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Gelport i% Glove %

Aziz M. ] Gastrointest Surg (2009) 13:159-162 Tae Ho Hong, Surg Endosc (2009) 23:1393 1397
Transumbilical Gelport Access Technique for Performing  Transumbilical single-port laparoscopic cholecystectomy
Single Incision Laparoscopic Surgery (STLS) Scarless cholecystectomy
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Fig. 2 SILE™ Pon (Covidien, Inc.. Normalk, CT. USA)

™

Fig. 4 Ausead ™ (SurgiQuest. Inc.. Orange, CT. USA)

Fig. 3 Ui X™ (Pravel Systams, Inc.. Morgmvilke, NI, USA

Single-port laparoscopic cholecystectomy: initial experience
John R. Romanelli, Surg Endosc. 2009 Dec 29. [Epub ahead of print]
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Miles’ Operati'on

19t ek #F

William Ernest Miles

f ATAIPI/SH

| ey 4 ._:
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: _ " bag |
. ¢ | & A
Cancerand Q -

nearby tissue / Stoma

moved WA /
- v 3h-3 v |

Figure 4. Specimen afier Miles' sbdominoperineal resection.'!

Lap-Miles’ Operation

Figure 1, Specimen afer Miles' sbdominoperineal resection "'
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Figure 2. Timeline of important developments with respect to rectal cancer treatment alkso illustrating associated 5-year survival, recurrence rate and percent-
age of abdominopenneal resections { APR = abdominoperineal resection ).

One hundred years of curative surgery for rectal cancer: 1908-2008.
Lange MM, Eur J Surg Oncol. 2009 May;35(5):456-63.
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(laparoscopic low anterior resection)
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Lap-APR

(laparoscopic abdomin-operinial resection)
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Operation Methods
for Lower Rectal Cancer
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mimE= 4 FHAR (PFS: Progression Free Survival)
BENBEUIEXT HHKIRETO LR

#5771 R (DFS: Disease Free Survival)
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4 7FHAR b R {E(MST: Median Survival Time)
BEOFHICEOTEENZEHONSHIR

Only 2Drugs at 2004 ¢

(*5-FU -

-IFL
*FOLFIRI

2 2%t ->T-258%E o1 ! ‘




5Drugs at 2010 &/

-5-FU
-S-1 %
AT ‘FOLFOX ‘:
SIR 5-FU* i -SOX
*FOLFIR ' *XELOX
AUIFH> T AFHUTSFS

*FOLFIRI
CPT-11

EGFR¥U {4

WL, BELANILAES B DL,
NV ARD SIEFEDEZIOIEESIZEMKY] !

+ BV

KEBED AT T DIERIDRFE & iBRREDERE

Months 4 77 AR 8

30 . 24EBL E

‘ 25 |
20
15

- 2000s 20095
IFL FOLFOX/ XELOX+BV
FOLFIRI+BV
| 19954 20054 20084
FAERGE . 1TUIFTH> Oxaliplatin  Cetuximab
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FLUORINATED PYRIMIDINES, A NEW CLASS OF TUMOUR-INHIBITORY
COMPOUNDS
By Puor. CHARLES HEIDELBERGER, Da N. K. CHAUDHURI, Ds. PETER DANNEBERG, HN
Mas. DOROTHY MOOREN and Mas. LOIS GRIESRACH
McArdle Memorial Laberatory, The Medical Schoal, University of Wisconsin, Madison, Wisconsin
AND
Dr, ROBERT DUSCHINSKY, Da. R. . SCHNITZER, E. PLEVEM and J. SCHEINER
Hoffmanr~LaRoche, Inc., Mutley Mew Jersey o
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EEPRERER : UFT/LV 3t SFU/LVO) S INIAE LE X5 B
(JCOG0205) ASCO2012 EH%EI% K

UFT:RARD 7viEEYID Y
5FU:F5tDIviEtEYID Y
LV:Aq4akRky >

SEDFS (ERATFEIM)
UFT/LV 73.6% 5FU/LV 74.3%

SEFOS(EFHAM)
UFT/LV 87.5% S5FU/LV 88.4%
UFT/LVDPFSTD IEL EASEEBBE AL, UFT/LVIE. Stagelll Kf5
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Until progression or
Inacceptable toxicity

FOLFIRI= FOLFOX6 =

. mPFS 85M  80M p=0.26
Overall Survival (first line)

FOLFIRL'FOLFOX6

— FOLFOX6/FOLFIRI m0S 21.5M 20.6M p=0.99

P =199

70 30 a0 50
EFHM

Tournigand et a/. J Clin Oncol,22(2):229-3237, 2004

FOLFOX, FOLFIRIE B D% 4118 5L THOS[XAE Tho1=.




NO16966:RER : XELOX vs FOLFOX

+ XELOX(+BV) vs FOLFOX (+BV) D& % X m%
T&H 2Tz (XELOXDIEL )

PFS XELOX#&  8m OS XELOX# 19.8m
FOLFOX%#f 8.5m FOLFOX® 19.6m
= =1 FOLFOX-4FOLFOX-4+placebo/FOLFOX-4+bevacizumab LLL] FGL_FE_X 4“_-FOLFO)( 4+placebo/FOLFOX-4+bevacizumab
n= 1017; 826 events n = 1017; 695 events
W 101 RELOX/XELOX+placeboXELOX+bevacizumab w 104 XELOX/XELOX+placebo/XELOX+bevacizumab
= 09 : n=1017; 813 events & 09+ “m., 0= 1017 692 events
2 084 T £ 08+ % ;
= . HR = 1.04 [87.5% CI. 0.93=1.16] (ITT) - HR = 0.93 [97 5% CI: 0.86-1.12] (ITT)
a 974 b, HR=105[97.5%Cl 0341 18] (EPP) o 071 HE = 1.00 [37.5% CI- 0.88-1.13] (EPP]
5 061 % Upperlimit below < 1.23 (non-inferiarity margin) © 0.6+
C 05facccanad . P11 S ——
£ 044 ', 2 044
S 03 ,: %, S 03+
S 0.2 :I . e 02
& 0.1 01:85 ________________ & 01+ 1950138 i
0 é 1‘0 1r5 20 215 ?.ID 0 ‘5 1I0 1|5 ?IG 2I5 30 % 4:0
RR:48% Time (months) Time (months|
Capecitabine+Oxaliplatin Cassidy al. J Clin Oncol. 2008,26: 2006-12.
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OPTIMOX 1: Trial of Maintenance

FOLFOX4 until
Progression

FOLFOX7 x 6 cycles
sLVSFU2 x up to 12 cycles N=309

FOLFOX7 x 6 cycles
Only 40% /

reintroduced oxaliplatin

18.5% early progression/death l‘l‘*ﬁ ?#ﬁii g¥

18.4% toxicity (including neuropathy)
5.5% surgery
17.5% unknown

o N—3200Z>rax

Tournigand et al. JCO 2006;24:394-400




OPTIMOX 1: Trial of Maintenance
DDCIZZEAVELN @)

—— FOLFOX4 median 9.0 months
— FOLFOX7 median 10.6 months

Duration of
Disease Control

Probability

DDC Eﬂratio'n of disease control:
2[EIDFOLFOXMDPFSD S ETDHIBEEE L=,

Tournigand et al. JCO 2006;24:394-400

OPTIMOX 1: Trial of Maintenance

PFS,OSIZHEZEILELY,

— FOLFOX4 median 19.3 months

- FOLFOX4 median 9.0 months — FOLFOX7 median 21.2 months

— FOLFOX7 median 8.7 months

Probability

o
n

Tournigand etal. JCO 2006;24:394-400




OPTIMOX 1: Trial of Maintenance

. Grade 3 I 4 Toxicity OFOLFOX4

B FOLFOX7

OFOLFOX4

~ Grade 3 Neurotoxicity BFOLFOX7

Percantage of Patients
onN B O 5 \j - =]

AHHYT5F U ERAR MR RE B TGILLE O Mg RE LD

Stop & Go ZHFELHFIAL
FOLFOXZREAICKENIZES,
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Bevacizumab (7ZJ)\XAF>)
IMEFEINFIRIOIEREF

EARLY “FEFEETCTS LATER EFFEECTS

ke
Y I

(D mEsEHs . (3) mEsEEE
(2) mEEHRIE (BARERCEE BT <23)

EEA KT 2 MM R EEREEEFVEGFZHK (RS XTT)
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Pertinent Side-Effects of
Anti-VEGF Therapy

* Hypertension
* Arterial thrombotic/ thromboembolic

events (ATESs) E AL - e

* Gastrointestinal perforation (GIP) B:zE[a=E:Z2)
* Bleeding
* Delayed wound healing IS agicE04

* Proteinuria

VIR A ETERRBE—IAEICHITD
Bevacizumab{#fFAFOLFOXEHE

PFS (HRIZELEFHIR)

b_

Colucci | FOLFOX4 7.0 ﬁ

Tournigand |FOEFOXGNR= gg
Goldberg [FOEFOX4N (RS2 _ .

TREE-1 | MFOLFOX6 (n=49) 8.7
NO16966 | FOLFOX4/XELOX (n=701) 8.0
First BEAT | FOLFOX + Bevacizumab (n=545) 11.2
BRIiTE | FOLFOX + Bevacizumab (n=1092) 10.0
TREE-2 | mFOLFOX6 + Bevacizumab (n=72) 9.9
NO16966 | FOLFOX4/XELOX + Bevacizumab (n=699) 9.4
PACCE | FOLFOX4 + Bevacizumab (n=405) 10.5

0 2.5 5 7.5 10 12.5



VIR eEETERKRBE—RaEICHITD
Bevacizumab{#HFOLFIRIEE

i
F .y )
1

T
N2
PFS
Tournigand | FOLFIRT ~ n=109 8.5 A
CRYSTAL |  FOLFIRI + Cetuximab n=608 8.9 e
BEAT FOLFIRI + Bevacizumab n=504 R
J 11.6
BRITE FOLFIRI + Bevacizumab n=280 R
1 _ 10.9
AVIRI |  FOLFIRI + Bevacizumab n=209 —
Kopetz FOLFIRI + Bevacizumab n=41 “sH
: 12.6
BICC-C FOLFIRI + Bevacizumab n=57 11.2 “H
T T i
0 2.5 5.0 7.5 10.0 12.5
A

BBP
Bevacizumab Beyond Progression

Bevacizumab

(M FHAEINFIFI =N XTI )%
1st line TEERZELPHT I

2nd lineE THEFT I 5 (BBP) [ ‘

A3 )J;b\f? ? |




Bevacizumab#f L 2B A CRBELI-YBRTEXBE |
[ZH T A5 [E1E E 1 DBevacizumabf i 5 @

Bevacizumab (BEV) plus chemotherapy (CT)
continued beyond first progression in patients with
metastatic colorectal cancer (mCRC) previously
treated with BEV + CT: Results of a randomised
phase lll intergroup study — TML (ML18147)

ASCO 2012

D Amold'. T Andre?, J Bennouna’, J Sastre*. P Osterlund®, R Greil®
E Van Cutsem’. R von Moos®. | Reyes-Rivera’, B Bendahmane', S Kubicka!"

on behalf of the AIO. GERCOR. FFCD, UNICANCER GI. TTD, BGDO. GEMCAD and AGMT groups

'"Hamburyg, Genmany; *Paris, France; *Nantes, France;*Madrid, Spain
*Helsinki, Finland; *Salzburg, Austria; 'Leuven, Belgium; *Chur, Switzerland
'South San Francisco, USA; ""Basel, Switzerland; ''Reutlingen, Germany

i 2012 ASCO Annual Meeting. Presented data is the property of the author. AS(‘Q \an:lullllull,‘::

Background
OI7VEEZ VU BRR—RA DL E %I
Bevacizumab(BEV)Z AT 52 &IE. —REEH D
LME BEVRFERAD ZREEDIZELEARAEBETHS,
OBriTEGRER (BRI R) KYBEVHF DL EED
EEZIBEVOMRGHEAICKVEFIRBOERENE
bNAIEMNTRIEEINT,

OAFRFER L, — W AECBEVHAL R L THEE
% EEN B RIIBEVEREEHFATAZENDE
AR L-9H TOEE AL,



ML18147 study design (phase lll)

Standard second-line CT A2

+ {oxaliplatin or irinotecan,-
BEV+ standard based)untl PD (/

first-line CT
(either oxaliplatin or Randomise 1:1 :
innotecan-based) BEV (2.5 mgikgiwk) +
~ e standard second-line CT
genea) , C_T swltc.h. {oxaliplatin or irinotecan-
Oxaliplatin — Irinotecan based) until PD
Irinotecan — Oxaliplatin

Primary endpoint Overall survival (0S) from randomisation

Secondary endpoints Progression-free survival (PFS)
included Best overall response rate
Safety
Stratificationfactors - First-line CT (oxaliplatin-based, irinotecan-based)
- First-line PFS (€9 months, >9 months)
+ Timefrom last BEV dose (<42 days, >42 days)
- ECOGPS at baseline (0/1, 2)

Study conductedin 220 centres in Europe and Saudi Arabia

EFHRIPRIE(ERFMIEE)

OS: ITT population

— CT (n=410)

1.0 -
— BEV +CT (n=409)

0.8
Unstratified? HR: 0.81 (95% CI: 0.69-0.94)

p=0.0062 (log-rank test)

Stratified® HR: 0.83 (95% CI: 0.71-0.97)
0.4 - p=0.0211 (log-rank test)

0.6 -

0OS estimate

0.2

L)

18
No. at risk Time (months)

BEVAFAI11L20 A (L RARMBTISh AL
’ﬁ,'deE"éTLT._O

V\=HE Udys, S92 Udys), CL U PELIUHaInE Sialis ol basciie (U, = 1]




RIREAF R (BIREFHEIER)
PFS: ITT population

— CT (n=410)
— BEV + CT (n=409)

Unstratified? HR: 0.68 (95% CI: 0.59-0.78)
p<0.0001 (log-rank test)

Stratified® HR: 0.67 (95% CI: 0.58-0.78)
p<0.0001 (log-rank test)

PFS estimate

24

No at risk Time (months)

) 119

BEvfﬁﬁﬁ—'Cs 7HhA. ﬂ:—?—ré,iiiiﬁi'cm:
A1NRE AEGERERLI

Best overall response: Measurable disease
population
CT BEV +CT

Outcome (n=406) (n=404)
Responders?, n (%) 16(3.9) 22(5.4)

p-value (unstratified)

p-value (stratified)
Complete response, n (%) 2(<1) 1(<1)
Partial response,n (%) 14 (3) 21(5)
Stable disease,n (%) 204 (50) 253(63)

Disease control rate, n (%) 220 (54) 275(68)
p-valuet <0.0001

PD, n (%) 142 (35) 87 (22)
BINEIEBEVH RS 4% L EAB T3 o%EFEELL
R B3R (XBEVHE A BE68% L 2B A B T54%E
BEVHFRB CARICE M o1,




Second-line chemotherapy during study:
Randomised patients

BEV +CT
Second-line CT regimen, % (n=407)

Irinotecan-based CT 42
FOLFIRI 16
LV5FU2 + CPT11 (Douillard regimen') 7
Capecitabine / irinotecan 12
Other regimens 7

Oxaliplatin-based CT 58
FOLFOX4 /| mFOLFOX4 19
FOLFOX6 16
FUFOX 6
Capecitabine / oxaliplatin 14

Other regimens 4

1. Douillard et al. Lancet 2000;355:1041-7

Adverse events of special interest to BEV:
Safety population

cT BEV+CT
(n=409) _ (n=401)

Patients, % All grades Grade 3-5 All grades Grade 3-5

AEs of special interestto BEV 21 6 41 12
Hypertension [4 1 12 2
Proteinuria 1 - 5 <1
Bleeding/haemormhage 9 <1 26 2
Abscesses andfistulae - 1 <1
Gl perforation <1 3 2
Congestive heartfailure <1 <1 -
VTE 3 6 5
ATE 1 <1 <1 <1

Wound-healing
complications

RPLS & = - =

<1 <1 1 <1

ATE: arterial thromboembolic events; Gl: gastrointestinal; RPLS: reverse posterior leukoencephalopathy
syndrome; VTE: venous thromboembolic events




Conclusions

OARRERL. —ICAEDBEVH AL CIE 1=
YRR sE R I 3 ABEVIR 5 DA At ZRim I Et L=
MO TOEEALHERRER,

OBEVD IR 5L (L EEDL DAL [F—REGBBEMND
DI RF—/\—)

[ UIFRASBE KBTI 0D Z k(& 1T B £ 7 HAR (0S) &
BISELFHM (PFOZAEICERESE -,

OBEVD#EffE A X — R AE CBEVHt LR EE L FEITLT - |

EFICHEITE5 IR EDFHLLEERA T3> D—D2 &1 =,

HBERIZEWTBEVD 1 XA 5EHKL T

2HGRETHERAWVAILIZRERELLY,

S TR R R
EFEIT

XRBROYITTIL—TRBIFT

1)0S (ETFEARS) DR {EAS,

(1)K rasBHHE R TBBP 15458, {LEREEME 11158
(2)KrasZERITBBP 10448, {bFEEEME 1008

2)PFS (EIFEAFHAM]) O REA.

(DKrasHHRTBBP 6408, {bPEEZHEME 45h8
(2)KrasZEEETBBP 5508, {bP@EisEes 4108

KrasDEFHER  ERBZHH T AN XITREF S T
EHEHHE, BEELFHABMIERLS,

KrasBFHER X, FEABN(FEFTIERF) 2 ?
KrasH R L, ROEERICEEICREGFRIEZALIVTLV =,

F140 HAEHEB[EFRES2012LY




EGFR (Epidermal Growth Factor Receptor : J:EZEJZE.? 4K )
D=

EGF, TGF‘a'pha‘ et — @

MEGFRin{&®D
TYFFEITH
EGFRICES U
185ES> D FIVD

AKT |

mTOR @

Gene tra
Cell cycle

o
o«
o

» v

{ARLIETE 7R E— R0
& E A 2.

EGFR&EKRAS

« KRAS(ZHERZREAmE
Ligand =
rorp, ece_ @ N “‘z el [CEEENZES T
o I I Panitumumab GTPHEESERTHD
'l“l“l\l“ll““lI\ll\l'lllll\'i“““]n'l“\]““““‘lll ) E (‘3 F RD\—B M A P K S/
b aRbbboaaebhboaah s ML 0 == L{EECD E “r'_‘-T‘ &
Eiant:l;tlc i 5057! Ras 78: 5
o Wl o . KRASOIEEFLZR
gefiti.ni.b / ' (L__. cJ: D :J%HH%“:‘VO j_) I/
erlotinib -7AKT Mwuz 7‘3\':}%4‘52“: é‘ﬂ%o
PTEN##TOR GSK-3 T" MAPK o« KEIBEEDA0%I(CE
3 Eb\mb\&)bnéo
;zlgzcslseion cyclinDLE ™V proliferation



CRYSTAL=ER (—Ria#) &EKRAS &

EGFR-
expressing
ETERXBE

YIELAE
KRAS 48! tumors KRAS Z#A tumors
1.0, 1.0+
0.84 32% risk reduction 0.6,
for progression '
0.6 4 0.64
» o 9.9m | Hr=0.68 ® HR=1.07
& g4 pila ‘_I_Ln & 4.
021 _ Cet+ FOLFIRI 029 __ Cet+ FOLFIRI
— FOLFIRI — FOLFIRI
o Ll L L] L] L] Ll L] L] 1 n L] Ll L] L Ll L] Ll L] 1
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18
2-year OS rate Time (months)

OSPFSELARICHE  51% vs 44%

Eric Van Cutsem; N Eng J Med 2009; 360:1408-17

OPUS:AER (—iRia#) &KRAS

EGFR-expressing
ETERXBGE R
HEnaRE
N=233
OStELI-NHEELL

KRAS F&£8 tumors KRAS ZE# tumors
1.04 o h | 1.0+ 'I|_ %;ﬂ]g:%ﬁ\
- 43% risk reduction T MAOTEL!
for progression
HR=0.57 | HR=1.83
o %61 7.7m » 08
L L
B 0.4. 7.2m g4l
I p=0.016
0.24 — Cet + FOLFOX 0.2 — Cet + FOLFOX
— FOLFOX - FOLFOX :
0 L L Ll L] L] L] L] L] 1 u Ll L] L] L] Ll L] L] L] L
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18
Time (months) Time (months)

Bokemeyer C; J Clin Oncol 2009; 663-671



NCIC CTG CO.175E&&EKRAS

3rd |ine

EGFR-expressing

ETEREXBLA R

Aia® (5FU. CPT-11.
L-OHP) [CFailure

&

XRBETE S TREERMBS T TR

KRAS B4R tumors

KRAS ZE&! tumors

HR=0.55 (95%CI,0.41-0.74) HR=0.98 (95%CI1,0.70-1.37)
o Gk Log rank P-value:<0.0001 _ 08 Log rank P-value:0.89
g - g 7
E 06 £ 06
o o
T 044 T 0.4
(7] a
> >
O 0.2 o == Cetuximab o 0.24 = Cetuximab
- BSC = BSC
0 1 ) ) ) ) ) 1 | 1 D ) 1 1 I 1 I 1 ) 1
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18

Time from Randomisation (Months) Time from Randomisation (Months)

KarapetisCS; N Eng J Med 2008; 359:1757-65

Irinotecan + Cmab after Irinotecan failure
Irinotecani&iitd THCmablZIrinotecanZ A S hHhEHEEH

S ————————————————

e 100
R LY X | —
TSR } PFSEERIZHE
| T
28 s0- |
2 E‘ i Cetuximab plus irinotecan
e& 1 Cetuximab ——
S L+
[=]
0 1 I ¥ T I
0 . 4 6 B 10
Time to Progression (months)

Arm PFS (months) _; ___ 'RR
Cmab+lrinotecan 41 22.9%
Cmab 1.5 10.8%

P<0.001 P=0.007

BONDZRER : srecrriniims
4 TlrinotecaniE I D BEH R

Cunningham, D. N Engl J Med. 2004; 351(4): 337-45.



ERBITUX® (cetuximab)
Indications and Usage : Colorectal Cancer (1.2) 07/2009

200978+ EFDAC L350 xEET

* Retrospective subset analyses of metastatic or

Proportion Event Free (%)

advanced colorectal cancer trials have not shown a
treatment benefit for Erbitux in patients whose
tumors had KRAS mutations in codon 12 or 13.
RAS T RS DBSIRSRERODIBNIARMT (CH ULV T, KRASEILEF
codon12,13MZEAEH)LErbituxdDFhBRH RS NIH O I,
Use of Erbitux is not recommended for the
treatment of colorectal cancer with these
mutations.

CDRDINEBILFEEZE I DIABEEE (C(FZErbituxdfE (3
WTEAR,

Pmab VS. BSC(37-line)

10

PFS by KRAS status

KRAS Mutant KRAS Wild

' Panit+BSC 12.3w
Panit+BSC 7.4w
BSC alone 7.3w HR=0.99 BSC alone  7.3w HR=0.45

04 100 4
L Tsementgroup Events N %  Madian byeeks) Traatment gro Evamts N % Median lwesksl
) \ —Fanit+BSC B B4 %0 74 0] 5\, e T i m 123
| BSC alons 85 0o 86 3 B5C wlone e 19 %8 13
& 1 HR = 0.6 = W HR = 0.45
| (95% CF 07310 1.38) &= {95% Ct 0.34 1o 0581
70 o 704
\ Fd Stratified log-rank F < 0001

B0 | L g d
p
®

50 > 50

J - - HEHY

0 ﬁ]%fd.L, 5 a0 -

30 5 P<.0001
a 30

204 & 204

10 B e 104

0 2 4 6 B 1012141618 20 22 24 26 28 30 32 34 36 36 40 42 44 45 48 50 62 D 2 4 6 B 01214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 4B 48 50 52

Time (weeks) Time (weeks)

Amado, R.G.et al.J Clin Oncol. 2008;26: 1626-




Cetuximab (Cmab) =7 —E 2y X

Panitumumab (Pmab) =RIT4EvYHI X

« LWFhHIEGFRILIK G
— Cmab: FAZHAR AKRIZTI VAR ED)

— Pmab: ErRUATH Yinfusion reaction(#iE i)
[T DAY, REEHFELY,

- Hix-H=
— Cmab: 15E1[8]
—Pmab:2:B1[BITXkLY,

-infusion reactuin
Cetuximab: £ GradeT12-19% . G3LL E3%
Panitumumab : £GradeT3%. G3Ll E0.4—1%

HEGFRIADEI1EF
SERRED. TH.IESR
KT 1~ LINSE
FhIZhhESE

(day7~) J;TDJ VG
¥ FILAT®
U>770>%VG EIRAE®
EYEZEPC 100mg 2X
1488 200mg  2X e R
Cetu 3EBERS - -

BB ESEATEES ! !




EGFR¥{AEKRASE & & &P

« KRAS(ZCetuximab & PanitumumabiEEshE
FHIRFTH D,

« KRASZEERDFEE (CX U TCetuximabdr DL )
(FPanitumumabZzik59 3 &%, EBAEDE
ERZFRESHEBEIT TR, FREEL TS
oJgefE6H D,

« Cetuximab<&Panitumumabzis5 9 3 0]REE
DHDEEICIE. BUNESEICKRASIEEZH
IRDENGD D,

ooy KESARHA RSA>
T | EEERXREICNT 3Pk

<—IRiaE> <ZIRamE> <= Ka>

®] FOLFOXOrXELOX  RBRETIC
+ BV * EGFRYUAKRERDIES

<KRASEFAR! >

@] FOLFIRItBV *

<KRASEFEL >

¥ CPT-11+Cet or
—9 Cet or Pan EEE

©), FOLFOXZCet or Pan

O] FOLFIRI+Cet or Pan

® 5-FU+LVtBV * or
UFT+LV T
*bevacizumab®DiSSH IR ENBH, IHEARTTEES BT LI=8SIZ IZZ DR D TIZRA L
FA—IREEICH L Chevacizumabi® S L TUVRWMES. BLU—EEOEN
B U TOBHCPT-111°L-OHPD B DIz b (T8 5 HE P I UIsiESE,. /EET
bevacizumabDiESH#E=NS,




NCCH [ivavii jCoIorectaI Cancer, Unresectable

1st 2nd 3r_|d @ )
SOX+BV KRAS wild type
| FOLFOX+BV |St0|J&Go| <LVSFU2+BY | ] e l

:=:> [ FOLFIRI+BV | [Cet | [Pani |
[cape+BV |  [FoLFIRI [ IRIS |

| cPT-11+Cet J

| FOLFIRI +BV |
| FoLFox +BV || xELOX+BV |
[ sLvsFu2+Bv || sLVSFU2 |
PSHR. MR R —XABNEPDHDKRAS wild type
[stveruz+av | | cPT-114Cet |
| sLV5FU2 | Cape |l SFULV(RPMI) |
[ FoLFIRI+Cet |

\390)#3‘ﬁﬁ/uﬁll (5-FU, CPT-11, L-OHP) Z{H\§] 5 &
S FEBPRIEN20DBZFEBZ 5,

UIBR T REREDNADIEEREDEAKEZ

X2 : StagelV, B F15

BHHY: (BEERIZ) iEdn ., EIRER |
-CREZH/AHZEIIRETHY . ERARMIZPDE TAEMSE
-SHICISCTHRAERD1RZARILETEHEHY,

ORR PFS
1st line 40-60% 10-12 m
2M |ine 10-30% 3-6 m
3 line 10-30% 3-4 m

BSC

iR £ 1SR RERFE N H>TH,
ARUIBREI D (Y BREATODAER

LR REZERITSE BEERE/NILTEVTHLD
FiT oD,
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“Resectable” Liver Mets “Non-Resectable” Liver Mets

—EEEEE « FEGRBtIR —REEERE : (EFERNE
" 300G 0603 (Conversion surgery)
@ﬂ'ﬂﬁu’f tﬁif{??g,%%w% OCELIM study

—EORTC Intergroup trial 40983

O IEIE A=20=0 iR T 4 W) 153

CELIM study~rPhasell

HIEHEFBE X UIBRETAE (/2> T BB CEIBR %
FFezisSEL - = =
FEATEY [CEIBRAAE
PS0-1. Age 18+ FOLFPX 8 17 3 ;7
+Cetuximab | a i
- s BE 23
7
|7 )
FOLFIRI 3% ﬁ
+Cetuximab 5 o
Selection design: .
BLTBLNEDEELY ~ U AT 2NEN

TSATIU—TITORMRA b EPES
TCHOAU—TORRA S ©EFR. EEELAFHR. =R

Folprecht et al.; Lancet Oncol.2009; Nov



CELIM Study: E3ES

FOLFOX6 + FOLFIRI + All
cetuximab cetuximab patients
n=53 n=53 n=106
CR/PR 68% 57% 62%
95% CI i 52-72%
g %yj] E (j: I_.I % 299%, _|
PD 4% 13% 8% |
KRAS KRAS
wild-type Mutant
n=67 n=28
CR/PR 70% 43% 60% 69%
95% CI KRASEFIERIMNFEIZHLY 49-85%

Responses confirmed by 2" CT scan according to RECIST or by resection

CELIM: Resectability
~720ONBES(SHHE)IC J:Zuﬂﬁ*lb'ﬁ

jafEal

| ||||'"||'||III mlﬂmulww p ||||||“|]|l| “WM

mul 1T
B non-resectable l

chemo preferred | _
m resectable
» exploration

e = T v =
32% 60%
s =Rl C K DUIREIRERENBRICIEZ D




Phase lll CORRECT trial of regorafenib in
metastatic colorectal cancer (mCRC)

. Eric Van Cutsem, MD, PhD
h_, University Hospitals Gasthuisberg/Leuven,
£ Leuven, Belgium

On behalf of:
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Daniel J. Sargent Frank Cihon, Andrea Wagner, Dirk Laurent Axel Grotney

Metastatic CRC: a major problem

* Globally, 1.2 million new CRC cases and over 600,000 deaths each year!-?
» =~ 50% of patients develop metastases?+

» Current standard medical treatmentsinclude 34
— Chemotherapy (fluoropyrimidines, oxaliplatin, irinotecan)
—Monoclonal antibodies (bevacizumab, cetuximab or panitumumab)

» No standard salvage therapy available, although many patients retain good
performance status34

» High unmet clinical need for treatment options for mMCRC

PR ?ﬁ?&l:iﬁﬁbti’%é‘@%ﬁu\.‘If:?‘,\;’ilzl: 2

1. GLOBOCAN. Cancerfact sheels. colorectal cancer. 2008,
2. American Cancer Society. Cancer Facts and l'— gures 2012.
3. NCCN Guidelines. Colon cancer w2 2012

4 Van Cutsem E ef g/, ESMO Guidelines 2010




8] Regorafenib (BAY 73-4506), an oral multikinase
inhibitor targeting multiple tumor pathways?-3

Regorafenib I1Csp
mean * SD nmolll (n)

Biochemical
activity
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CORRECT: Patients with metastatic colorectal
cancer treated with regorafenib or placebo
after failure of standard therapy

Regorafenib + BSC
(n=505)
160 mg orally once daily
3 weeks on, 1 week off

mCRC after standard
therapy (patients
screened, n=1052;

randomized, n=760)

Z0 — PN - S00Z>P 3

Placebo + BSC
(n=255)

veeks on, 1 week off

3v

Treatment continuation
until progression,
severe toxicity or

patient refusal

Evaluationwith CT scan ofabdomen and chest every 8weeks

« Multicenter, randomized, double-blind, placebo-controlled, phase il
— Stratification: prior anti-VEGF therapy, time from diagnosis of metastatic disease,
geographical region
e Globaltrial: 16 countries, 114 centers
» Recruitment: May 2010 to March 2011




Overall survival (primary endpoint)

Primary endpoint met prespecified stopping criteria at interim analysis
(1-sided p<0.0092739 at approximately 74% of events required for final analysis)

Regorafenib, N=505 Placebo, N=255
Median 6.4 months 5.0 months
95% CI 5.9-7.3 4.4-5.8

Hazard ratio (95% Cl): 0.77 (0.64-0.94)
1-sided p-value: 0.0052

— Placebo
— Regorafenib 160 mg

Survival distribution function

200

Days from randomization

Progression-free survival (secondary endpoint)

Regorafenib significantlyimproves PFS compared to placebo

Regorafenib, N=505 Placebo, N=255

Median 1.9 months 1.7 months
95% ClI 1.9-2.1 1.7-1.7

Hazard ratio (95% Cl): 0.49 (0.42—-0.58)
1-sided p-value: <0.000001

-— Placebo
— Regorafenib 160 mg

Survival distribution function

150 200

Days from randomization




Overall response and disease control rates
(secondary endpoints)

Regorafenib significantly improves DCR compared to placebo

Regorafenib Placebo

0
Best response, % N=505

Complete response 0
PR 1.0
SD 42.8

Progressive disease 49.5

DCR* 41.0

*DCR = PR + SD (26 weeks after randomization); p<0.000001

Drug-related treatment-emergent adverse
events occurring in 210% of patients

Regorafenib Placebo

N=500 N=253
Adverse event, % oo TEATEI
All Grade Grade Grade All Grade Grade Grade

grades 3 4 LS grades 3 4 g
Hand-foot skin reaction 46.6 16.6 7.5 0.4 0
Fatigue 47 4 9.2 0.4 28.1 4.7
Hypertension 27.8 7.2 0 59 0.8
Diarrhea 33.8 7.0 0.2 8.3 0.8
Rash / desquamation 26.0 58 0 4.0
Anorexia 30.4 3D 15.4
Mucaositis, oral 27.2 3.0 3.6
Thrombocytopenia 12.6 26 2.0
Fever 10.4 0.8 2.8
Nausea 14 4 0.4 1.1
Bleeding 11.4 0.4 2.8
Voice changes 294 0.2 5.9
Weight loss 13.8 0 0 2.4

o
o
B

O 0O 0O 0O 0 oo oo

(=]
O
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* Grade 5 drug-related AEs: 1.0% in regorafenib arm vs 0% in placebo arm
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