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TREE-2 | MFOLFOX6 + Bevacizumab (n=72) 9.9
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Bevacizumab Beyond Progression

Bevacizumab
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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 lil intergroup study — TML (ML18147)

ASCO 2012

D Amold!. T Andre2. J Bennouna’.J Sastre'. P Osterlund®.R Greil"
E Van Cutsem’.R von Moos®.| Reyes-Rivera®. B Bendahmane'. S Kubicka'

on behalf of the AlO. GERCOR. FFCD. UNICAMCER GL. TTD, BGDO. GEMCAD and AGMT groups

"Hamburg, Germany; Paris, France; *Nantes, France; *Madrid, Spain
“Helsinki, Finland; "Salzbury, Austria; ‘Leuven, Belgitum; 'Chur, Switzerland
"South San Francisco, USA; "Basel, Switzerland; ""Reutlingen, Germany
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ML18147 studde5|gn (phase m) '

& BEV + standard )
first-lineCT : :
(either oxaliplatin or Randomise 1:1 ' |
irinotecan-based) | ' BEV (2.5 malkgiwki +( §
(n=820)- j : oy s’wit_ch: : standatd second-line Clk

LA : i (axaliplatin ar irinotecan-—
Oxaliplatin — irinotecan based)until PD

Irinotecan -— Oxaliplatin

5%

Primary endpoint ~ Overall survival (OS) from randomisation

Secondaryendpoints Progression-free survival (PFS)
lncluded -« Bestoverallresponse rate '
: Safety | _ :
Stratificationfactors - First-lineCT (oxaliplatm -based, mnotecan-based)
' + First-line PFS (9 months, >3 months)
+ Timefrom|ast BEV dose (s42 days. >42 days)
ECOG PSat baseline(0/1,2)

‘Studyconducted in 220 centres in Europe and Saudi Arabia
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Colorectal Cancer, Unresectable

CPT-11+Cet

FOLFIRI+Cet

—ERYIEIPDMIDKRAS wild type

2nd 3nd

KRAS wild type

SOX+BV
CPT-11+Cet
FOLFOX +BV |Stop&Go| sLV5FU2+BV CPT-11
FOLFOX ——>| sLV5FU2 FOLFIRI + BV Cet Pani
XELOX + BV Cape + BV FOLFIRI | IRIS
FOLFIRI + BV FOLEOX
FOLFIRI FOLFOX+BV || XELOX +BV
sLV5FU2+BV || sLV5FU2
PSAR. HEEREARR

sLV5FU2+BV
sLV5FU2 || cape | 5FU/LV(RPMI)
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RUleY  Randomized phase lll study of
irinotecan (IRI) versus weekly paclitaxel (WPTX)

. foradvanced gastric cancer (AGC) refractoryto

~_ combination chemotherapy (CT) of
fluoropynmldme plus platinum (FP)

WJOG4007 trlal
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Study Scheme

AGC refractory to prior FP conflrmed by lmagmg-y = ]

Age 20-75,PS0-2,No hlslnry of IRI or Taxane
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RANDOMIZATION
5ok ~ Stratified by
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weeklyPaclitaxel | @ | IRl
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Endpoints and Statistical Considerations

_ Primary endpoint: Overall survival (OS)
- Secondaryendpoints: Response Rate (RR)
el | Progression Free Survival (PFS)
Toxicity i
Proporhon ofthlrd-llneCT o

. Statistical Consideration
Assumed median OS:
-~ wPTX 5months:reference |
-- IRl 7.5months: mvesﬂgahonal (Supenonty) |
. 2-sided alpha 5% and power80% | i =
No planned interim analysns |
220 pts were required.
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 Received3lineCT 97 (90%) 80 (72%) 0001
DTS2 &1 (75%) 5 (5%)
CERSETFINSIN 8 (7%) 67 (60%)

Others 8 (7% 8 (7%
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2009 XP+Herceptin 13.8H\F
2008 Docetaxel+CDDP+TS-1 18.5/\ B

1993 BSC il st 3.0

2583 FF T r.
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2009 TS-1 1.4
2008 SP _ 12.3
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Marked Activity of Crizotinib in Patients with
Advanced, ALK-positive NSCLC (N=82)

B Progressive disease
I Stable disease
B Confirmedpartialresponse

M Confirmed complete response
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Lung Cancer Mutation Consortium

Incidence of Single Driver Mutatlons

EGER Kras. %rf*ﬁ"‘f
@ALK, HERZ’&E_: NO MUTATION

L "3_7“ "FJ - DETECTED |

MR

MET AMP _—~

HERZ//

PIK3CA_~~ A //
D -
DOUBLE

wunnTs 3% Mutation found in 54% (280/516) of
tumors completely tested (Cl 50-59%)




FrH—ryb 2012.9.27

\ &)
FAADEIFRR

BT R ETRKEE
HIEZRAE

,.! &_
==




_BFIEEHOMTECOmB(1958~20067F)

Bt £t
200 AD0F (428 500 AD10FEE (dE0

1004 e 100-

i I T
1960 1970 1930 1990 2000 2005 =% 1960 1970 1980 1290 2000 2005 %=

Ao TR B B R e AR PODTINR A P RE S 2007

FEE R

e e e e L




FrREDFRISEET $200ETFG)
—BDFELEDE LN

I Il i v

— D=

I |! Il IV- A/IB

- A 7

Al

FreeE B
(&)

C :.




| IR D R

ZiETRKERTARLEZFAA
(20004 ~20104F)

T D ik
$52%




CEBEFADBELLRNA O

A
i1
i
Al
A
)
A
9 >
F1*
iR
Fo* /MR 15~187

18ALLE

70% ' % F %

SR
X FRELOBEEIZESSE

B AR (4E) » HAFRES RIEF £ 0AMT 1K2006 %K%




JEBIECHEMNIBEZ TS ;
JEBIECHIFT1#E ZE ) 58 2 il R
i R

AlH f;’g’ﬁﬂﬂ

1.5%

PBC

1.9%

EAEICEITHIEBECHEEDEEFE20115LY




AERY9sL RO ADRIEEF RS

B IEHIRE £EEE
uuiém, éﬂ%ﬁ 1Ff%ﬁi
TNF-EPPAR l - l

HEV i I e 5B

S B 1 B R M

——— BEAFLR LD

~ NASH




| = R
BENSTERT %% . 6rACLOBERRE

CENSME 2% 5 6~124HZ EDAFP IPIVKA-Il | AFP-L35}E 0 I 5
JEDAIL AR 2
amEERE:
BRI 2 ), 3~4rACLDBERBRE
CRIFFEZ 3~44 B ZEDOAFP | PIVKA-II/ AFP-L34} B 0 I 5

3~125AZEDOCTIMRIHEE (T 3V)

YAV EF

S, MR, BRI D&, BMI, AST, ALT, /M
SEE, HBV-DNAR (BEE MR 4 2 5)

fEEEF HCC risk
R iR 2{&
#3 2 -7

= of




EETERE

.

v RESGLSA BETREOSIMRE

(5

[ eE
vV BERBEFRCISEENDENDS

V BEERGEBRECEALFEEDEETEBELN

vV fiZOERICEREIND

®




fE

147 ek

Bl T

76i%

EREEREE

Bl CHEMHXTERDPOEMRI)—2T

BEIa—SOL

139 mm

SRICTIEREZF &S it #E




dynamic CT ‘ @)

A FE
vV BEORHIENY TEL HEZIICLRANSILNTES
v MDCTOFIHT, IemA T OFMEELEEIC
ZWAEEICEo TS

il e

v ?&lﬁfﬁ&bé
E‘ﬁ'10)7b)b¥—fﬁ—ﬁd)ﬁf“'6i§:é

RS TRELLTEERESAGL |

FEECETRCOMERR
i —h— - FBELTED

> dynamic CT# |




B0 Ag I T{E BN

A3y ICcTEHiE




MRI

R RAEEH Gd-EOB-DTPAASE IS
KRERALIIMEEZ TN

A A%
V' IREHEIC N TSR R ©E 5

2 A A SO ERS IR S AR S h 3
dynamic CT&YGS UL E2HHE. RHEBREZE T D

fis] 2B 5
V' BBICERHNHNS

| RYY—SVURELLTRERSAEL




il fasE D EOB-MRIE/{& i 5

=5 =EE

Hiot
1]l

EES P

i {2

EOB & HiH iR 48 EOB - #l e 1& &2 48




FHlhEOES<—H— @

AEP REIESL, FRIEISHTDS
HROEHEBEBICHFVDVLEFTILELHD

AFPOREMR LZBMNELT.,
AFP-L3ZE  mapmit#ibn1 %260

REEFSLELA, BERRLEL

PIVKA-II BEFEMOLGVWEEMIVEY
FEETENSH, BRI Dstage TIXEMEEHEL

EASUKRZ., 7—7)VAR. L7z L REERES .,
FILA—IERTCLATDHEHY




S DETELEH

% (FFER R~ =aTIL&Y)

90

!
80 -
70

'
60
50
40
30 -

20§ |

10 |

stage | stage Il stage IIl

vV B COEBET—H—OBEEICIEIBENAHD
vV B20T—H—OWHEBIEHEL
v HASHhETRHWAIEABHLND

stage IV

—ﬁ—l%‘li@

@ AFP
“ PIVKA-II
-~ AFP-L3

AFP+PIVKA-I
AFP-L3+PIVKA-II




HEY—RAS5R-ZHT7ILIT)X L

BERTHEZRT ,

dynamic CT/MRI |<
!

YA ZXTvT/
EET—Hh—DLER

HEMBRICE I ES R A F54220094E K




=1
=

A-F

iERERE
A-F

HBEDFHHCCEH

(20124 A H 58 H)
26D characteristics
A (B /=) 1541 1 1145
TR (i) 718 (54 - 87)
75l LD EEEEnE 1MH (42%)
Child-Pugh (A/BIC) A 1851/B 741/C 141

24ILAR
HBV / HCV / NBNC (7 JLa—JLI DM) 4451 / 18431/ (251/245)

FEERE

30mmELT/ 30mmiE / diffuse 15451 / 1045 / 145
JIEE 9 2%

Bigt | 2{8 / multiple 1741 1 141 1 845
k=R (HYIGEL) af5lI224

Frot st (HYIEL) 24511245




Stagefl DB EHE LUV ABERERRDEIE

A RER

1.5%

EHIRT n=1
3.8%







