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* TT: Target Therapy CT: Chemotherapy; MDT: Multidisciplinary Therapy \ l‘
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Author Treatment N ORR, % | | PFS or TTP, Mos OS, Mos

First line

Lordick (AlO)M FUFOX/cetuximab 52 65.0 7.6 9.5

Moehler!] IF/cetuximab 49 46.0 9.0 16.5

Pinto (DOCETUX)E!  DC/cetuximab 72 41.2 5.0 9.0

Pinto (FOLCETUX)l  FOLFIRI/cetuximab 38 44.1 8.0 16/0 (expected)

Kim®] XELOX/cetuximab 44 52.3 6.5 11.8

Hanl! MFOLFOX6/cetuximab 38 50.0 55 9.9

Richardsl”] DOCOX =+ cetuximab 150 29.0 51 8.5

Woellel OXALI/IRI/cetuximab 51 63.0 5.7 8.8

Second line

Chan® Cetuximab 35 | 30 1.6 3.1 &

Lt FOLFIRI/cetuximab 61 | 51.0 4.9 8.1 ‘}
L R T

Lordick F, et al. Br J Cancer. 2010;102:500-505. 2. Moehler M, et al. Ann Oncol. 2011;22: 1358 1356-’ m?’}et&.\@r J
Cancer. 2009;101:1261-1268. 4. Pinto C, et al. Ann Oncol. 2007;18:510-517. 5. Kim C, et al. Invest New Drugs‘ 011129366
373. 6. Han SW, et al. Br J Cancer. 2009;100:: 298 304. 7. Richards DA, et al. ASCO 2011. Abstraﬁtf40 5. 8. WoeIIE et _gj
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A randomized multicenter trial of epirubicin,
oxaliplatin, and capecitabine (EOC) plus

panitumumab in advanced esophagogastric
cancer (REAL3)

KRR, WIPH . REHlE (EOC) K A5 1H 22 2K
FPUIRST BRI &5 e U BE AL 2 A0 e (REALS)

Tom Samuel Waddell o




REAL3 1% 1711

a ) [ A%4l: EOC ]
KRG HOWE) o=
BE. HEEH.
B I
\ R A f“) N [ BZ1: mEOC-P ]
EOC(A%H) mEOC-P(B4H)!
- RELLE 50mg/m2 IV D1 - RZEIELE 50mg/m2 IV D1
- Bib %A 130mg/m2 IV D1 - BB F|$A 100mg/m?2 IV D1 .
- FiE{thiE 1250mg/m2/d PO 2:%/H - ISR 1OOOmg/m2/d PO 2)%/H 4"-/3

D1-21 D1-21 g /_Q
- IHEIR B 9mg/kg)V$ /, ° -~—*_*
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- RS EE: 0. 749
- 509 A, 90%IEHRSE, XU a =0. 05
- TR n=730
o REZ . RR, PFS, AKX, QoL, KRASH
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o W E NARE: 2008456 H
+ 2008-2009: THALIGHH €& (2901 FE)!
+ 2009-2010: IIHaCE: (20099 ) 2
— mEOC-PZL[FJRR A52% (49%PR + 3%CR)
o 2010LL)5: HHA 5
o 20114F 10H : IDMCHEAT T 2 s e a5 5 [n]
o mEOC-PALENAS T S5 24 0S4

HR 1.53, p=0.006, FF169154¢ (EOC: 68, mEOC-P: 101)
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英国63个中心参加




BENAOZIE

EOC: 275 mEOC-P: 278 Total: 553
n (%) n (%) n (%)
Median Age (range) 62 (26-83) 63 (26-83) 62 (26-83)
Gender Male 226 (82.2) 232 (83.5) 458 (82.8)
Female 49 (17.8) 46 (16.5) 95 (17.2)
=3 0 117 (42.5) 118 (42.4) 235 (42.5)
1 143 (52.0) 144 (51.8) 287 (51.9)
2 15 (5.5) 16 (5.8) 31(5.6)
Site Oesophagus 111 (40.4) 106 (38.1) 217 (39.2)
0-G Junction 75 (27.3) 94 (33.8) 169 (30.6)
Stomach 89 (32.4) 78 (28.1) 167 (30.2)
Extent Locally advanced 25(9.1) 35 (12.6) 60 (10.8)
Metastatic 250 (90.9) 243 (87.4) 493 (89.2)
Histology Adenocarcinoma 272 (98.9) 273 (98.2) 545 (98.6)
Undifferentiated 3(1.1) 5(1.8) 8(1.4)
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100
= Median OS % alive at 1 year
:‘: 80 - (95% CI) (95% Cl)
-1
= 11.3m (9.6 - 13.0) | 46% (38% - 54%)
n% 60 - 8.8m (7.7-9.8) 33% (26% - 41%)
- HR 1.37, p=0.013
=
= 40 -
o
E b
=] -—EOC . =
s 24 — EOC-P HR 1.37 (95% CI: 1.07 -1.76)
0 - + - - .
0 5 12 18 24 30
Months from Randomisation
Number at risk
EOC 275 49
EOC-P 278 38
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100
e Median PFS % alive and progression-
E*i o | (95% Cl) free at 1 year
— (95% Cl)
z 7.4m (6.3—8.5) | 21% (14% - 27%)
o =1 6.0m (5.5—6.5) | 20% (14% - 26%)
E r —
> HR 1.22, p=0.068
= 07
o s
ﬂ o
S
A
j B HR 1.22 (95% ClI: 0.98 - 1.52)
0 . . . . !
0 6 12 18 24 S0
) Months from Randomisation
Number at risk
EOC 275 25 2
EOC-P 278 24 0




5 1 B T S EOC (n=238)  mMEOC-P (n=254)

CR 5 (29%) 8 (3%)

PR 95 (40%) 108 (43%)

SD 51(21%) 46 (18%)

PD 19 (8%) 30 (12%)

AT IEM 68 (29%) 62 (24%)

ORR 42% 46%

ERRRILLIELL (95% Cl:ld.lgl — 1.57)

P{E 0.467 2
SORRAN, REBIH— KD B 1141 (n=61) S ’f.?j'l




| © el an
3/AEA RN (JEM&F)
EOC (n =269) mEOC-P (n =272) P{H
=463 3% 45 3% 45
11X 1H- 8.2% 0.0% 7.4% 0.0% -
K 28 0.0% 0.0% 5.1% 0.0% <0.001
iR 10.4% 0.7% 17.3% 0.0% 0.041
IR 11.2% 0.7% 16.9% 0.0% -
F A1 4.8% 0.0% 5.9% 0.0% -
HNFEIRIZIRAE 6.7% 0.0% 1.1% 0.0% 0.001
IR E K A 3.0% 0.0% 3.3% 1.1% - )
i A 3 0.0% 4.5% 0.0% 7.0% - g
K% 0.7%  0.0% 9.9% 0.4% <0.001 ¢

mEOC P%QHJJJ” TWJSX,Jgfﬁt%%
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EOC ( n = 269) mEOC-P ( n = 272)

=g 3 4 5 3 & 4 5 P{H

JEk gt 9. 7% 2. 2% 8. 8% 1. 1% -

R RN 8. 9% 3. 3% 5. 9% 1. 5% 0. 029
PR B PR 18, 2% 10. 8% 8. 1% 5. 9% <0. 001

gl 4. 8% 1. 5% 3. 3% 0. 4% -

I /MR Y 2> 2. 6% 1. 5% 1. 1% 0. 0% 0. 029
(SR 5. 2% 1. 9% 3. 3% 1. 1% -
fIRBEMLAE 0. 4% 0. 0% 4. 0% 0. 7% 0. 001 )

{1 3-5 B B 70.3% 75.0% 0.216 04
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EHFRICH: mEOC-PLARY R

Probability of Survival (%)

" oS 100 PFS
= — GO0 Rash (n=63) o — GO Rash (n=63)
—G1-3 Rash (n=209) E — G1-3 Rash (n=209)
2
60 log-rank p-value < 0.001 j‘, 60~ log-rank p-value < 0.001
©
s
40 = 40—
L3
w
°
20+ Median OS 10.2m E 29~
Median PFS 6.Bm
0 Median OS 4.3m o Median PFS 3.6m
0 1'u 1:1: a'u ;u 0 5 10
Months Months
« Similar correlation between rash and response rate (p<0.001)
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B A7) #2008 & (11 31k )

KRAS mut. 3/85 (3.5%) 7190 (7.8%) 101175 (5.7%)
Codon 12 2 B
Codon 13 1 2
Codon 61 0 0
BRAFmut. 0/82 (0%) 0/85 (0%) 01167 (0%)
PIK3CA mut. 0/79 (0%) 4/81 (4.9%) 41160 (2.5%)
Exon 20 0179 (0%) 0/81 (0%)
Exon 9 0179 (0%) 4/81 (4.9%)
PTEN null 9/80 (11.3%) 16/87 (18.4%) | 25/167 (15.0%)
HER-2 pos. 17/86 (19.8%) 11188 (12.5%) | 281174 (16.1%)
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ﬁ, —KRAS wt (n=165) —PIK3CA wt (n=156]
= —KRAS mt (n=10) Y —PIK3CA mt (n=4)
= ar >
= =
@ @

S o HR 2.1 (95%CI 1.10-4.05) S HR 3.2 (95%CI 1.01-10.40)
= p-value 0.025 = p-value 0.048
z z
= =1
- T w
8 8
=
—~ el Median OS 10.0m - Median OS
10.0m
- Median O3 6.0m Median OS 4.0m
8 0 » » o a'- = »
Months Months

PTEN/HER-2L i J&5 14
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Evaluation of MET pathway biomarkers in a phase Il
study of rilotumumab (R, AMG 102) or placebo (P) in
combination with epirubicin, cisplatin, and capecitabine
(ECX) In patients (pts) with locally advanced or
metastatic gastric (G) or esophagogastric junction
(EGJ) cancer

Hitrilotumumab (R, AMG 102) BRZz @5 (P) Bk&

2 LL B A+ R B2 A (BECX) J7 ZRI897 a3 e A g 4%

B/ B oG ST PRUMET 18 2% _E
R 2= R ie )

2012 ASCO Abstract 4005
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= vz b BIHGF /MET 18 &

& MET2 44 M FLRCAR 40 o A=K IR (HGF)  m] LIRS 2 Frdil i Bh fe,
RFER A | A el

& 7E B A A AR (EG) T, METATHGFAE]) B

- 26%274%FAEMET = RIE, MY #7772 T 2% 5] 23%!5

- METRIE 5 MR RINREE . B, 0 AITIUG 22 AH 23679

- METZRIE KR AEAEB0%E100% IEGR B, 558 2 i 1 s AH 510 11

1.Birchmeier C. etal. Nat Rev Mol Cell BIOL. 4.Drebber UTA. et al. Oncol Rep. 2008;19:1477-1483 £ Lot
2003:4:915-925 9. Wu C, et al. On.cle,SJ -8

, o e — 5.Amemlya H. et al. Oncol. 2002;63:286-296. 10.Graziano'F, et al_j Clin Oneol. 2 1 29 4#'8’9"""""“
Janjigian YY, et al. Cancer Epidemio 6. Kubicka S,et al. Dig Dis Sci.2002;47:114-121 4795, j

Biomarkers Prev. 2011;20:1021-1027 7. Naka]lma M, et al. Cancer. 1999;85:1894-1902. 11. Tuynaman-]B etal. Br] Cancer-z‘oos - G2
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Ri lotumumab: £ ANiEBIHic—met B 5g FEHLIR

= Rilotumumab (AMG 102
ME]:

P TR e

SN HIINIIELS ¢ R R AN Fiee

e ™

FE3 i
FI3

)»/ | A

Migration
Invasion

BlchmeiarCglal et Seuliol Cal Siol 20034015075

Birchmeier C, et al. Nat Rev Mol CellBiol. 2003;4:915-925.
Ma PC, et al. Cancer Metastasis Rev. 2003:22:309-325.
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rilotumumablx& ECXI577G/IEGJ
SERLUE N9

n =40
ARMA
Rilotumumab (15 mg/kg) + ECX Q3W

=42

ARMB
Rilotumumab (7.5 mg/hkg) + ECX Q3W

Placebo+ ECX Q3W

IIIIIIIIIIIIIIIIIIIIIIIIIIIII
n=239
ARMC
e

Etéﬂgfg;ﬂf:sﬂﬂﬂ?ﬁi E: Epirubicin: 50 mg/m? 1Y, day 1
g C: Cisplatine 60 mg/m? [, day 1
X: Capecitabine: 5625 mg/mZ BID oraly, days 1-21
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Progression-Free Survival

s Rilotumumab + ECX {n = 82)
— Placebo + ECX (n= 39)

H_\——‘—\_

Progression-Free Survival (%)

Owverall Survival (%)
|

Tim e (months)

Il 2 gl i e o8 ol gl
7 8 9 10 11 12 13 14 15 16

Overall Survival

s Rilotiimumab + ECX (n = 82)
— Placeho + ECX (n=39)

1T T T T T 1
2 3 4 5§ 6 T 8

Time {months)

| T
g9 10 11 12 13 14 15 16 17

Median Months

lﬁl}" lCII m

@0t Ch
3.6 {(4.9-6.9) 0.64 {0.48-0.85) 0.045
4.2 (3.74.6)

Madian Months
@0t Cly

11.1 9.5-12.1)
8.9 |5.7-10.6)

HRT
@0 Cly PValue
0.73 0.53-1.01) 0.215
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BFE, n (%)

B, n 118
MET % 44k,
A B REAS, 1 (%) 90 (76%)
MET high, n (%) 38 (42%)
MET v, nn (%) 52 (58%)
TNV AL PR I B
rilotumumab+ ECX 62 (78%)
7 + ECX 28 (74%)
MET FISH
TSR AT VRO I BB 75 (64%)
rilotumumab+ ECX 49 (61%)
ZRIF + ECX 26 (68%) £
TR AT AR
HA A PR ) R PEMET 80U HGF ) SR 109 (92%) ""':“)
rilotumumab+ ECX 76 (95%) Ny

ﬁﬁ” IJ + ECX 33 (87%)
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MET hish g 22 M rilotumumab ™ 5

Progression-Free Survival

100
3 80—
g Median Months HR
E;f' 60— {#0% CI) {95% CIj P Value
EE 40: === Rilotumumab + ECX {n = 27) 6.9 {5.1-7.5) 0.57 {0.24-1.10) 0.085
?;ﬂ 20_ — Placebo + ECX (n=11) 4.6 (3.7-5.2)
2 _
o _|
0—
T T T T T T T T T T T T T T ] T T
01 2 3 4 5 6 7T 8 910111213 14 15 16
Time (Months)

Overall Survival

100

— — Median Months HE*

£ 80— @0% CIj {@5% CIj P Value

§ 60 = Rilotumumab + ECX (n =27}  11.19.2-13.3)  0.29 {0.11-40.76) 0.012

i - - 45

"_?" 40 = Placeho + ECX (n=11) 5.7 4.5-10.4) o~

= N l[ ¥~

g 20 '.\i;.

° oo » MET-evaluable OSHR. 0.95 “
0123465678 9 10111213 14 15 16 17 o s zesly

+ ITTOSHR,0.73 [

Tim e {Months )




MET &k 15 7=y ] i 2 T AT 3 (A7

Treatment Interaction
Group HR (95% CI) P value P value
Rilotumumab + ECX 0.677 (0.350, 1.310) 0.247 —a—
0.007
Placebo + ECX 3.218 (1.076, 9.630) 0.037 —e—
mm
0.01 0.1 1.0 10.0 100.0
0S Favors MET"sh 0S Favors MET-**
100
a
- B0
£ 70
T 6o
3 50 Median Months Logrank
# i B0% CI) P value
T 90 —— Placebo + ECX {METL>¥, n = 17) NE {3.5-NE)
& o , 0.023
—— Placebo + ECX (METHigh, p= 11) 5.7 4.5-10.4)
10
fl
0 1 2 3 4 &5 6 7 & 9 1 11 22 13 14 15 16 W
Tirme {(Months)

L Y bl .
METRZEHE mH BREEBERARENTE, HAA G #{4 2, NprP22unst
rilotumumabigyT F IR FH % »ﬂ.;x‘.'i E‘H@

—




7EMET Hieni 2 /|
rilotumumabBYZ £ %A

MET High MET Low AL FEN

R (n=27) P(n=11) R (n=35) P (n=17) R (n=81) P (n=39)
fT{TAE, n (%) 27 (100) 11(100) 34(97) 17(100) 80(99) 39(100)
= S AE, n (%) 24 (89) 9(82) 31(89) 13(76) 70(86) 29 (74)

I FEAE, n (%) 16 (59) 7(64) 22(63) 6(35) 47(58) 19(49)

HHEMEAE, n (%) 0 (0) 2 (18) 8 (23) 2 (12) 9 (11) 6 (15) \__)




METE [E#2 N 3L 50S It

Biomarker Interaction
Subgroup HR {95%Cl) P value Pvalue
x FISH 0.6156{0069-5451) 0662 0.752 r — ‘
FISH- 0.895(0469-1.708) 0.736 ' R
FISH <0.001 {<0.001-NA 0999
B FISH 0.966 ; ! 0.5
966 (0511-1.824) 0914 ==l
; FISH' 0.830 (0.376-1.831) 0644 0.965 S -
FISH 0.947(0.341-2629) 0916 ' ——
Overall 0.924 (0.501-1.705) 0.801 —r—
| [ IIIIIII| | IIIIII1| [ I1IIIII| [ IIIII1I|
0.01 0.1 10 10.0 100.0
Favors Favors
Rilotumumab + ECX Placebo + ECX

A: Mean ratio METIcentromeric copy number> 2 (+) vs£2 ()

B:2 15 copies of MET in > 10% of the tumor cells (+) vs rest (=).

C:2 4 copies of MET in 40% of the tumor cells (+) vs rest (=)




4METR B I 50SHH %

F L FINMMHGF RO A i

Biomarker Interaction
Parameter Subgroup HR (95% CI) Pvalue Pvalue
L owy® 0,892 (0.448-1.778) 0.746 |-———
Soluble MET 0549
High™ 0.656 (0.275-1.564) 0.341 e
Lowt 0.548 (0.261-1.149) 0111 s
Total HGF 0.291
Hight 0.984 (0.428-2 265) 0.970 f—s—]
;Luw.izﬂ.ﬁdngme: high, > 271.54 ngimL. LA 121 B e w1 1) .
1: - H o -
Low, = 1059.47 pgimL; high, > 1059.47 pg/mL. 0.01 0.1 10 10.0 ‘2{.
Favors Favors

Rilotumumab+ ECX Placebo + ECX




o MIEMETH] 5 214 1] LT rilotumumab ik & ECX 7 4L

T7 1

NN 1.

o MEMET 5215 A fE2 T
Dl g rilotumumabi¥i ¥
o rilotumumab/EMET &3 1A i B 2 BoA ] B K) 22 4k
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EpL LR ERRE
2 H K T A2 AR

Her-2, EGFR, VEGF, IGF-1R, c-Met
20 B SRR OC 1) 29 0L A -

22 IR/ 32 R D B 5
R IAL A B 7

M EH LBALEE (HDAC) I
A T

HSP 90, Ubiquitin—proteasome, mTQB“/
Fg Ll
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演示文稿备注
Cell surface receptor inhibitors:细胞表面受体抑制剂 

                                              EGFR inhibitors

                                              Antiangiogenic agents

                                              Dual inhibitors of the VEGF and EGFR pathway

                                              Insulin-like growth factor-I(IGF-IR)inhibitors: 胰岛素样生长因子- I（IGF - I受体）抑制剂 CP-751,871

                                              c-Met inhibitors:



Cell cycle associated drug targets:细胞周期相关的药物靶标 

                                                 serine/threonine kinases  inhibitors 丝氨酸/苏氨酸激酶抑制剂 



Inhibitor of epigenetic changes: 表观遗传变化的抑制剂

                                               Histone deacetylase(HDAC)inhibitors组蛋白乙酰化酶（HDAC）抑制剂 



Down stream signalling inhibitors:下游信号抑制剂 

                                                  Heat shock protein 90(HSP 90)inhibitors 热休克蛋白90（热休克蛋白90）抑制剂 

                                                  Ubiquitin-proteasome pathway inhibitors 泛素蛋白酶体途径抑制剂 

                                                  PI3k/Akt/mTOR pathway inhibitors   PI3k/Akt/mTOR途径抑制剂 
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Second Line Therapy of Advanced
Gastric Cancer

« N=40 compared IR| to BSC'
— PS 0-2
— OS4vs.2.4m[HR 0.48, p=.012]"
 Phase Ill of 2" line chemo (N=133)vs. BSC

(N=69)2
— PS 0-1
— 0SS 53vs. 3.8 m[HR 0.67, p=.007]
— No difference between IRl and docetaxel
« GRANITE: 439 randomized to everolimus, 217
to placebo?
— Median OS everolimus 5.4 mvs 4.3 m [NS]

1. Thuss-Patience et al. Eu J Cancer 2011; 47:2306
2. Kangetal JClin Oncol 2012; 13:1513.
3. Van Cutsem et al. J Clin Oncol 30, 2012 (suppl 4; abstr LBA3)
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Median f/u (95% CiI): 17 mo (16-18 mo)

Median 95% ClI
wdee SLC + BSC 5.1 mao 4.0-6.2
85C alone 3.8 mo 3.0-4.6

Log-rank
P=0.009

Months




Randomized phase III study of irinotecan (CPT-11) versus weekly
paclitaxel (wPTX) for advanced gastric cancer (AGC) refractory to
combination chemotherapy (CT) of fluoropyrimidine plus platinum
(FP): WJOG4007 trial.

FIABRN L EFER T TR REIE+HHEREK S
W T 250G BA S A BEAL | | | BRI 3T : WJ0G4007HfF 5%

Shinya Ueda, Shuichi Hironaka
Gastrointestinal Group of West Japan Oncology Group

b «-«.)

e

#/

Em|I|o Bajetta Irene Florlanl et aI ASCO 201‘2 Abs # 4002
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AGC refractory to prior FP confirmed by imaging
Age 20-73, PS 0-2, No history of IRl or Taxane

l

RANDOMIZATION

Stratified by
Institution, PS 0-1 F?_. target lesion -/+

v " v

weekly Paclitaxel IRl

80 mg/m? d1, 8, 15 gdw 150 mg/m? d1, 15 gdw

S
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BE mREFE (1)

wPTX IRI
(n=108) (n=111)

'Y gE
Gender

PS

Gastrectomy

Prior CT

Median (range) 64.5(37-75) 65 (38-75)
Male 84 87
Female 24 24

0-1 104 107
2 4 4

37 39
- 71

S-1+CDDP 92
Cape+CDDP 13
S-1+0xa




AR IE (2)

.Targ:et lesion +

Histology™ Intestinal 0.97
Diffuse

Peritoneal mets + 1.00

No. of metastatic <1 0.59
sites

|‘.

* Lauren classification Fisher's exact test ”‘u—) '

S
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n Median HR({3%Cl) P

— WPTX 108 9.5M n Median HR(35%Cl) P

— IRl 111 B84M 113(0.86-1.49) 0.38

Log-rank test

— WPTX 108 3.6M
— Rl 111 23M 1.14(0.88-1.49) 0.33

P F S Log-rank test

(0]
[

OS

g
3 50
1)
2]
=]
b
o

Probabllity (%)

' 0
36  (Monthg

Mumbar at risk

wPTH 108
1] i}
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n CR PR 3D PD NE /CR+PR P

wPTX 9 19 38 32 2 2%

IRl 88 "N 28 45 3  14%

RECIST 1.0




3RELL EIM 2 setE (%)

wPTX IRI
(n=108) (n=110)

Leukocytes 20.4 19.1

Neutrophils 28.7 39.1
Hemoglobin 21.3 30.0

Platelets . 1.8

CTCAE 1.0 Fisher's exact test “*-)




3L FARIM R 2= 5e1E (%)

wPT X IRI p
(n=108) (n=110)

Nausea 19 4.5 0.45
Vomiting 2.8 0.9 0.37
Anorexia 7.4 17.3 0.04
Diarrhea 0.9 4.5 0.21
Hyponatremia 3.7 153 0.005
Neuropathy (Sens.) 7.4 0 0.003
Febrile Neutropenia 2.8 9.1 0.08
Treatment Related Death 2.8 3.6 1.00

CTCAE 3.0 Fisher's exact fest s
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wPTX
(n=108)

Received 3 line CT 97 (90%)

IRI containing 81 (75%)
Taxane containing 8 ( T%h)

Others 8 (7% 8 (7%

e

-
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Fisher's exact test { "l
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ITACA-S

Intergroup Trial of Adjuvant Chemotherapy in Adenocarcinoma of the Stomach trial

Comparison of a sequential treatment with irinotecan (CPT-11) plus 5-
fluorouracil (5-FU)/folinic acid (LV) followed by docetaxel and
cisplatin versus a 5-FU/LV regimen as postoperative treatment for

PR AR AL

B

radically resected gastric cancer

R+5—FU/LVIF 53 % P s 15 Re +I A S(‘I bk

5—FU/LVE RIEABIEIREARBFY

Emilio Bajetta, Irene Floriani, Maria Di Bartolomeo, Roberto Labianca,
On behalf of ITACA-S group
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5-FU 400-600 mg/m2 d1-2, q14
LV100 mg/m2 d1-2, q14
for 9 cycles

\_

4 i
CPT-11 180 mg/m?on d1,

LV 100 mg/m2 d1-2,

5-FU 400-600 mg/m2 d1-2, q14;
for 4 cycles

Al

docetaxel 75 mg/m2 d1,

——

cisplatin 75 mg/m2 d1, q 21

wr 3 cycles
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1106 Randomized
Feb/2005-Aug/2009 541 controlarm

365 expenmental arm
» 6 excluded for major violations:

* 3 cuntrc_:l arm
» 3 experimental arm

1100I1TT population
538 control arm
262 experimental arm

» £ crossed group « 28 never started treatment;
* 4 control-= experimental - . =16 controlarm
= 2 experimental -> control » 12 experimental arm

1072 Safety population
920 control arm
952 experimantal arm
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Total Experimental Control
(n.1100) arm({n.562) arm(n.538)

Age (yrs) %
median (range) 62 (24-77) = 62(30-76) = 61 (24-77)
> 70 yrs 16 17 15

Sex %
EE 63 62

ECOG %%
0 90

1 10

Histology (acc. Lauren) %
Diffuse 40

Intestinal 390
ixed 11

Other classification (\WHO)




Characteristics Total Experimental Control
(n.1100) armi{n.562) armi(n.538)

| Mode dissection % -

D1 24 27
D2 ics) 71
D3 3 2

EFxamined node %
mecdian 27 26
<15 ' 12 11

15-24 33 32
> 25 55

Tumorsite %

GE junction 13
Froximal 3
Distal of
Multicenter 26




Stage (UICC6th) %
b

I

HE]

b

A"

N (UICCTth) %
NO
N1(1-2)
N2 (3-6)
N3a (7-15)
N3b (>15)

Total
(n.1100)

8
32
27
14
y Fi

&

26

Experimental
arm (n.562)

Control arm
(n.538)

8
31
25
14
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Experimental arm Control arm

l

Completed: 765> Tompleted: B6% >

- per protocaol; 17% - per profocol: 36%

- modified. 58% - modified. 50%
Discontinued:  24% Discontinuad. 14%

- Adverse events 15% - Adverse evenls G%

- Death 1% - Death 1%

- Withdrawal /% - Withdrawal 4%

- Progressive disease 1% - Progressive disease 3%
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leukopenia neutropenia anemia max hematological

N control W experimental

*All p<0.001
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Wmcontrol W experimental

“All p<0.001
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diarrhoea vomiting stomatitis fever/infection

asthenla




HR:0 48

95%Cl: 0.83-1.16

p=0.83

Median DFS: 41.3 months

S-year DFS: 44.8%

™
=
e
=
F}
W
B
L
W
n
m
]
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O

Events Totals

Control 275  53d
Experimental 283 582

10 58 40 @ 49

Patients atrisk Months from randomization

Control 538 A28 273 194
Expenimental 562 47 270 201




HR:1.0
95%CI1:0.83-1.20
p=0.586

Median 0S:; 65.8 months

[

2-year 05: 52.2%

o
=
4
3
)
[
o
>
O

Evants Totals
Control 21B 538

—— Experimental 222 562

I |
10 20 30 4(

) _ Months from randomization
Fatient= atrnsk

Cantral 401 321 222
Expanmental 404
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Events

Relapse/Deaths %

Deaths %

Relapse site™: %
locoregional
both
distant

Overall Experimental
(n.1100) arm({n.562)

558 (31) 283 (30)

440 (40) 222 (39)

82

0t calculated on the total of relapses

Control
arm(n.538)

275 (51)

218 (40)
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