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Bevacizumab for Metastatic Colorectal Cancer l]
N Engl J Med. 2014 oct 23 371(17): 1609-18  TRIBE=XE:

FOLFOXIRI+BEV vs FOLFIRI+BEV

AT A 77 HA ] N = 508
12.1vs 9.7m

Grade3 or A0 HEEESR

£
= 70 Table 3. Most Common Grade 3 or 4 Adverse Events.*
E | 0
2 & HRO.75(95 %Cl 0.62-0.90), FOLFIRI FOLFOXIRI
50
& . plus plus
§ 40+ P_0003 Bevacizumab Bevacizumab
-~ Event (N=254) (N=250) P Value
§" FOLFOXIRI plus bevacizumab
=g no. (%)
10+ FOLFIRI plus bevacizumab i NN
, B — Neutropenia ¥ FR ERJal 4 52 (20.5) 125 (50.0) <0.001
A Febrile neutropenia 16 (6.3) 22 (8.8) 0.32
Months
Diarrhea 27 (10.6) 47 (18.8) 0.01
100+ /}E _&Lﬁ,ﬂﬂ F'Eﬂ Stomatitis 11 (4.3) 22 (3.8) 0.048
90| ~
Nausea ZE '\ 8 (3.2) 7 (2.8) 1.00
700N
80 0 _
- 70+
E . P=0.01 Asthenia 23 (9.1) 30 (12.0) 0.31
-z FOLFOXIRI plus bevacizumab )
E 50 Peripheral neuropathy 0 13 (5.2) <0.001
E 40— Hypertension 6 (2.4) 13 (5.2) 0.11
6 0 Venous thromboembolism 15 (5.9) 18 (7.2) 0.59
20 FOLFIRI plus bevacizumab
Serious adverse events 50 (19.7) 51 (20.4) 0.91
10
0 T T T T T T T T 1

Months
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Continuation of bevacizumab after first progression in

metastatic colorectal cancer (ML18147): a randomised
phase 3 trial Lancet Oncol. 2013 Jan; 14(1): 29-37

2 FHIR

100 —— (hemotherapy alone (n=410)
— Bavadmumab and chemotherapy (n=409)

B4 Unstratified hazard ratio 0-81 (95% (1 0-69-0-94);
® p=0-0062 {log-rank test)
E G0 Stratified hazard ratio 0-83 (95% O071-0-97);
£ p=0-0211 (log rank test)
3 a0d
L
&
20—
0 T
1] &
Number at risk
Chemotherapy alone 410 3 162 5 | 14 7 3 2 0
Bevacizurmab and 409 328 188 64 | 13 4 1 a
chemotherapy

j__
SIENHIF TE 5,
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Figure 2: Overall survival () and progression-free survival (B) according to treatment

The primary analysiswas unstratified. In the stratified analysis. patients were stratified by first-line chemotherapy
{oxaliplatin-based vs irinotecan-based). first-line progression-free survival (=9 months vs >3 months), time since
last bevaczumab dose (<42 days vs » 42 days), and Eastern Cooperative Oncology Growp performance status at
baseline (0 ws =1).

EIE R A 7 HAM

Unstratified hazard ratio 0-68 (95% (1 0-50-0-7B);
pec0-000 L {lag- rank kest)
Stratified hazard ratio 0-67 (95% O 0-58-0-78);
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2 20—
0 1 T 1 ] T T l
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Time {moniths)
MNumber at sk
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Bevacizumab and 400 1Eg 45 17 c 2 2 o
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EGFR(Epidermal Growth Factor Receptor)
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CET PAN|
1gG1 1gG2
(ADCCEMEH V) (ADCCEIE7 L)
ADCC: Antibody Dependent Cellular Cytotoxicity (FLiA k714 MR fE =)
F A Z K £ EUE
5 EGFR(A431540E2) ~ D EGFR(A431#R2) ~ D
[ e - ORE - W - £ - MEREEC ] ICeofE 31.1nM ICofE 3.1nM

R 4R - )
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Panitumumab versus cetuximab in patients with

chemotherapy-refractory wild-type KRAS exon 2 metastatic

colorectal cancer (ASPECCT): a randomised, multicentre,

open-label, non-inferiority phase 3 study

Timothy] Price®, Marc Peeters®, TaeWon Kim, Jin Li, Stefane Cascinu, Poul Ruff, Atilli Satya Suresh, Anne Thomas, Sergei T julandin, Kathy Zhang,

Swaminathan Murrgappan, Roger Sidhu

Lancet Oncol. 2014 May; 15(6): 569-79

A Deaths Median (95% CI}
100 /\ E n/N (%) maonths
o ;__E ? E — Cetiimab  302/500 (78%) 10-0(9-3-11-0)
e 7 ---- Panitumumab 383499 (77%) 10-4 (3-4-11-6)
8o <
{
B0 Hazard ratio, 0-07 (05% C10-84-111)

ll] I-score=-3-19; p=0-0007

l\\“\_u\imnnon rate. 1057 % (95% (1 B1-9-129-5)
40

l il jmlﬂulmtum‘

Crerall survie al (%)

LWL g,

o ]
[+] i ‘I‘ é- é IIIJ 1|2 1!i lg lh 2:] ZIZ 2|4 2!5 Eh 3!.'] '_’.IZ _:II4 _:IIE
Mumber at risk Manth
Cebuximab 500 463 398 349 183 221 181 151 122 o4 70 5l 37 24 16 2 1 [+] o
Faniturmumab 499 456 399 345 286 prl| 185 156 134 08 76 48 32 L. 12 3 2 . o
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PANI vs CET

B
N Hazard ratio (35% C1)
All patients 999 —a— 0-97 (0-B4-1-11)
Region
Maorth America, Westarn Europa, Avstralia 310 . 09007 1-1-15)
Rest of the world 6E9 —_— 1-00(0-84-1-19)
ECOG performance status
Qarl 917 —a 098 (0-85-1-14)
2 EZ —_— 084 (0-53-1-34)
Prior bevacimvmab
Mo 741 —T— 105 (0-83-1-24)
Yas 58 _— 07 7(0-58-103)
Location of primary temaur
Colon 618 . 093 (078-1-11)
Rectum 3IE1 — 106 (0-84-1-34)
Number of metastatic sites
1 157 —_— 10007 0-1-41)
2 358 —_— T 0-85 [0-67 -1-DE)
=3 443 —— 0497 (073-1-19)
Sites of metastatic disease
Liver only 102 _— 1-1% (07 5-1-90)
Other sites with orwithout liver EST —— 095 (0-82-1-10)
Agea at baseline
<5 years ol 54 —— 104 (0-87-1-23)
=65 years ol 345 —_— 0-85 (0-67 -1-0E)
Sen
Male 633 — 092 (077-1-10)
Female 366 —r— 106 (0-84-1-34)
Ethinic origin
‘White 524 — 091 {07 5-1-09)
Asian 450 —t—— 106 (0-85-1-32)
I 1
-1 10 100
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—
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—
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Randomized controlled trial on the B e RE = 1 s
skin toxicity of panitumumab in \ \ ARExT77 ] .
y of panitt | DiRiE (e D)
Japanese patients with metastatic Db KaaLF S 05%5 Y — i
colorectal cancer: HGCSG1001 study; A . 2. H&. jﬁb'qj\ BOER |- A2ER IS & BRIS T IC 2 75)
J-STEPP Future Oncol. 2015; 11(4): 617-27 BB K 1F & (UVA and UVB protection)
STEPP : Skin Toxicity Evaluation Protocol with Panitumumab ORYAE A, ~100mglH1[A]

@ Evenis, Median duration, Events, Meadian duration,
n (%) weeks (95% C.1.) n (%) weeks (95% C.1.)
100 )
100 Reactive 36 (75.0) 3.2 (19-6.1) Reactive 26 (59.1) 5.4 (4.1-NA)
Pre-amptive 20 (43.5) Mot reached - J S— Pre-amplive 17 (38.5) Mot reached
g £
4
1 = 80— |_|
T
: o 8 L
% &0 _I_L E 60 [
~ La o
2 g
g 404 7
w ) s 40
s —I—I_ 5
£ g I 2
g "] 1 S
-3 —— PReactive treatment
g —— Reactive treatment — Pre-emptive treatment
— Pre-emplive treatmeni o T T T
0 I 1 1 1] 4 8 12
1] 4 ] 12 -
Week —
Nomber at risk oe Mumber at risk
umber at ris i a0 18 14
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Skin Toxicity Evaluation Protocol With Panitumumab
(STEPP), a Phase II, Open-Label, Randomized Trial
Evaluating the Impact of a Pre-Emptive Skin Treatment
Regimen on Skin Toxicities and Quality of Life in Patients
With Metastatic Colorectal Cancer

J Clin Oncol. 2010 Mar 10; 28(8): 1351-7
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Hazard ratio 0.59
(95%Cl 0.42-0.85)

J Clin Oncol. 2007 May 1:; 25(13): 1658-64
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