ty lieu (pactaxel, topotecan, hoac doxorubicin liposome (PLD) don dge 
hil dging phi trp von 
+ Whioon CT (be 1) hau don thusan): 

1 ae 

+ Parthanel 80 sgl? dubi dang truyén IV trong 1 gitv vao ngay 1, 8, 16 va 22 mi 4 tun. 
yy IV tong 30 phi vo cc ngy 1, 8 a 16 m4 tub. Thay hd 1,26 mg oh re cing rong + Fopotecan 4 mgin’ duti 

Piet elgg 
bach kim trudc day beo 

Khung chu hoge byng. Hau 

1~6 mbi 3 tun, 
* — PLD 40 mg/ir¥ duth dang truybn IV 1 mg/phat chi 

* Shim CT + BY (hbe tn ligu bb sung thém bevacizumab): 
1168 In ligu 68 chon ug phbi hyp v6" bevacizumab 10 mg/kg 
hyp vO) topotecan 1,25 mg/nf vao c&c ngay 1-6 mbi 3 tun). 

vio NgBy 1 mbi 4 tun. Say chy KI 1, thube.od thé duge cp durdi dang truydn trong 1 gid, 

1V mi 2 tun (hoje bevacizumab 18 mg/kg mdi 3 tuan nbu due ding phdi 

wong, bong, g nguyen phat du aip wena. bra do kia, noe bu nay i i 
(PS) la 0 (CT: 564% 60 voi CT +BY: 61,2%). THI 
va 298% va 9,0% trong nhom CT +BY. C6 thong tin ve ch 
trung vj cba bénh nhén la 630 (phar 

CT va 60, 

Wi; 26-84) tubl, T 

T1 ay 
Bar (coon 

ch 16 bonh nhan (4,4%) 1a > 76 
{4 8,8% trong nhom CT va 43,6% trong nhém GT + BV (hau hat la do céc bibn cd ba 
CT + BV 1a 5,2 thang so vii 2,4 thang trong nhom 

trong nhém CT + BY. HR v6 PFS la 

bénh nhan 4 FIGO giai doen MIC hogc 
h nhan cén 06 tu 

1 (9 46 2-3) va thol glan trung v 
thude do bibn 6 bAt iol trang nhom phy bénh ni 
0,36; 0,62) va 0,46 (Cl 06%: 0,31; 0,67) lAn lot voi < 65 va 65 nhdm phy.” 

Win suboea te ee te i ay | ~ 

kin 48 tlén tridn trong vong < 6 thang gay didu ti 
di tho ld 12 tun va Khang c6 xa tr tude day & 

lai dogn IV. Phan ign bénh nhan & ca hai nhom cé thd tang theo ECOG 
tram 66 bonh nhdn cb PS theo ECOG Ia 1 hodc® 2 1a 38,7% va 6,0% trong nhom CT 

(hc voi 29,3% 66 bonh nhan va 

nny 

nhu tAt cd bénh nhan la nguoi da tra 
a TH dieng thude nol chung sa Gag bide. Ay Loy lol 

i dn khi dieng thude tro: 
2 65 {udi la B8% vongtten



Tiéu chi danh gid chinh 1a sng sét bénh khéng tién tridn, voi cdc tiéu chi danh gid phy bao gdm ti 8 dp (mg khach quan va séng sét foan b6. Cac Kat! 

gui due tinh bay & bing 22 ttps://vnras.com/ 
Bang 22. Két qua higu qua & nghién ctu MO22224 

Tiéu chi chinh 

Séng sét khdng bénh tidn trién® f 

(> iia “ CT+BV 
(n= 182) (n= 179) 

Trung vi (thang) 34 : 67 

io oF "9379 (0,296, 0486) 

Gia tri p <0,0001 

Tiéu chi phy 
TY 16 dap Ung khach quan** 

CT CT+BV 

(n= 144) (n= 142) 
% bénh nhan 06 dap tng khach quan 18 (12,5%) 40 (28,2%) 

Gia trip 0,0007 

Séng $6t toan b} (phan tich cudi cing) 

i CT CT-+BV.: 
(n= 182) (n= 179) 

OS trung vi (thang) 133 16,6 

ne ny oo 0,870 (0,678, 1,116] 

gid trip 0.2711 
Tat c cdc phan tich dude trinh bay trong bang la c¢ phan tich da phan tang. 
* Phan tich chinh duge thy hién voi ngay cat dif ligu ld ngay 14 thang Mudi mét nam.2011. 
_ Nhing bénh nhan dug chon ngau nhién c6 bénh cé thé do duge & lan kham ban dau 4 
= ae Be cco vain et on bp 28 ve yo Nin bd 288 bra py Wong, chil 73.7% 86 bi nhl jot hye, a6 rps 
“quan sat thay. . ween 

Thir nghiém dat mye tiéu chinh la cai thign PFS. So véi bénh nhan duoc digu tri bang héa tr iu don déc (paclitaxel, topotecan hoc PLD) trong béi 
anh Khang bach kim tai phat, bénh nhn da nhan bevacizumab mirc liéu 10 mg/kg 2 tuan mgt lan (hoc 15 mg/kg moi 3 tuan néu sir dung dudi dang phd hop ver 1,25 mgim? topotecan vao cc ngay 16 mai 3 tun) dang phi hop vi héa ti va bp tuc nhn bevacizumab cho dén ki tise bérin 
hoc déc tinh khéng thé chap nhan duc, da c6 cai thign 06 y nghfa théng ké ve PFS, Cac phan tich tham do v8 PFS va OS theo nhom héa tr idu 
(paclitaxel, topotecan va PLD) duoc tom tat trong bang 23. 

Bang 23, Phan tich tham dé PFS va OS theo nhém héa tri ligu 

PE ee es ‘ cT | CT+BV 
Paclitaxel n= 115 ’ 

PFStrungvi(thdng). gy PNR anand | 9.2 
Ty 6 nguy co (Ci 95%) ven Aa is Peay 0,47 (0,31, 0,72] 

OS trung vj (thang) ‘ 13,2 | 22.4 
Ty 86 nguy co (Cl 95%) = wg 0,64 [0,41, 0,99] 

Topotecan n=120 

PFS trung vi (thdng) 2 ee: es | 62 
Ty sb nguy co (Cl 95%) - 0,28 (0,18, 0,44] 
OS trung vi (thang) 13,3 | 138 
Ty sb nguy 00 (C1 95%) a ; 1,07 (0,70, 1,63] 

PLD n= 126 

PFS trung vi (thang) Zz day agg | 51 
Ty 86 nguy co (CI 95%) 0,53 (0,36, 0,77] ‘ 
OS trung vi (thing) oa [ 137 
Ty 86 nguy co (C1 96%) ro er 0,91 (0,61, 1,35] 

Ung thy 0b ti cung @ Use ie 
606-0240 ne dat 
Huby qué va 0 an tof beyaczumab dang phd hop vi hoa bu (pacar va pain nods aciasl va tcan) Yong i ra ag rg wine oran hd Seg tar ascOSGEG nA OL mae geo 

ba, vb 

' 7 a on Tong 0b 482 bon nin 48 due chon ngbu nhibn db hn: 
, Pec 16mg 1 a 24 yt vo W 1 Vb caplatin 60 mgim? IV vo ngay 2, mBi 3 tubn (QQ); hago == x, 
Pacdantd 175 myn? | trong 3 gid vio ngay 1 va cisplaun 60 my/ru’ IV yao ngay 2 (qaw), ' Pacha 175 hn IV ony 3 vio nghy 1 vb plan 60 mn? WV Yoong 4 ey me aes 

’ Pacthandl 106 mg/n? IV tong 24 git vao nay 1 vé cisplatin 60 mglm IV vag ngiy 2 bd sung bevacizymab 18 IV vo ngay 2 (q3w); : Puwdhiand 176 wonghior WV mb 3 gid vao ngdy 1 va cleplatin 60 mg/m? IV vo ngay 2 bd sung bevacizumab 15 ron vao hig hie ie ““Peadaacad 176 gio? Ws 3 vba aby 3 va ivan 60 mg/n IV do ngy 1 bd ung bevacizumab 18 mg/kg V vio ngly 1 (a) (m4 4 Partha 175 yin’ \V mi 3 gid vbo ngby 1 Vb topotecan 0,76 mg/m? IV rong 80 phot véo Ngdy 1-9 (qw) saad , i Wie ‘ Pan roa Md sat vi my 1 Yo pchacn 0,76 myn V wong 8 ph vo gy 1 Wb ang bveceuma 18mg Yap 

4 HOS MON is Gil 

re] 

hn bj ung th bu mo Yb bo vy, ung thu biby mb uybn Nb bho vay Hoge ung turbid md cd cung dal ng, ti At hood can ted ipetan Tops ig ‘ahve khong nhpes diy ti burde dby bry bavedaaneb hoje preg bs vo ch VEGR ttocde pute dn 
Jub rung va 46,0 tubi (plug vi 20-83) trong norm Nba ui dn dc vb 40,0 Wd) (pg vi 22-86) wong nhom hoa Wj + bev \ teen Ilse beth gah lk 1 ob tas hb Jovy 4a 68 WN + acnauned bon 66 a sani iad 

Trong 66 462 bonh nhin dug con ngbu nhibn 6 Win Khdm ban du, phn Kin bn nhiin tb nqua da wang (80.0% ‘ Weites Wyong nhorn hoa ty lipu + bovavacumab), by uy thy bibu mo ay U6 baw vay (67.1% fant hth Wu one Yow baeh rete ie i fipy + bevaclzumab), bj bonh dai dény/tai phat (83, rong nhosn dw Wi Wbu don dc va 82.8% Vong nhdm hoa vi lu + bevacizumab), o& 1-2 vi tf ph Ap olny a . ie va 76.2% hry in joa Mu evacizm) 2 Wan quan dn bach (60,2% Wong iho hd gy 
VW64A% bong ham Na bby bevsarany ‘i —_ Pon doa i For ange NO Gon Gp Tu ch nh gla chinn vb nity qué ong 864 tain bo. Tu chi danh gid phy v8 hibu qué bao gbm séng 96k bgnh Khong tbr tridn.va HN dép ing ung ri sedh pl vod add lich chinh vB phiin tich theo doi duge Winn bay thea didu ti bang bevackumab va 161 tho nghidm In hot tronig 
ee ee



Bang 24, Kat qué higu qua ty nghién cuu GOG-0240 theo didu tr] bevacizumab 

Hoa tr lidu hth: Ayaka scomM 
(n = 225) (n= 227) 

4 Tiéu chi chinh 

Séng sdt toan bd - Phin tich chinh* 

Trang vi (thang) 129 | 168 
Ty sd nguy co [Cl 95%} 0,74 (0,58, 0,94] 

; (gid tr] p* = 0.0132) 

Sédng sit toain bd - phan tich theo doi” 

Trung vi (thang)' ; Bhs (ate agin | 168 

T) sd nguy oo [CI 95%) 0,76 {0,62, 0,94] 
OP dope ee, ens Siek Adee (gid ti p** = 0,0126) 

Tidu chi phy 

Sédng sét khdng bénh tién trién ~ Phan tich chinh? 

PFS trung vi (thang)' 60 | 83 
; 0,66 (0,54, 0,81 Ty sd nguy co [C1 95%) pespegeeiy es 

Bap tng todn bé tt nhdt - Phan tich chinh* solve 

Bénh nh’n dap tng (t} 18 dap ung?) 76 (33,8%) 103 (45.4%) 
vex CL95% Cho ty I 4p UNG co a9 = voile [27,6%, 40,4%] __-. (38.8%, 52.1%) 

__Khdec bidt vb ty 16 dap img Oe 11,60% ; 

© C195% cho sy khac biét t) 18 dap tng* (2.4%, 20,8%] 

GAs plinee Coen poo 0,0117 

* Uc krgng Kaplan-Meier. ° aiaeg 
2 sett os taelcascandnsli siz eagralotesieiliok UitechaiNedinemcsiniia cd pooner 

«nbn 06 khdi u do durge & lin kham ban dau. 
>, 1 Cl 95% voi mot nhj thire mau bang cach six dung phyong phdp Pearson-Clopper. 
oe " Khodng C1 95% voi chénh lach cia hai ty I8 bang cdch sir dung phuong phap Hauick-Anderson 
$ Thiy nghiém log-rank (phan tang). 
- Se LL 

ny a i Bi ue eee eee ah eee Dente 
&. ~. Git p. dug hin thi chi voi myc dich md td. - Aes ebb ag. aa eran? 

Bing 25: qu sng ton bp & nghién cru GOG-0240 theo id hr ighibn OR AGEN i Moy at 

So s4nh didu trj Yéu th kde Séng sét toan bé - Phin tich chinh' Shing séttoan bp - Phan lich theo dal? 
“th -__Tysdnguy co (C1 95%) [ .- _.Ty.86 nguy co (C195%) 

Bevacizumab voikhing | Cisplatine 0,72 (0,51, 1,02) «0,75 (0,55, 1,01) 
bevacdzumab | | Paclitaxel “(47,5 Vi 1433 théng;’p = 0,0609) ‘* ~' (17,5 v6i 15,0 thang: p = 0,0584) 

mest ge RIT eGo Topatacan §, cay feo ace sy 9 076 (0,65, 1,08) «ory. Jes 0,79 (0,59, 1,07)». 
’ Pacitaxel (14,9 voi 11,9 théng: p = 0.1061)... |» .-s + (16,2 vee 42,0 thang: p=0,1342) - 

‘Topotecan + Pacitaxel vii Bevacizumab 1,15 (0,82, 1,61) 4° 4,15 (0,85, 1,56) - 
Cisplatin + Pacitaxel oes \ (14,9.v6i 17,5 thang; p = 0.4146) __ (16,2 voi 17,5 thang: p= 0,376)” 

4. pte. Me berate Koing boveciomnet wie, w 143 (0,81, 1,57) - wife oae <r 1,08 0,80, 1,45) oso: = 
4" ones «(11,9 voi 14,3 thang; p = = 0,4825)_ _ «(12,0 v6i 15,0 thang; p = 0,6267) _ 

' Phin Gch cick Gl Gave tye Non vl ng cbt OD BuIA 12 Bing Mudt hel nden 2012 vi Qsge sent tu phln uch eul cing 
ae emer Re mere igre ue sicmbebie Wie pp een me eh mb r 

Quén thé nhikhoas2 eo . ‘ ° 
Ci une Cala tnt fa al in slg dbl tan ci Voigt cd stp fg ip Ga Gals bin, 
Cagayan ii ia 
thn va bé than (logi trir ung thy nguyén bao th4n, u nguyén bao than, u sdc cdm té bao trong sudt, u nguyén trung bl than, ung thu bidu mé tily than va 
wees ci fet de, une bay ite bby eg fl Wai etercr wA 1 e it) urg Ba Kaun ng oh Wig (ol on 
Ba Ns Pa I Hr oe Pa a Og ee : 

Ung thu thn kinh dém a cao ma : 

earattsiogin lature ion ducal deter di 
44 bing bevacizumab va irinotecan (CPT'1). Khiing 44 théng tn cho ph on todn vi itu qul cle bavectzumab tbe td om b uth hin" 

Sheela Goin 8 rc 68 600. ; 
Trong rghitn clu mit rim dy bt (PETEC-022), 16rd eb utd kn dm kttig chun, tl ph ho ti tb & be 8 co (bao gtn’8 td 
sermon nn i einen that gh a 

bling bevactzumab (10 mg/kg) cdchi nhau hal tun v4 sau 46 vot bevacizumab dang phdi hop vol CPT-11 (125-350 mg/m?) hal tudin mot lin 
ge din ei dda tii. Kaéeg 0 Shp khdch quan (mét phn hodc hoan ton) trén X-quang (tidu chudn MacDonald). Cac tinh va bat . 
igh bao gbm huybt tp ding mach cao va mijt mdi cling nhu thibu mau & CNS kém theo thidu 86t than kinh cp tinh. ete ein ina Ste 

Se sane ent aoe eermaereo 0 ted dd Il) 1 ton va 2 dép ong mt 
phan (bu chudin MacDonald). ie _ 
Trong mit nghién cru mre ea pen bete emai nl ty pgemimat tr fu 
6fmn trén thu, durtt thu, nao hope cubng we J ay tthe ttt nh pe pm bad al 
bewvaczuemets 10 mgtkg mit 2 tu V, ovine, a ARE ie TRY ROLE ER EE 



No von etru Khong dap Ung dug tiéu chi chinh ching minh sy cai thién dang ké vd sdéng sét khong 06 bidn od (EFS) whttRs.(voras, Ge m/ 
(CRRC)-da danh gid) khi bevacizumab duge thém vao nhém RT/T so voi RT/T (HR ® 1,44, Cl 95%: 0,90, 2,30). Nhtng két qué nay phd hyp voi nhtrng 

kOt qua phan tich 4 nhay cém khéc nhau va trong céc phan nhém lam sang cé lién quan. Két qua cho tat cd céc tidu chi thir phat (EFS, ORR va OS) 
du nhAt quan khi khong cd sy cai thién khi bd sung bevacizumab vao nhém RT/T so voi nhém RT/T don thuan. 

Vide bd sung bevacizumab vao RT/T khéng cho thay lol ich lam ging trong nghién ctu BO25041 & 60 bénh nhan trd em cé thé danh gid duce voi 
ut chan doan méi mac bénh ung thu than kinh dém trén idu, dudi 

nhi khoa) 

Sac cdm mb mém 

Trong mot nghién ciru ngdu nhién giai doan Il (BO20924), tbng cng 154 bénh nhan trong dO tudi 2 6 thang dén < 18 tudi voi ung thur mé lién kt mot 
Chin doan va sé cdm md mdm khdng phai ung thu md lién két dug’ didu trl theo tiéu chuan chéim sc (Khoi dau IVADO/IVA +/- didu tr tai dia phurong 
sau 46 duy tri vinorelbine va cyclophosphamide) cd hoaic khong cd bevacizumab (2,5 mg/kg/tuan) trong téng thi gian didu tri khodng 18 thang. Vao 
thdi diém phan tich chinh cudi cting, tidu chi chinh cla EFS bang phan tich trung wong déc lap khong cho thay sy khac biét c6 y nghia théng ké gitra 
hai nhom didu tr] voi HR 0,93 (Cl 95%: 0,61, 1,41, gid tri p = 0,72). Sy khac biét vd ORR theo danh gid trung tam doc lap la 18% (Cl: 0,6%, 35,3%) gitra 
hai nhom didu tr} & mot sd ft bénh nhan cé khdi u duoc danh gid & thoi diém khdi dau va da c6 xac nhan dap tng trudc khi nhan bat ky liéu phap dja 
phurong nao: 27/75 bénh nhan (36,0%, Cl 95%: 25,2%, 47,9%) & nhom didu tri héa tr) va 34/63 bénh nhan (54,0%, Cl 95%: 40,9%, 66,6%) & nhém 
BV + hoa tr), Tiéu chi phy cla séng sét toan bd khdng dat. Cho dén khi cé két qua cla OS va di liéu an toan san sang thi khong thé dua ra két luan cudi 
cling vé sur cn bang gida loi ich/rti ro. 

Bb sung bevacizumab vao cham séc tiéu chudn khéng ching minh dug loi Ich lm sang trong thir nghiém lam sang BO20924 & 71 trd cb 46 tudi duge 
jh “ ‘ ai én dui 18 tudi) bj ung thu mé lién két va sarcoma mé mém khéng phai ung thu’ mé lién két (xem phan 4.2 dé biét thdng tin va st 

nn . 

Tan suét tac dung phy, bao gdm cac tac dung phy 46 2 3 va céc tée dung phy nghiém trong, tuong ty nhau gida hai nhém didu tri. Khong cé bién ob bat 
(gi dln dén tt vong xay ra & ca nhém didu tri; tAt ca cdc ca tiv vong dau do tién trién cia bénh. Bevacizumab bé sung vao didu tri cham séc tiéu chudn 
a dang dudng nhu dung nap trong quan thé tré em nay. 

5.2 Dac diém duge déng hoc 

Di liéu dure dong hoc vé bevacizumab cé tir mudi thi nghiém lam sang trén bénh nhan cé khdi u dac. Trong tat ca cac thi nghiém lam sang, 
bevacizumab da duc ding duéi dang truyén IV. Téc dé truyén can civ vao kha nang dung nap, voi thdi gian truyan ban dau la 90 phut. Dug déng hoc 
cla bevacizumab tuyén tinh & céc mirc lidu trong pham vi tir 1 dn 10 mg/kg. 

Phan b6 

Gia tr dién hinh véi thé tich trung tam (V,) la 2,73 L va 3,28 L lan luot voi bénh nhan no va bénh nhan nam, nam trong pham vi da duoc mé ta vé cac 
IgG va cdc khang thé don dong khac. Gia tr dién hinh voi thé tich ngoai bién (V.) la 1,69 L va 2,35 L ln lugt véi bénh nhan no va bénh nhan nam, khi 
bevacizumab duoc dling dng thdi vi cdc thudc chéng ung thu. Sau khi diu chinh can nang, bénh nhan nam cé V, (+ 20%) lon hon bénh nhan ni. 

Chuyén dang sinh hoc 

Banh gid chuyén héa ctia bevacizumab trén thé sau khi ding ligu don tri ligu "5l-bevacizumab IV cho thay mé ta so luge chuyén héa cila thudc nay 
giéng nh dy kién voi phan tl IgG ty nhién khong gan két voi VEGF. Chuyén héa va thai triv bevacizumab gidng IgG néi sinh, tirc la cha yéu qua qua 
trinh dj hoa phan gidi protein trong toan bd co thé, bao gdm cac té bao ndi mé va chi yéu khdng diva vao qua trinh thai trv qua than va gan. Gan kat IgG 
‘wOi thy thé FoRn dan dén bao vé khdi qua trinh chuyén héa té bao va thdi gian ban hiy cudi cling dai. 

Thaite = as eet. mate ’ 

Gia tr voi 46 thanh thai, & mirc trung binh, bang 0,188 va 0,220 Lingay lan let voi bénh nhan né va bénh nhan nam. Sau khi diéu chinh can nang, 
bénh nhan nam c6 dé thanh thai cla bevacizumab (+17%) cao hon bénh nhan né. Theo mé hinh hai khoang, thdi gian ban hily thai triv a 18 ngay véi 
bénh nhan n@ dién hinh va 20 ngay voi bénh nhan nam dién hinh. 
Albumin th4p va ganh néng kh6i u cao nhin chung cho biét mirc 49 nang cla bénh. D6 thanh thal cla bevacizumab nhanh hon xAp xi 30% trén bénh: 
nn c6 ndng 6 albumin trong huyét thanh thap va nhanh hon 7% trén bénh nhn cé ganh nang khdi u cao hon so véi nhdng bénh nhan dién hinh cé. 
cc gid tr) albumin va ganh nang khéi u trung binh. 

Duroc déng hoc & quén thé dac biét 
Duroc dong hoc theo quan thé d& duc phan tich & ngudi Ion va tré em d& danh gid tac dung cla dc diém nhan khdu. Kat qua & ngudi lon khong cho 
thdy sy khac biét dang ké vé dug dong hoc clla bevacizumab trong méi quan hé voi tudi, 

Suy thén 
06 thir nghiém ndo duge tién hanh dé nghién cru dude dong hoc cia bevacizumab trén bénh nhan suy than vi than khéng phai la co quan chinh 

pt héa hodc thai trir bevacizumab. 

Suy gan 
© thir nghigm ndo dugc tién hanh dé nghién edu dug dong hoc cila bevacizumab trén bénh nhan suy gan vi gan khong pial ld oor quan chinh. 
‘nba hod thai trir bevacizumab. 

‘Qué thé nhl khoa 
Dugc dong hoc clia bevacizumab dugc danh gié & 162 tré, thanh thidu nién va thanh nién trudng thanh (7 thang dén 21 tudi, tir §,9 ddn 126 kg) trong 
4 nghién cru lam sang & khoa nhi voi mé hinh dug dng hoc dan 86. Cac két qua duoc dong hoc cho thay thanh thal va thé tich phan phdi cla 
bevacizumab c6 thé so sanh dug gira bénh nhén nhi va ngudi lon khi tiéu chuan hda theo trong lweng co thé, voi xu hudng phoi nhiém thap hon khi 
trong lugng co thé giém. Tubi khong lién quan dén dugc dong hoc cia bevacizumab khi can nang co thd duge tinh dén, 

Ougc dong hoc cla bevacizumab dugc dic trung béi mé hinh PK dan 86 & tré em cho 70 bénh nhan nhi khoa trong nghién ctu BO20924 (1,4 dan 
176 tub), 11 6 66n 77,6 kg) va 69 bénh nhan trong nghién ctu BO25041 (ti 4 dén 17 tudi, 11,2 dén 82,3 kg). Trong nghién cu BO20924, tiép xu 

bevacizumab ndi chung thap hon so voi mdt bénh nhén ngudi lon dién hinh voi cling lidu lvgng. Trong nghién ctu BO26041, tidp xUc bevacizumab 
fygng ty nhu 60 v6i ngudi Jon dién hinh & cling mdt libu. Trong ca hai nghién ctvu, tiép xtic bavacizumab cd xu hurdng gidm khi trong lueng co thd 
gam, 

u ndio hod cudng no bac cao (HGG) (xem phan 4.2 44 bidt théng tin vd stv durig” 

62 DW liju an todn tibn lam sing 
Tiong c6c nghién oly yOi thoi gian 16) da 26 un én khi cynomolgus, loan san dau xuong da digo quan sat thay trén cdc con non vol sun day xwong 
my, & che nony 46 bevacizumab trung binh trong huyét thanh dud ndng do didu tr] trung binh hag re thanh ngudl dy kidn. © thd, bevacizumab dé 
ho thby tac dung (rc hb qué trinh libn vol thuong & cdo mio tidy dud! lidu dy kidn tron lam sng, Tao dng trén qua trinh lin vat thyong da cho thay 
06 thé dio ngugc hoan ton. 

Céc nghién ctu dénh gid khé nding gay dot bién va sinh ung thy cla bevacizumab chua dug thye hin. =~ 
Khéing bn hanh nghién ciru cy thé uén dong vit 46 dénh gid tao dong tran kha nding sinh edn. Tuy nhidn, tao dung bAt lol tran kha nang sinh 
Con cAl 66 thé dug yn occ ae tg a wr bee bcd heh Adapting Aryl, ih - 
girvmAt hoting thé va lién quan dén glam trong lugng od bubng tring va ti cung oding nhvr 8d chu kl kinh nguyét. 

Bevacizumab dé cho thy dic tinh voi phOl va sinh qual thal khi ding cho thd, Cac tao dong da quan sat thay bao gdm gidm trang lugng eon me va thai, 
pot dele pd eter h da np pe a cla thal va todn bd, Cao két qua didu tr] bat lol trén thal da duge quan sat thay 
6 tht cd cc libu 48 dugo thy nghidm, trong dé lidu thép nhdt dan dén ni ae Tyg ba og that Cine ston Weary Sno at A a ~ 
m6 2 tun, Thong tin vd dj dang thal da due quan sat thay trong bd! cénh sau khl Iu hanh san phdm dug cung cdp trong myc 4.6 va 4.8, 



6. BAC DIEM DUOC HOC 

6.1 Danh sach ta duge 

Trehalose dihydrate 
Sodium phosphate 
Polysorbate 20 
Nuc pha tiem 

6.2 Tuwong ky 

Khéng dug tron dugc pham nay voi cac dure phdm khac triv nhOng logi 44 8 cap & myc 6.6. 

Mé ta so luge qua trinh phan ra ca bevacizumab phy thude ndng 46 43 duc quah sat thay khi pha long bang dung dich glucose (5%). 

6.3 Han dung pre Kg} 
Lo thudc cha m& a 

3ndm. 

Dé &n dinh vé mat héa hoc va vat ly khi dugc siz dyng 44 duge ching minh trong 48 gid & 2°C dén 30°C trong dung dich dé tiém natri chlorua 9 mg/mL 

(0,9%). Tir quan diém vi sinh, san phdm cn duge sir dyng ngay lap tirc, Néu khong str dyng ngay I4p tirc, thi gian va diéu kién bdo quan khi sir dung 

do ngurbi sir dung chiu trach nhigm va thuéng khéng qué 24 gid & nhiét dO tir 2°C d6n 8°C, tri khi vide pha long 4 duge thyc hién trong diéu kién vo 
tring c6 kiém soat va 44 dug phé chuAn. om Ud Ce 
6.4 Than trong dac biét khi bao quan 

Bao quan trong ti lanh & 2°C dén 8°C. 
Tranh anh sang. Khéng l4c hoac dé dong lanh. 
V6i cdc diéu kién bao quan sau khi pha long duge pham, xem muc 6.3. 

Tiéu chuan chat lugng: tiéu chudn co sé. ; 1a se th if 

https://vnras.com/ 

¢:. & GG 

65 yeh ing tefeaen “OMA 
Dung dich 4 mL trong mét lo (thiy tinh loai |) c6 np day (cao su butyl) chira 100'mg bevacizumab. oe 
Dung dich 16 mL trong mét Io (thiy tinh loai !) cb ndp day (cao su butyl) chia 400 mg bevacizumab. ; 

Bing got Hip 1 Ip. - Wei an 
6.6 Than trong dac biét trong hiy bo va thao tac khac , ry 

Chuyén gia chdm séc sire khée cn chudn bi MVASI bang cdch str dung kg thuat v6 tring dé ddm bdo viée vo tring dung dich 44 chudn bi. 
$6 lugng bevacizumab cAn thiét sé duge rut ra va pha lodng thanh thé tich sir dung theo quy dinh v6i dung dich tiém natri clorua 9 mg/mL (0,9%). Nong 
46 dung dich bevacizumab cudi cing cn dug gil? trong pham vi tir 1,4 mg/mL dén 16,5 mg/mL. Trong phan Ién cdc théi diém, lung MVASI cn thiét 
c6 thé duge pha lodng bang dung dich natri clorua 0,9% dé tiém vi tang thé tich 14 100 mL. 

Dugc phdm ding dong tiém can dugc kiém tra tryc quan dé xem c6 chat dang hat va déi mau khong truéc khi dung. 
Khong quan sat th4y cé bat tong hyp gifra MVASI va tui polyvinylchloride hodc polyolefin hodc bé day truyén dich. 
MVASI chi ding mét lan, vi san phdm khéng c6 chat bdo quan. Bat cr dug phdm nao khong sir dung hoc nguyén ligu khong ding nfra phai due bé 
di theo c4c yéu cau cia dia phuong. 

7. CONG TY NAM GI@ GIAY PHEP LUU HANH SAN PHAM 

San xudt bor: 
Patheon Manufacturing Services LLC 
5900 Martin Luther King Jr. Highway, Greenville, NC 27834, My 

Bong géi va xudt xuéng boi: —. 
Amgen Manufacturing Lid or 
State Road 31, Km 24.6, Juncos, Puerto Rico 00777, My 

8. NGAY XEM XET LAI VAN BAN 

09/03/2021 

Phién ban sé: VNMVAPIO1 

AMGEN” . 
MVASI™ l& mot thurong higu do Amgen Inc., cdc obng ty con hoc chi nhanh cla Amgen s& hitu hoc cAp phép, 
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