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AHAQZH ZYTKPOYZHZ 2YMOPEPONTQN
(Disclosures)

[[aOTPEVTEPOAOYOC. ..

KAIVIKOG 1aTPOG. ..



MepiTTTWON

= [uvaika 46 eTwv

= ETmreiyouoa de€IA NUIKOAEKTOUN/TTPOCWPIVI EINEOCTOMIA YIA OCEia KOIAIQ
=  Adevokapkivwua decia, pT3N1, BAevvwodecg, xaunAn diagpopoTroinon...

= 3/11 Aeppadeveg...

= Pericolic tumor deposits...

= Tumor budding...

= Mopiakn BioAoyia: MSI-S (RAS, BRAF,... ayvwoTta)

= PS 0-1 (oTopia)

= Avepyn pntépa (o¢ev mrailer BioAi, dev (wypailel, dev gival oxoivoBarncg!)
= 316 unveg FOLFOX; CAPOX;



Adjuvant Oepatreia oTOV OPOOKOAIKO KOAPKIVO:
loTopIkn avadpoun...

» BeAtiwon otnv emBiwon (5 year OS):

-5FU 1990 —> 63%
-Oxaliplatin/5FU/LV(capecitabine) 2004 > 76%
-stage migration 2015 > 85%

= Xwpig véa @appaka JETA To 2004!
= «Alaxegipion»
-TOSIKOTNTA

-O1dpKelIa BepaTTeiag;

A6 De Gramont, ESMO Gl 2017



IDEA: otrTiki TTapaTTAdvVNnOoNn...

Q Primary Outcomes Analysis
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Subgroup Analysis (risk, regimen)
(ppoUTO, NAAQ, TTOPTOKAAIQ...)

Regimen

g DFS rate (%) CAPOX FOLFOX CAPOX/FOLFOX combined
and HR by

regimen and 3 yr DFS, % (95% Cl) HR 3 yr DFS, % (95% Cl) HR 3 yr DFS, % (95% Cl) HR
o5 o551 95% )

Low-risk
(T1-3 N1)
~60%

85.0 83.1 0.85 81.9 83.5 1.10 83.1 83.3 1.01
(CERE-) BN E-CR RN (v Mol (80.2-83.6) | (81.9-85.1) | (0.96-1.26) | (81.8-84.4) | (82.1-84.6) | (0.90-1.12)

High-risk

(T4and / 64.1 64.0 1.02 61.5 64.7 1.20 62.7 64.4 1.12
or N2) (61.3-67.1) | (61.2-67.0) | (0.89-1.17) NELEELRNMN (R 27X MNFN Y SELM (60.8-64.4) 6-66.4) | (1.03-1.23)
~40%

Risk P-value interaction test:

groups . I R B 73'6_ 7,6'0 _1‘1_,6 Regimen: 0.0061
(74.2-77 73.1-7 (0.85-1.06) | (72.2-75.1) | (74.6-77.5) | (1.06-1.26)

combined | | T Risk group: 0.11

Non-inferior Not proven Inferior




What a nice IDEA...



«OTav n TPAYHATIKOTNTA OEV CUM@WVEI Hali pOg
TOOO TO XEIPOTEPO YIA TNV TTPAYMATIKOTNTA...»

«(@UOIKI) OJOP®Id...»



IDEA: apvnTIKN MEAETN

» [lpwrtapyikd KATaANKTIKO onpeio: Disease Free Survival 3 Years

= |DEA: Non Inferiority neAETn

-MOSAIC: Relative Risk Reduction 24%

-IDEA Consensus: Relative Risk Increase >12%

-NiyoTepn Beparreia (3 vs 6 m) dev Buoiadlel >12% BepaTTeUTIKO OPENOG
-HR, 95% CI, upper limit < 1,12

" ATTOTEAEOUA MEAETNG

-ADFS-3 years: 0,9%

-DFS HR: 1.07 (95% CI: 1.00-1.15)



Emikoupikn OepaTtreia: DFS # OS

hb Benefit improves over time

Stage Il MOSAIC

n Events
FOLFOX4 672 209
== LV5FU2 675 250

Log-rank P=.015
HR, 0.797; 95% Cl, 0.663 to 0.958
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2 3 - 5 6 7 8 9 10

Time Since Enrollment (years)

FOLFOX4
No. at risk 672 637 592 553 519 491 457 356 279
Events 0 28 68 104 133 168 178 185 195
LV5FU2
No. at risk 675 642 581 533 499 454 417 324 241
Events 0 25 81 126 153 186 206 223 238

MOSAIC 10 Year OS, Andre, JCO 2015



MOSAIC: DFS/OS, SubGroup N stage:N1 vs N2

MOSAIC 10 years Follow-Up zrasicno
7

n 1N0

129 108
Cnnn Nl AR N n
62.0(3.3 00.0(3.3

45033 66433

42134) 63.0(34)

by |

17
e
66.8(3.1)

65.4(33)

46.6(34)

PRESENTED AT: 2018 ASCO hov, PRESENTED BY:
..

ANNUAL MEETING

Ao Weijing Sun, ASCO 2018



MOSAIC: OS, SubGroup N1, 3 vs 10 years

Events
FOLFOX4
== | WVEFLU2

Log-rank F=.24§
HR, 0.864; 95% (I, 0.673 to 1.108
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Time Since Enrollment (years)

FOLFOX4
Mo. at risk 4 425 409 389 ; 344 32 2560 198
Events 2E 45 ; B ) 9 108
LVEFU2
Mo. at risk
Events g 2 49 T 85 ; 121

b |

Andre, JCO 2015



Ala@opéc avaloya pe otadio



2Uykpion DFS avaAoya pe To oxnua

FOLFOX CAPOX

Patients Patients HR Favors 3m Favors 6m Patients Patients HR Favors 3m Favors 6m

3marm émarm  (3m/ém) Imarm émarm  (3m/6m)

TOSCA 770 792 1.4 - 416 092
scot 662 672 111
'IDEA France 895 914  1.27 'IDEA France §107 94 0.97 .
HORG 148 148 087 HORG 206 112
ACHIEVE 163 159  1.08 : ACHIEVE 482 092 ——

€80702 1232 1208 1.10

Overall 3870 3893 1.16 Overall 2554 2517 0.95 ’

1112 15 . 1112 15
Hazard Ratio Hazard Ratio




Ala@opég avaloya pE oxXnua

= To CAPOX kaAutepo Tou FOLFOX;;;
» Oxi Head to head adjuvant pyeAeTn

= Oyx oT1o petaoTaTiko setting

= |ooduvauia 5FU/capecitabine

»  Alapknc £€kBeon o€ capecitabine;

= [lpwiun vwnAn ékBeon o€ oxaliplatin;

-KaAuTtepo PS

-KaAuTepoug Oykoug



ETepoyéveia



XnueloOepatreia o€ AUTOUG TTOU TNV XpPEladovTal,
aAAdG Kal Ba w@eAnOouyv atrd auTnv

Stage |ll colon cancer
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3 months-Non Inferiority o@eiAeTal KUPIWG OTOUG
XaunAou kKivouvou(T3N1) trou Aappavouv CAPOX

Regimen

g DFS rate (%) CAPOX FOLFOX CAPOX/FOLFOX combined
and HR by

regimen and 3 yr DFS, % (95% Cl) HR 3 yr DFS, % (95% Cl) HR 3 yr DFS, % (95% Cl) HR
o5 o551 95% )

Low-risk
(T1-3 N1)
~60%

85.0 83.1 0.85 81.9 83.5 1.10 83.1 83.3 1.01
(CERE-) BN E-CR RN (v Mol (80.2-83.6) | (81.9-85.1) | (0.96-1.26) | (81.8-84.4) | (82.1-84.6) | (0.90-1.12)

High-risk

(T4and / 64.1 64.0 1.02 61.5 64.7 1.20 62.7 64.4 1.12
or N2) (61.3-67.1) | (61.2-67.0) | (0.89-1.17) NELEELRNMN (R 27X MNFN Y SELM (60.8-64.4) 6-66.4) | (1.03-1.23)
~40%

Risk P-value interaction test:

groups . I R B 73'6_ 7,6'0 _1‘1_,6 Regimen: 0.0061
(74.2-77 73.1-7 (0.85-1.06) | (72.2-75.1) | (74.6-77.5) | (1.06-1.26)

combined | | T Risk group: 0.11

Non-inferior Not proven Inferior




(Neupo)TogIikoTnTO

=  AuTtovonTa PIKPOTEPN TOEIKOTNTA UE HIKPOTEPN BeparTreial
" 4°cpnvag;

= Monitoring

= OAokAripwon Bepartreiac ue 5 FU/ capecitabine dev TTpooBETEl
VEUPOTOCIKOTNTA

Table 2. Summary of key adverse events for 3 versus 6 months treatment by regimen in the IDEA pooled analysis [9]

FOLFOX

b

6 months, % P-value® 6 months, % P-value

to the




IDEA: Ao@alAcia, veupoTtogikoTnta Kai CAPOX

FOLFOX CAPOX

AE, % . 6 M - 3M 6 M
Mos oS Value* 0S 0S Value*

Any eventt
= Grade 2
= Grade 3/4

Neurotoxicity
= Grade 2
= Grade %

*For Chi-squared test for trend. Shi Q, et al. ASCO 2017. Abstract LBA1.

719 grade 5 events reported.



3 | 6 yVEG avAaAoyd PE TOV «XOPOAKTAPOA TOU a0V »;

Table 5. Voting by the expert panel of 11 clinidans in response to questions in the moderated discussion according to whether their patients were ‘fighters’
or ‘fatalists’ in terms of their reaction to their disease

Treatment CAPOX FOLFOX CAPOX FOLFOX
3 months 3 months 6 months 6 months
Question Votes, n Votes, n Votes, n Votes, n

both fight

1 for fatalists and 4 fi

1 for fatalists

caliplating N,

Sobrero, ESMO 2017



O Trapdayovrag aocBevine...
Fatalists and Fighters (copyright Alberto Sobrero)

= |DEA: o1 aoB¢gveic dev Tuxaiotroin@nkav o€ fighters/fatalists!

=  AuBaipeTOC, OPIOKOG dIAXWPICHOC PACIOUEVOC OE MIKPN MEAETN
=  OykoAoyog = fighter!

* Mn oykoAoyog 1aTpd¢: fatalist!

=  A0Oevr ¢ ye Kapkivo TTou atreubuvetal o€ oykoAoyo: fighter!

=  ABevic e KAPKiVo TTou Oev atreuBuveTal o€ oykoAoyo: fatalist!



MikpoTePN O1APKEIO OEPATTEING KOI KOOTOG

» H mporeivopevn xpnon tou CAPOX (capecitabine vs SFU)aucavel To
KOOTOG (papMaKeUTIK datravn)!

» KOOoTOG uttnpeaiwy uyeiag otnv EAAGOA XapnAo!

= Eival 10 KOOTOC TTPAVUATIKA OYKOAOVIKOC OTOXOC;

-IRI, anti-EGFR, anti-VEGF adjuvant setting: reTapéva Ae@Ta...

-ATOMIC: avoooBeparTreia kal xnueloBepaTreia



AvaTtravTnTEG EPWTNOEIG...

= 31 6 unveg og povoBeparreia 5 FU/capecitabine
= 31 6 unveg Bepartreiag oe High Risk Stage I;

= QOxaliplatin o€ nAikie¢ > 70; INa mé0o0;

= |oyxupdTtepn Bepatreia o€ T4/r/KaINZ;

= Circulating Tumor DNA

= |mmunoscore;



IDEA: MeAETeg, Oepartreia

Trial

IDEA
France

C80702
HORG
ACHIEVE

Prospectively pooled analysis of data from 6 concurrent randomized
phase lll trials in pts with stage Il CC (mITT population: N = 12,834)

— Pts randomized 1:1 to 3 vs 6 mos tx with oxaliplatin-based tx
(investigator’s choice of FOLFOX or CAPOX)

Stage Il
CC Pts, N

Treatment

CAPOX or FOLFOX4

CAPOX or mFOLFOX6

CAPOX or mFOLFOX6

mFOLFOX6
CAPOX or FOLFOX4
CAPOX or mFOLFOX6

Pts on
CAPOX,
%

Median

S Flu, Mos

Italy

Australia, Denmark, New
Zealand, Spain, Sweden,
UK

France

Canada, US
Greece

Japan

Shi Q, etal. ASCO 2017. Abstract LBA1.



AtroTeALopaTa Kal €EKBeon oTnV BepaTtreia

IDEA: Tx Duration

FOLFOX CAPOX
Treatment Compliance 3mArm 6m Arm 3m Arm 6mArm

Total no. weeks received treatment
. 24 (18-24)
Median (Q1-Q3)

% of dose actually delivered, Mean (Standard Deviation)

5FU? 92.4 (22.7) | 81.6 (26.6)
Capecitabine -- -- 91.2 (23.5) @ 78.0(29.4)
Oxaliplatin 91.4 (19.9) | 72.8 (25.6) | 89.8 (21.7) | 69.3 (28.3)

w2018 ASCO #

ANNUAL MEETING per

Per Protocol Analysis;



MeAéTn SCOT

= 6088 (9200) acBeveig, 1469(2750) cupBduata
= Power 66% (underpowered!)

=  Kapkivol opBou;

= High Risk II;

» 4,107 aoBeveic oe CAPOX



IDEA: XapaKTnpIoTIKA ao0evwyv
ETtepoyéveia

Table 1. Characteristics of the Study Patients (Medified Intention-to-Treat Population).*

CALGB/SWOG
TOSCA scoT IDEA France 80702 HORG ACHIEVE All Patients
Characteristic (N=2402) (N=3083) (N=2010) (N=2440) (N=708) (N=1291) (N=12,834)

Countries Italy U.K., Denmark, France U.S., Canada Greece Japan
Spain, Australia,
Sweden, New Zea-
land

Median age (rangs) — yr 64 (20-83) 65 (20-84] 64 [18-85) 61 (19-88) &7 (20-75) 66 (28-85) 64 (18-88)
Male sex— no. (%) 1348 (56.1) 2356 (59.2) 1144 (56.9) 1348 (55.3) 398 (56.2) 649 (50.3) 7,243 (56.4)
ECOG performance status — no. (%)
2268 (94.4) 2827 (71.0) 1479 (73.8) 1734 (71.1) 579 (81.8) 1245 (96.4) 10,132 (79.0)
130 (5.4) 1156 (29.0] 502 (25.0) 680 (27.9) 128 (18.1) 46 (3.6) 2,642 (20.6)
1(<0.1) 0 29 (1.4) 26 (1.1) 1(0.0) 0 57 (0.4)
Missing data 3(0.1) 0 0 0 0 ] 3 (<0.1)
Tumor stage — no. (%6)
m 76 (3.2) 128 (3.2) 78 (3.9) 135 (5.5) 1(0.0) 75 (5.8) 493 (3.8)
T2 236 (9.8) 333 (3.4) 161 (8.0) 288 (11.3) 60 (8.5) 119 (9.2) 1,197 (9.3)
T3 1773 (73.8) 2347 (58.9) 1399 (69.6) 1598 (65.5) 549 (77.5) 734 (56.9) 8400 (65.5)
T4 291 (12.1) 1174 (20.5) 372 (18.5) 359 (14.7) 96 (13.6) 363 (28.1) 2,655 (20.7)
Missing data 26 (L.1) 1{=0.1) 0 60 (2.5) 2(0.3) 0 89 (0.7)
Nedal stage — no. (%)
N1 1748 (72.8) 2749 (69.0) 1501 (74.7) 1739 (71.3) 472 (66.7) 959 (74.3) 9,168 (71.4)
N2 636 (26.5) 1233 (31.0) 506 (25.2) 630 (25.8) 230 (32.5) 332 (25.7) 3,567 (27.8)
Missing data 18 (0.7) 1{=0.1) 3(0.1) 71(2.9) 6 (0.8) 0 99 (0.8)
Risk group — no. (%)
T1, T2, or T3 N1 1553 (65.5) 2032 (51.0) 1245 (62.0) 1507 (63.6) 416 (59.1) 718 (55.6) 7,471 (58.7)
T4, N2, or both 817 (34.5) 1950 (49.0) 764 (38.0) 864 (36.4) 288 (40.9) 573 (44.4) 5,256 (41.3)
Median no. of lymph nodes examined (range) 18 (0-85) Not recorded 20 (1-99) 20 (1-132) 18 (10-85) 21 (1-123) 19 (0-132)
Chemotherapy regimen— no. (%)
CAPOX 840 (35.0) 2649 (66.5) 201 (10.0) 0 412 (58.2) 969 (75.1) 5,071 (39.5)
FOLFOX 1562 (65.0)7 1334 (33.5) 1809 (90.0) 2440 (100) 296 (4L.8)§ 322 (24.9) 7,763 (60.5)
Median follow-up time — mo 61.7 36.8 51.3 34.9 47.5 36.7 41.3

Grothey, NEJM 2018




DFS, Subgroup Analysis

B Disease-free Survival at 3 Yr, According to Subgroup

Treatment Duration: 3 Months 6 Months
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FOLFOX CAPOX Low Risk  High Risk

No. of Patients 7763 5071 9168 3567 10,090 2655 7471 5256

Hazard Ratio 3vs. 6 Mo 1.16 0.95 1.07 1.07 1.04 1.16 1.01 1.12
(95% Cl) (1.06-1.26) (0.85-1.06) (0.97-1.17) (0.96-1.19) (0.96-1.13) (1.03-1.31) (0.90-1.12) (1.03-1.23)

Grothey, NEJM 2018




2UMUTTEPACHOTO

» H didpkela gival povo Jia TITuxn TnG Bepartreiag (Evraon;)
" 6 uAveg Bepartreiag TTapaueEvouy 1o standard of care...
= H améeaon yia 3 UVEG auoTnPA ECATOMIKEUMEVN. ..

= Qvertreatment:

-va diveic Beparreia ekei TTou dev xpeidleral \

-va diveic (AaBo¢) Beparreia yia AlyoTepO XPOoVIKO didaTnua

= ETmmAoyn Twv acBevwyv 1Tou Ba wpeAnBouv atrd Tnv Bepartreia
-TTPOYVWOTIKOI/ TTPOBAETTTIKOI OEIKTEC [BIOAOYIKOI, OXI KAIVIKOI. ..
(precision medicine versus population medicine)

= 2ulnTnon JE ToV aoBevr OxI NOVO TTPIV, OAAG Kal KaTd TNV Beparreia...



MpwTtdBAnua EAAnvikou NModooceaipou 2008
KaAutepn Apuva: A.E.K.
KaAutepn E1rifeon: A.E.K.
MNepioooTepeg Nikeg: A.E.K.
MNpwTtaOANTAG: OAUNTTIOKOG
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