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bevacizumab 25mg/ml
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- AREE O Aol AANAR B AFAA @om, WA 4 A3 Fo] A5
o] Fasol gleme AN $2 1 A A8 4 wSA Lad oAl
AFetA B

O 9H F84

- A3 E< humanized monoclonal antibody® Z9%9 A YA FQ3A TAs=
VEGF (vascular endothelial growth factor)9] 9&-& apdsl= A Y.

- Aol HAAFIY 12 ¥ O R 5-fluourouracil based chemotherapy H-83le] Fof Adkd =
2 oA non-squamous B]2AEH L) "paclitaxel+carboplatin’ 2 H 3 HEFo 5, 1 9
MNAE #HE Qo7 [ AAY, mMEAEZI Uzt 2 vl= FDA, #9
EMEA(DEMEZ Aol sriHor, day, AFY, F25LY AsHE5ES 5
T JAAF7 FEE v D

- @A B Tolmalld e Hold HARY BAE YAow AT A4NE 2HE
Ej2 44FS FOLFIRI 3¢ FOLFOX 5 #etsste s ey A fas o
2 Yehgel me} Folg Aagdel NHEH JEe] FUsenn YLrd Gus

FAHI UL 234

- dold AZAY FHF 23W)E HEeE WPE vr|#, RCT, phase I 3A+
(AVE2107g trial®)ol A 12} LA = “IFL(irinotecan+bolus 5-FU+leucovorin) + placebo” &4
(411%)3} "IFL + bevacizuamb” S9H(4027)S Fo33t A,

: primary endpoint®! OS7} 15670¥ vs. 2037M€2 AHEFFo] o =A YHeEPGEL.

(HR=0.66(P<0.001)). Median duration of PFS+ 6.271¥ vs. 10671 €2 A% ZF o]
H ZA JEl o (HR=0.54, P<0.001), HF-&&(response rate) HE3+ 34.8% vs.
48%= AHEFTol ¥ ZAA UEFZ(P=0.004).

. Grade 3, 4 adverse events 7} 2AStE Wk AHEFT] 10% A= o =4 VeER:
o E3] AHZIA grade 3 hypertension®] WAUIET} =A VEFHTFL+placebo” vs.
"TFL+bevacizumab” = 2.3% vs. 11.0%, P<0.01).

» o}AJo}Ql Zzlo]) A “mIFL(rinotecantbolus ~ 5-FU+leucovorin) (64 )2}
“mIFL+bevacizumab’-(139%)2] &35 d|alste] 9]3ted, th71&, RCT, open-labelled, phase
I A7 =91 & 21485 o2 XE ARTIST 9 A0,
coprimary endpoint ¢ 670E-PFS rate “mIFL'T°] 25.026%% (I, 144%6-H620FL
"miFL+bevacizumab’w0] 6262495% (I, AX6N0620= T =] YeP:

!pl A AR

H
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. "mIFL+bevacizumab” < median PFS(P<0.001)7} 8.371¥€(95% CI, 74-8971€)=
"mIFL"#9] 42718(95% CI, 3.7-4971¢€)5 0} d3d 235 B3I o™, median OS7} 187
ML95% Cl, 158-19671)Z “mIFL"+] 1347128(%5% CI, 9.7-17.271L)ol ulste] ag=
AFNE HERA(P=0014).

D RESES "mIFL"w 0| 1726(%6% (I, 84% — 27.7%), "mIFL+bhevacizumab’w-¢| 3526(%6% CI, 27.5%
- 435%, P=0013)% =2 Z3= YR,

: Grade 3 ©°]49] o] AHEE2 “mIFL+bevacizumab”©] 69%=Z "mIFL"T 2] 61%X.th
oA =4 JEste s, E3], hypertension® A% “mlFL"+#& yvEelA] gke dHbd
“mIFL+bevacizumab”’ | A &= 4% =7t vehg Neutropenia =3
“mIFL+bevacizumab”+©] 33%%2 "mIFL"2] 19%°l Hlate] =A YE

» BICC-C study? oA & oldd Xg¥x] g ol AAZY oA 12 o9
Al&ell 3t phase 1T, RCT, 2x2 study & ©7]#olA = ow, period 1014 +&
FOLFIRI(irinotecan+IV 5-FU+leucovorin), mIFL L% <kAAy FHE v|adtedx,
period 294 ®#WXEe #IAFE  EFHSY “FOLFIRI+bevacizumab” L9}
"mIFL+bevacizumab” 8] A7 &35 vlusgt 43,

: period 19141 FOLFIRI©] IFL ol B3t PES7F A YEl 2™ (med PES @ FOLFIFI
vs. mIFL = 7670¥ vs. 5970¥, HR for disease progression or death = 1.51; 95% CI,
1.16 to 1.97), OS =3t 23170¥ vs. 17671 €= FOLFIRI T°] =A Yelou, 484
o7 FoaAE F%(P=0.09). &0 doiH FOLFIRIE= 47.2%, mIFL2 433% &
207t gilem CR ¥-8-8&S FOLFIRI 56%, mIFL 43%% F #7F 8|53k 292 59l

. period 29 median follow—up 7|7+ 2267090192, median PFS+ “FOLFIRI+bev-
acizumab” 7| 11.27§¥, "mIFL+bevaciazumab”°| 83722 ZAF}E HF o} EA S
Ao 2 Fostx e ofld “FOLFIRI+bevacizumab’-2] med. 0S¢ Zizks dA Zst
Fo} "mIFL+bevacizumab”(med.OS, 19.271¥; P=.007; HR for death = 2.34; 95%
CL 134 to 4120 ulake] 24 vhebd 137 AELL 87% vs. 61%2 “FOLFIRI+bev-
acizumab”°] EA YERE. d-g&o] lejA] “FOLFIRI+bevacizumab’¢]  57.9%,
‘mIFL+bevacizumab”’T¢] 533%2 & x}o]& Holx] gtoer, (CR H$E:
“FOLFIRI+bevacizumab’°] 5.3%, “mIFL+bevacizumab’i*°] 50%% H|$3 235 HY.

Grade 3 ©|%2 nausea, vomiting, dehydration 2] il febrile neutropeniai=
“mFIL+bevacizumab”w*©] “FOLFIRI+bevacizumab”w*oll B3} =4 eSO,
hypertensiond 4% “FOLFIRI+bevacizumab’wolA i =4 vebhd SAo=
Qg Foka2 “FOLFIRI+bevacizumab’w*¢] 16.1%% “mIFL+bevacizumab”w2] 13.6%°]
Hla A et on, A5 & A 609 oWl AFEEES “mlFL+bevacizumab’w©] 6.8%=
o =7 UeEFZ(“FOLFIRI+bevacizumab”T-] AF3EHE = 1.8%).

* NO16966 @8> 2x2 factorial RCT, 3% d&dA7E, XELOX$ FOLFOX S

N 7170 A A
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non-inferiorityE H7}3 o, F7Fdow [XELOX or FOLFOX + bevacizumab or
placebo]& E 33t “bevacizumab+XELOX” 2 “bevacizumab+FOLFOX” 9] superiority &
Bk
. PFSel 9loJd FOLFOX-4, XELOX, bevacizumab, non-bevacizumab 2zt i 7o)
interaction test® A3}, interaction®] <& #I3 F [FOLFOX-4 and
bevacizumab plus XELOX and bevacizumab vs. FOLFOX-4 and placebo plus XELOX
and placebol®] AFHE EA19G oM pooled results: BIHFORE AFESFe]  AAE]
oxaliplatin-based regimen® H-8A] PFSE d4A171 235 HAS.
"hevacizumab+XELOX or FOLFOX” vs. "placebo+XELOX or FOLFOX" H|xlA| 9.471€
vs. 8OMERE AHF o] PFS7F fFolstAl =4 WelEHR, 083 975% (I, 0.72 to
0.95; P =.0023).
median  on-treatment PFS9  "bevacizumab+XELOX or FOLFOX” vs.
"placebo+XELOX or FOLFOX” = 10470€ vs. 79712 °|&(HR, 0.63; 97.5% CI,
0.52 to 0.75; P<.0001).

. subset analysis A3 Z3}, general PFSel ¢lojx] XELOX subgroupdlAE A% E3
placebo = B|WA] AAFF0] TAHLZ superiorityE YSSFH 2 WHHR, 0.77; 97.5%
CI, 063 to 0.94; P=.0026), FOLFOX subgroup®] 4]+ siginificant levelo] =&3}A X
AT A53FHR, 0.89; 97.55% CI, 0.73 to 1.08; P=.1817). On-treatment PFS
definitiono.= ®243% Ay XELOX(HR, 061, 975% CI, 048 to 0.78; P<.0001)<}
FOLFOX-4 subgroup(HR, 0.65; 975% CI, 050 to 0.84; P=.0002) EF significant
resultsE E <

- HAFHGIANE B AAEHG EFxlo] MAHFH FAgEaHS HESIY FAsb=
“bevacizumab+paclitaxel+carboplatin”  £%o] gon, AAHZFo 2 HIgwWo=m
“bevacizumab+gemcitabine+cisplatin” &¥ o] tha A7 JA Qo A4AH A

PFSZ 9447 292 Boy 0SolAE 2ol8 Bolx LI

ole] X ZA|E= targeted therapy® sunitinib, sorafenib, pazopanib, temsirolimus&;
771] A% F+interferon-alpha 2a"& Wilstal 1o, AAHEF3 TE targeted therapy<h
A ovagk AT fle
« AVOREN tig!d) ol|49] [“APd+interferonalpha 247 vs. "pacchotinterferonalpha 247 B 2L Y AA] &
2 CALGB 90206 triall®o| 4 2] [“41 3 & +interferon-alpha 2a” vs. "+interferon-alpha
2a"] Bl A, ANHELS PFSF OS7F @48 23E Jekd,

Freh Aol A AHFEL Foldl tiste] NCCN Zhel=#ilelM = [ANAHF
+paclitaxel] BE&FE Aasta oy, dAA Hold FHetelA e AHF HEo
gk =go] 9o bevacizumabe PFSYHE 9F7F Az o, OSeE A7 A

21 a, AA A toxicity profileS HE idbo] waet, $2vel Ak 3 w3 FDAC

] r>

o]

A 247 R A
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qE Aol f-etol M9 bevacizumab#d 8% AR 9 FI7ME FH AL 161D18)

- 7ol =gkel el A bevaciazumab< recurrent glioblastoma &Xx}ol| Al A|88% 2709] phase
I IAATE v oz AHEF 99 Fo A] MRI-defined objective response® HJ oLl
hypertension, imparied wound healing clonic perforation, and thromboembolism¥} 28 41243k
Bzke whalo) 9loja] 2 &S uxS AF3) 19)20021)22)

R =]

O H& FH4A4
- |
|
. 2)
- Aol AZAAG AHEF AEA AHEH EFLEIFUA GES V2SR
sie gesleha iyl HEFe les 7Rk v [A1¥E  FOLFRI(rinotecan+5-FU+eucovorin)

%2 FOLFOX(oxaliplatint5-FU+leucovorin) M-8 2 ]2l diAleH oz  FOLFIR],
FOLFOX 89S XA 24

- AAFL Aol HAZAAUANA [4HF+FOLFIRII® [A1 A EF+FOLFOX] 9 3 B al
249l FOLFIRI, FOLFOX tH] 944 &7t /MMEgon, AQn o 17z
AAGE 7L gl dlgsi, FOLFIRIB_‘%‘.% thu] [ F+FOLFIRI]Y] #H]&-37EH
23, ICER: I N 21 YGold, B4-58 #4243 ICER:
I < < o] 17, FOLFOX 29 o] [41%F+FOLFOX] ®l&-a3a Az, o
<~ - LYGY.

« FOLFIRI& ¥ tf9] [21%E+FOLFIRI®] ¥ 457 2 v 54 5ol h3 284

AL 133 499 9= B4 Ay ICERt of N T YG,
-°J- /QALY o, &3 zzE4 Z3 ICER/I IMY/LYG

o o 2 /QALY Y 252 Il Hl% = v E 34 o)

: FOLFOX & =L [414 E+FOLFOX] ¢ B 8- g A A,

_ E3dge] &,

- #A PaTET waA % slel=ael, Stadd 2 AR AU Ao dTte

SAS HMAATIAY, A, R, TRATE AYES US@RALE) Fo
WA Fshste s We FolA tAR el vistel Fepulgo] b,

O AA 93T HED?)

- AA%ge) d BASE o T o2, Ak} AE ddAERe NEe
2 AHZLY £ T APARLLITAWL 1 dE| <k H, 3xd =9
of <o) H1, AHEFS dAl7Fs ¥ FOLFIRI &2FOLFOX 28 ¥ 3 H
23l Eodle 2oz gANseHe YARZ AL TAe Ay HpAQA
8 Fdws 7 Aos gD
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PFES, the primary study end point, and defined as the time from random assignment to the first
documentation of PD(per investigator assessment), or death from any cause

PFS, the secondary efficacy end point, using an on-treatment definition(same as general PFS;
however, for events that occurred more than 28 days after the last intake of study medication,

the patient was censored back to the date of last known nonprogression)
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7F BERYEAY xLE & - &F FE
27) e Zo] WA & HS F
28) Zﬂ s, 2204 = I viass, 3303 = ials
oA AE=8E(2012.11.21)
§8§ zﬁ qc FoF v 8 )x(AHE o dALE-H)
Ke)

31) AlFAL xﬂ% o A Ab-8- HX A 7}
A A S-S 400mg 100mg=1:1) : 139 il (400mg), Ivial(100mg), 270 =izl (400
mg), Ilvial(100mg). 3xhlt [lllvial(400mg), Ivial(100mg)

32) thehy] 7] 3} 8} 3]

33) AlekAl AZ o FAME XA A 0B}
Al kAL A | AHAH-EHA00mE:100mg=1:2) : 13 I vial(400mg), IMvial(100mg), 27hd = Ilvial
(400mg), -wal(lii%)l 3xpd = llvial(400mg), IlVial(100mg)

34) 3+=guHpolal 3
35) A AL AZE o FAHEEXA Y 2k}

A FALAE % /\i%%k(ZIOOmg vial 71%) @ 1349 llkials, 239 llvials, 3303 = lllvials
36) o 3t FF et
37) A AL AE oA AR FX A A o
Akt AE AdAEH - 1AdE [llvial(400mg), IllVial(100mg), 233 = [lllvial(400mg), Illlvial
(100mg), 33 = Illvial(400mg), Illvial(100mg)
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