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PFS(HR, 0.72;95% CI, 0.66-0.78; P<.00001)2} OS(HR, 0.84;95% CI, 0.77-0.91;
P<.00001)2] &4& H<LD

= ol AAAG FA(F 923%)E dFe = e thr]#, RCT, phase T 474
A (AVF2107g trial®)oll Al 12} QA2 “IFL + placebo” &¥(411%)3} "IFL +
bevacizumab” £ (402%)S& Fof gk 43}

: primary endpoint?l OS7} 156709 vs. 2037H€¥ 2 Al Fato] o =4 YEeEy
S (HR=0.66, P<0.001). Median duration of PFS& 6270€ vs. 10671€2 2134
FEato]l v AA vk o (HR=0.54, P<0.001), 838 (response rate) %3+ 34.8%
vs. 4.8%= A Faol o AA YERHP=0.004).

. Grade 3, 4 adverse events 7} @AstE Wl AAEFT0] 10% A% v =4

Uehgorn E3] AHETolA grade 3 hypertension®] SANIEZE A UeRd

("TFL+placebo” vs. "TFL+bevacizumab” = 2.3% vs. 11.0%, P<0.01).

= ofAJo}RI(F Q) F Aol 9lolA] “mIFL"w(64% )3} “mIFL+bevacizumab”*(1397)

o] 3= wugk t}hr]3, RCT, open-labelled, phase III, ARTIST A+ A9,

: coprimary endpoint €1 670€-PFS rate= “mIFL'+o] 25.026(%% CI, 144963662033
"mIFL+bevacizumab’v0] 62624%5% Cl, A6 10620= o =7 YeP:

"mIFL+bevacizumab”+-< median PFS(P<0.001)7} 8.370€(95% CI, 7.4-89714)
2 "mIFL"+9] 42709€(95% CI, 3.7-4971€)Ht} dAHd ZA3EsE HF o,
median OS7} 187704 (95% CI, 15.8-19.67149)2 “mIFL"+¢] 1347014 (95% CI,
9.7-17271 )l vl FAd 235 HEFH(P=0.014).

D RESE2 "mIFL 0] 17%4%% Cl, 84% — 27.7%), "mIFL+bevacizumab’wo] 3526962 (I,

215% — 435%, P=0013)= =2 A= YER

: Grade 3 ©]A9] o]AulL o “mIFL+bevacizumab”4°] 69% = "mIFL"T 2] 61%

Bt ta =4 yebgtoen, 53] hypertensiond ¢ “‘mIFL’+S YER}A] ke

Clash “rrﬂFL+bevac1zumab”iL°ﬂ = 4% %1}7} veld.  Neutropenia 3¢
“mIFL+bevacizumab”©] 33%% "mIFL"2] 19%¢°l H]&te] =4 vepbd.

» BICC-C studyl® o A= o] o] Xmitx] ¢F& Hold A% SxfolA 12k
QW Alde] thgk phase II, RCT, 2x2 study = tH7|#ollA 218 E Q2™ period 1
4= FOLFIRI, mIFL SHe] bdAd¥ &35 B]aste) i, period 294+ HE
o] RS EASIY “FOLFIRI+bevacizumab” £} "mIFL+bevacizumab” W
o] ¢t s vug A3

: period 1914 FOLFIRIx*©] IFL:*o] H]3}e] PES7} =4 el o™ (med PES
FOLFIRI vs. mIFL = 7671¥ vs. 5.970€, HR for disease progression or death =
1.51; 95% CI, 1.16 to 1.97), OS T3t 23170 vs. 17671 9= FOLFIRI ] =7
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period 29 median follow-up 7|3 22670€olle™, median PFS+
“FOLFIRI+bevacizumab” w-¢| 11.271€9, "mIFL+bevacizumab’"¢| 837142 2}
5 Ko FASHow fFodAl=  olY g “FOLFIRIerevacizumab”?LE’J
med.0S9] A3ze AA] Ee o}, "mIFL+bevacizumab”’(med.OS, 19.271€
P=.007; HR for death = 2.34; 95% CI, 1.34 to 4.12)°]] ¥t ZAA e 1%_7%11
AEEL 87% vs. 61%E “FOLFIRI+bevacizumab”<-o] =4 Ve, k280 9lo]
A1 “FOLFIRI+bevacizumab”+-©] 57.9%, “mIFL+bevacizumab’-¢] 53.3% =% & =}o]
E Ho|X| ko CR WH-E% “FOLFIRI+bevacizumab’¢| 5.3%, “mIFL+bev-
acizumab”-°] 50% % H]$3 A¥E HY.

: Grade 3 ©]%9 nausea, vomiting, dehydration Z2]3l febrile neutropeniat™
“mFIL+bevacizumab”<©] “FOLFIRI+bevacizumab”+-¢l]l H]dlo] =4 YEwES

™ hypertension®] 7% “FOLFIRI+bevacizumab” oA t4a& =4 YElE. 54
o7 Q3 FoFwe “FOLFIRI+bevacizumab’i-°] 16.1%% “mIFL+bev-
acizumab”w 9] 13.6%°l Hl3] =4 Yelgorn, X5 = 3 60Y ol AEIdES

“mIFL+bevacizumab’°] 6.8%% ¥ =4 YEIE(“FOLFIRI+bevacizumab”-2] A}
TE = 1.8%).

= NOI6X6 w3102 2x2 factorial RCT, 34 497, XELOX9} FOLFOX SHe]
non-inferiority S H7}st o, F714 02 [XELOX or FOLFOX + bevacizumab or
placebols X F3Fo]  “bevacizumab+XELOX” %  “bevacizumab+FOLFOX” 2]
superiority & % 7} 3}

: PFSel lolA FOLFOX-4, XELOX, bevacizumab, non-bevacizumab Zt i 7]
interaction testE A|3Y3}9], interaction®] o= <2lst & [FOLFOX-4 and
bevacizumab plus XELOX and bevacizumab vs. FOLFOX-4 and placebo plus
XELOX and placebol®] &3S EA13t90 oW, pooled resultES EHZEOE ALE
o] AlAFEo] oxaliplatin-based regimen¥ HW-8A] PFSE A7l A3
HAS.

"hevacizumab+XELOX or FOLFOX” vs. "placebo+XELOX or FOLFOX” H|nA] 94
N vs. 8O/HEE AAF o] PES7L roletAl =A YepdHR, 083 97.5% (I,
0.72 to 0.95; P =.0023).

median on-treatment PFSI2-2  "bevacizumab+XELOX or FOLFOX” wvs.
"placebo+XELOX or FOLFOX” = 104709 vs. 7970¥ °]AS(HR, 0.63; 97.5% (I,
0.52 to 0.75; P<0001).

. subset analysis A3 A3}, general PFSel oA XELOX subgroupol A& 4143}
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placebo & H|IA] A ETo] FAHOR superiorityE YE5FF o WHR, 0.77;
975% CI, 063 to 0.94; P=.0026), FOLFOX subgroup®| 4+ significant levelol] =&
kAl Eoldoa AE3HHR, 0.89; 9755% CI, 073 to 1.08, P=.1817).
On-treatment PFS definition®.2 #A1gt A ¥}, XELOX(HR, 0.61; 97.5% CI, 048 to
0.78; P<.0001)3} FOLFOX-4 subgroup(HR, 0.65; 97.5% CI, 0.50 to 0.84; P=.0002)
T significant resultsE K.

ot 3kAte]]  “bevacizumab+paclitaxel+carboplatin” Qo] nl3}A
el o glow AlHE] thE W8 QWO 7 “hevacizumab+gemcitabine+cisplatin”
}1‘?301] g A E AT PFSE AAAZ 2435 B2 OSolA+= Ao]& Ho

- A1ee] XA 2= targeted therapy® sunitinib, sorafenib, pazopanib, temsirolimus$}
SkA "Xl A E+interferon-alpha 22”5 WSt Jouv AAHFI U E targeted
therapy ¢t 214 Hl w3k oJAA 1= ¢1&.1718)19)
= AVOREN trigl20) of|xje] [“A1interferon-alpha 2a” vs. "placebotinterferon-alpha 2419 Bl 217 2

CALGB 90206 trial2Do| A1 2] [“Al A #+interferon-alpha 2a” vs. "+interferon-alpha
Za”] ]j] 011\1—}\] 6473J,]- /\] %?—_,] PFSQ]. 087}— 6‘]:/\]-Q ﬁJ/]-E L]—F/]J/ﬂ

- Y Aol oA NCCN 7ol =ghQlo A= “41% F+paclitaxel” HEQHE AL
st glou), AAE QRS PESHhE ot AR oH, 05 41717 Skl
a1, AFA A Q] toxicity profiles H. it whel, wl=k FDAO A= HolAd fHkolof A 9
bevacizumab®] ¥ HLZo] FIE HAEPS S AFE 224

- 7Fol=g}kelo A Al EL recurrent glioblastoma EFAFoll Al Al E 270¢] phase II 44+
ATE vE o g W= FDA Al&Es7E w8 AlAYE @ Fo] Al MRI-defined objective
responseS  HF o1} hypertension, impaired wound healing clonic perforation, and
thromboembolism¥} 22 AZ7Fgh F2kg- whAol] Qloja] & Jaks n|RS Augh 2526027)28)

i

- WAaote] 12 A BARA “cisplatin 22 carboplatint @ ¢t @ H"S Pt glom
platinum A Al (cisplatin or carboplatin)®} taxane A Al (paclitaxel or docetaxel)e] ¥ -8 Q™
o] T aHoE ARE Y. A AHEFS NCCN 7hel=gklo A “41 4 F +paclitaxel+carboplatin”
QWO R category 30 ® HILH I §lS293031)32)

» I JAAToA median OSE 2T 393709, AAE 27 Folit 387/M€, AHE A
P AA Tl 077 oo, it} Hlal A A ARl g hazards=
™

’

d71k A
AAF 7] T 1.036(95% CL, 0.827-1.297; P=0.76), 2AF A7 AA Fo
0915(9%5% CI, 0.727-1.152; P=0.45) 31 5-33)
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O BATLA: HAFARAS NG AFAANE - 33vA LA AFHII HEO] BT AS
- A EFEE AEol oY m, A 28] AEFF(EE FYPHE FARH
Ci BEEE A% - FolV1E 508 #Y gumsrt BRys 4ed 89 8% 7
wol olel A9, A9 vl FAst mFHo] W Azol WA e A5 B

AEAAZ o) ALAL S BHA00mg vial 71 ) 13 % L oApd e L 37 s
NRES] AdeE o g thA kA hE A Fof v E)x(NHE o A
(

)

Fo=Alob} A% ol FAHE XA o7

Akt Az o dAk-S () (<@ E400mg), Il(100mg), 23Hd %
(400mg), III(100mg), 3313 % (400mg), III(100mg)
50) o g-v) 7] 2t st 3 ()

51) Aol e w A=A AL AE G FXA G k7t

A kAL Az oA () 0 (<9 B (400mg), IIM(100mg), 2319 %
(400mg), I (100mg), 333 = M(4100mg), III(100mg)
52) dh=f-Hket sl s
53) AU AR~ H

A A Z QA e (I : 141¢ = I (400mg), I (100mg), 231d =
(400mg), IIIM(100mg), 32+ % I(400mg), I (100mg)
54) 3k 2k 3| ()

55) ATh A P8 FA=A AL AF o FAHEFXA Y 7}

Ak AE A ArEH - 123 = Il(400mg), I (100mg), 223 = [Il(400mg), (10
Omg), 3219 = I (400mg), II(100mg)
56) o sketstk s (), o) 53 < oW A3 (I

57) Aol w A=A AL AF AGAEFXA G k7t

Akt AE ddArgH - 1xd = I (400mg), I (100mg), 22 = [ (4100mg),
(100mg), 32t = I (100mg), I (100mg)
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