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Truly "Practice Changing” Studies

Addressing unmet needs

Study design that compare experimental arm
to a " standard ” practice

Positive outcomes that are clinical meaningful
Reproducive results

Practices accessible to the comunity



Esophageal Cancer 2" line
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« Nivolumab provided superior OS, with a 23% reduction in the risk of death and a 2.5-month improvement
in median OS, versus chemotherapy
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Kojima et al ASCO GI 2019

PD-L1
CPS =10 subgroup
n=222 (35%)
Overall survival

Cho et al, ESMO 2019



Treatment paradigm in advanced/ metastatic

Inoperable/
- SCC oesophagus 2019
metastatécé erecurrent CHECKMATE 648!

Cisplatin + 5-FU
1° endpoint:

n=939 :
1 @ \ Nivolumab + Cisplatin + 5-FU OS and PFS in

PD-L1 TPS =1
Platinum + FP- based Nivolumab + ipilimumab
chmotherapy KEYNOTE 5902

| n=700 _y Cisplatin + 5-FU et
l l @ / OS and PFS in

\ PD-L1 CPS =10
Pembrolizumab 1f Cisplatin + 5-FU + pembrolizumab
PD-L.1 CPS =210

Nivolumab

feger  Taxanes or irmotecan LAjani et al ASCO GI 2019 NCT03143153;
THE ROYAL ?Kato et al Future Oncol 2019 NCT03189719

MARSDEN
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CLASSIC TRIAL

A Arm A: 8 cycles of XELOX

D2 resected,

stage II-11IB R
GC patients

™ Arm B: Observation
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5-yr OS improved

Noh SH, et al. Lancet Oncol 2014

by 9% (78% vs 69%) which corresponds to a NNT of 11.1



Lancet, 2019

Perioperative chemotherapy with fluorouracil plus

leucovorin, oxaliplatin, and docetaxel versus fluorouracil or

capecitabine plus cisplatin and epirubicin for locally

advanced, resectable gastric or gastro-oesophageal junction

adenocarcinoma (FLOT4): a randomised, phase 2/3 trial
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FLOT 356 (0) 241(6) 75(17) 102 (70) 66(102) 35(129) 3{160)

Figure 2: Kaplan-Meier estimates of overall survival (A) and disease-free survival (B)

(A) Overall survival in the intention-to-treat population in the ECF/ECX group versus the FLOT group.

(B) Disease-free survival in the intention- to-treat population in the ECF/ECX group versus the FLOT group.
(ECH/ECX=epirubicin and cisplatin plus either fluorouradl or capeditabine. FLOT=fluorouracil plus lescovorin,
oxaliplatin and docetaxel. HR=hazard ratio. O=confidence interval



PRODIGY: Randomised phase III study in gastric and GEJ
adenocarcinoma of peri-op vs. post-op chemotherapy
Histologically confimed y&s)(; AT GASTRIC CANCER: WHICH STRATEGY
7 3/NE \ )\ « 3 — D2 resection — S-1 .
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JAMA Oncology | Original Investigation

Mismatch Repair Deficiency, Microsatellite Instability,
and Survival

An Exploratory Analysis of the Medical Research Council
Adjuvant Gastric Infusional Chemotherapy (MAGIC) Trial

Elizabeth C. Smyth, MB, BCh, MSc; Andrew Wotherspoon, MD; Clare Peckitt, MSc; David Gonzalez, PhD;

Sanna Hulkki-Wilson, BSc, MSc; Zakaria Eltahir, PhD; Matteo Fassan, MD, PhD; Massimo Rugge, MD, FACG;
Nicola Valeri, MD, PhD; Alicia Okines, MD; Madeleine Hewish, MD, PhD; William Allum, MD; Sally Stenning, MSc;
Matthew Nankivell, MSc; Ruth Langley, MD, PhD; David Cunningham, MD, FMedSci

Chemotherapy and 1007 MSI-H vs MSS/MSI-L
surgery, MSS or MSI-L Surgery alone:

—— Chemotherapy and 80+ HR 0.35
surgery, MSI-H
Surgery, MSS or MSI-L (0.11-1.11)

Surgery, MSI-H

Chemotherapy+Surgery:
HR 2.22
Patients with MSI-H may (1.02-4.85)

not benefit or may have a
detrimental effect !!

1 2 3 4 5 6 7 8 9 10
Time From Surgery, y

No. at risk
Chemotherapy and surgery, MSI-negative patients 129 85 58 42 27 22 15 6 3 1
Chemotherapy and surgery, MSI-positive patients 9 3 1
Surgery, MSI-negative patients 151 100 58 37 21 13 9 7 1
Surgery, MSI-positive patients 10 8 6 3 1 1

Smyth et al. JAMA Oncol 2017, 3:1197-1203 o
y Courtesy of N. Tinari



MSI-GC-01: Individual patient data meta-analysis of microsatellite instability (MSI)

and gastric cancer from four randomized clinical trials.
Pietrantonio et al, ASCO 2019

- Data from MAGIC, CLASSIC, ITACA-S, ARTIST (1552 patients)

MAGIC + CLASSIC

Perioperative or adjuvant chemotherapy may
not be helpful for pts with MSI-H GC

Immune checkpoint blockade should be
prospectlvely mvestlgated in thls populatlon

MSS: Chemovs 62vs53 0.73(0.61-0.86) 62vs53 0.71 (0.58-0.88)

surgery

MSI: Chemo vs 75vs 83 1.49 (0.56-3.96) 0.141 63 vs 83 2.46 (0.84-7.2) 0.027
surgery

Courtesy of N. Tinari
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Molecular Classification of Cholangiocarcinoma

Flukm-Pon
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- Highest SNV burden

- Enriched in TP53, ARID1A ! 2
Genetic BRCA 172 mulations Enriched in TP53

alteralions |. grriched in H3K27me3-assoe. mutations
promoter mutatons
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Methylation CpG island CpG shere
phenotype hypemethylated hyparmethylated

Prognosis ( Poorar progrosis T Belter prognosis ]

Jusakul et al Cancer Discov 2017




Survival of Adult Patients with Malignant Gliomas with or

without IDH Gene Mutations.

The Roles of IDH1, IDH2, Succinate [ A Glioblastom
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FGF/FGFR signaling pathway plays a central role in
multiple cellular processes

23 ligands (FGF1-23)

4 FGFR family members
« FGFR1, FGFR2, FGFR3, and FGFR4

FGFR signaling stimulates proliferation,
cell migration, angiogenesis
Different FGFR alterations lead to

constitutive signalling:
» Gene amplification

 Activating mutations . ;\_,
=T Chromesomal .Y{i\lj\' "N:b;_

« Protein overexpression reamangement y VA

» Fusions/rearrangements A R . Gero smpinesion o T T

ERRESMD ™
= Babina & Turner, Nature Rev Cancer 2017



Targeted therapy in molecularly-altered

advanced cholangiocarcinoma
. N\

(

\

Ivosidenib! Infigratinib? Pemigatinib’ Dabrafenib +
Tremetinib?

N 124 71 107 35
Target IDH FGFR FGFR BRAF
ORR 2% 25.4% 35.5% 36%
DCR 53% 83.6% 82% 75%
mPFS 2.7 months 6.8 months 6.9 months 9.2 mmonths
mOS 10.8 months 12.5 months _ 21.1 months/ 11.7 months

IAbou-Alfa et al ESMO 2019; 2Javle et al ESMO 2018
3Vogel et al ESMO 2019; *Wainberg et al ASCO GI 2019



Epatocarcinoma: ESMO clinical Practice
Guidelines for diagnosis, treatment and Follow up

?
v
ANB‘I:IDII‘ Sorafenib® [I, A] . .
mc [, A] Lenvatinib® "“"['I';“'c?"“
[1|| Al [| [III. 0,Al '

TACE failure/
) refractoriness
SBRT* SIRT
Brachytherapy* [, cp¢ L
SIRT: :
fil. c] Systemic
therapy

Regorafenib® 1, A]
Cabozantinib® 1, A]
Ramucirumab® [I, A]

Nivolumab® [il, B]

Pembrolizumab® [Ill, B]

LAl

Figure 1. HCC treatment options depending on BCLC stage.

2Gae Table 4 for indication constraints based on tumour burden and liver function.

"Not EMA-approved as of August 2018,

BCLC, Barcelona Cinic Liver Cancer; BSC, best supportive care; EMA, European Medicines Agency, HCC hepatocellular carcinoma; LTX, liver transplantation; SBRT, sterectactic body
radiotherapy; SIRT, selective internal radiotherapy; TACE, transarterial chemoembolisation.

Vogel et al. 2018, Annals of Oncology



HCC

LBA38_PR: CheckMate 459: A randomized, muliti-center phase 3 study of
nivolumab (NIVO) vs sorafenib (SOR) as first-line (1L) treatment In patients
(pts) with advanced hepatocellular carcinoma (aHCC) -~ Yau T, et al

Study objective
« To investgate the efficacy and safety of nivolumab compared with sorafenit: as a 1L
traatment for patients with advanced HCC

Koy patient inclu

Nivolumab 240 mg iv g2w PD/
(n=371) toxicity
Straification
R *  Aslidiogy (HEV v man-HCY)
1.1 ¢ MCIN rrsuln ands GITANSOAN A00Sad (RIAMIE VS ANt

o Gaograpy (A v fen-Su

apy naive

Sorafenib 400 mg po bid PD/
(n=372) toxicity
PRIMAR SECONDARY ENDPOQINTS
« O8 * ORR. PFS. efficacy by PD-L1 status, safety

Vou T etal Ane Oncol 2019 30 scppicabat LBASE PR

In patients with advanced HCC, 1L nivolumab did not provide a significant

Key results

0s

Ovart servval %

Frogreasion - See survival %

Yau T, et al Ann Oncel 201830 supplyabstr LBA3E PR

improvement in OS compared with sorafenib although had a manageable safety profile




LBA39: Randomised efficacy and safety results for atezolizumab (Atezo) + Key results
bevacizumab (Bev) in patients (pts) with previously untreated, unresectable PFS
hepatocellular carcinoma (HCC) - Lee M, et al

Atezo + Bev Atezo
. 100 = Arm E (n=60) (n=59)
Study objective s Events, n (%) 35 (58) 39 (68}
* Toinvesiigate the efficacy and safety of atezolzumab + bevacizumab as a 1L treatment in © 20+ 2 ) z
patients with unresectable HCC % HR (80%CH) 0.55(040,0.74)
7 60 vl 0.0108
atient inclusion criteria ArmA: 1L HCC PD/ & %0 Xogs
nced Atezolizumab 1200 mg + toxicity = 30 mPFS, months 58 3.4
o R 4 c -~
il Ds o , bavacizumab 15 mg/kg iv g3w (=) (95%CI) 38,74 (1.9,52)
Chiid-Pugh up s B g
h | S ——
for Arm A and class A for g 204
Atezolizumab 1200 mg + 8 =+ Atezolizumab + bevacizumab {n=60)
bevacizumab 15 mg/kg G g4+ Atezolizumab (n=59)
' 1 T T T T 1]
A sl 0 3 6 9 12
: No. at rigk Time, months
Atezofizumab 1200-mg PD/ Alezo o bev- 8 a9 o "
Stratifcmon 1% q3w toxicity

AFP el (w400 vs. 2400 rgml.)
Macrovasculsr Bwasion anddior maliahepatic spresd oresen| va ataect)
»  Cedgraghy |ASA SxCudng Jansn vi rast of wond)

PRIMARY ENDPOINTS SECONDARY ENDPOQINTS
» AmA: ORR (RECIST v1.1) « OS; safety

g S L 20183 PPl X 38
+ AmF: PFS (RECIST v1.1) oo M, ot al, Ann Onco! 20 0(suppl abstr LBAS

Lee M, etal. Ann Oncol 2018:30{supplabstr LBASE



NEOLAP - combination chemotherapy in LAPC
What do we know in PC ?

Pancreatic cancer (PC) is projected to become the second
leading cause of cancer-related death world-wide by 2030

4 mill Gl cancer - 338,000 PC

The clinical landscape of pancreatic cancer is currently divided
Into four subgroups

Resectable PC

Borderline resectable PC

Locally advanced PC (combination chemotherapy)
Metastatic PC

Celiac trunk

Duodenum

Pancreas Peripancreatic

lymph nodes

mesenteric

vein = 2
Superior mesenteric

artery

BARGELONA MOngess
2019

Rahib et al. Cancer Res 2014; Siegel et al, CA Cancer J Clin 2018; Ducreux et al, Sem Oncol 2019; NCCN v3 2019




Criteri TC per
definizione

BLPC e LAPC

MD Anderson AHPBA/SSAT/SSO NCCN (Version 2.2016) [22] Alllance (23]
(8, 15] (19}
Celiac flesectable Mo invalvement No involvement No arterial sumor contact No invoivement
8arderline No involvemeant No imolvemens: Salid tumor® consact <180, or Tumor-vesset interface
>180° without Invobvement of thy <i80°
20rta and with intact and unin-
wvolved gastrocucdenal arery”
(body/tail only)
Locally Acvancead  Any involvement Any Involvement >180° solid umor contact {any por-]  Tumor-vesset interface
tion of pancreas), or any degree of >80
SOl tumaor contact with aortic in-
volvement (bocy/tail only)
SMA Resectatie No involvement No imolvement No arterial tumor contact No invoivemen:
8orderline Abument <1807 Abutmen: <1807 Solid turnor cantact <180° Tumor-vassel interdace
<180°
Locally Acvanced  >180° involvement >180° Involverment >780" solid tumar contact {any pot- Tumor-vessel imerface
sion of pancreas), or any sobd >180"
tumor contact with the fiest jejunaf
beanch off SMA (head/uncinate
caly)
CHA flesectzble Mo invalvement No involvement No arterial tumor contact No invoivement
8orgerline Short segment abut- Shor segment abui- Solid turnar contact without exten- Any degree of reconstruct-
ment <180° or en- ment <180° or en- SN 10 celtac axis or hepatic bifur- ible nvoement
casement > 185" casemant >180° cation, allowing for safefcomplete
amenabie 0 amenable 1o reconstuction
reconstruction 12CONSITUCTION
Locally Acvancea  Involvement not involvement not Any solid tumor contact with exten- Nonreconstucsible
amenable t0 amenabie to son to celiac axis or hepatic Invohvement
reconstruction ECONSITUCHON bifurcation
SMV/PV Resectable Any Ivolvement No involvemens No tumer conzact with the SMV/PV o Tumoar-vessel interface
without occhssion <180° contact without vein con- <180° no occhision
our ireguiarnty
Boroerline Short segment occlu- Abutment, encase- Solid sumor contact with the SMV/PY  Tumor-vessel interface
sion only, with pa- ment, ana/or occlu- of > 180°, contact of < 180° with >180° and/or occlusion

Locally Agvanced

tent vein above and
below the ocdu-
sion amenable to
surglcal
reconstruction

Non-reconstructibie
acclusion

Gilbert JW et al, Ann Oncol 2017; 28: 2067-2076

sion amenable 10
surgical reconstruc-
ton (any
irvolvemens)

Any non-freconstruct-
ible iwoihvement or
majce venous
thrombosis exena-
Ing for several cm

contour irreguiarty of the vein, or
thromboss of the vein bus with
suitabie vessal proximal and asstal
%0 the size allowing for safe and
complese recanstruction
Unreconszructinis SMV/PV due to
UMOr wohvement or occtusion
(tumar or bland thrombus)
Head/Auncinate only: Contac: with

amenable to surgical
feconsiruct

Any non-reconstructibie
involvemen:

maost peaximal draining jejunal
beanch into SMV



GAP and NEOLAP in locally advanced
pancreatic cancer

GAP!
=
=
o
)
B
(=% \‘
‘\—L—»
8
o ) T T T T T
0 e 12 18 24 30 3B 42 48 54 60
Months
Number at risk

Gem 57 36 16 8 5 0 0 0 0 0 0
Gem/NabP 63 51 26 18 1N 7 4 2 1 1 0

l Gem — Gem/NabP J
Gem 39 10.7 months 83-124
Gem/NabP 43 13.1 months 10.0-18.3

HR 0.65; 90%CI 0.44-0.94, one-tailed p=0.03

RO/R1 Resection Rate (%)

80.00

70.00

60.00

50.00

40.00

30.00

20.00

10.00

0.00

NEOLAP-

Odds ratio 0.54 (95% CI: 0.26 — 1.13)
p=0.135

45%

30.6%

74% RO
26% R1

nab-P+Gem sqFOLFIRINOX

ICascinu et al ESMO 2019:
ZKunzmann et al ESMO 2019



GAP and NEOLAP in locally advanced

OVERALL SURVIVAL

AlO
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Proportion of patients without event
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FOLFIRINOX C
semcitabine/ nab-Pacltaxel

EREST
2019

dISESSEU DY uLdl viu |

33
34

Time (in months)
Patients-at-Risk

24

N

— sqFOLFIRINOX

— hab-P+Gem

30

36

42

Events/ Median 95% ClI
N (months)
24/60 22.5 14.7 - 28.7
28/62 17.2 14.2-21.9

HR 0.73 (95% CI: 0.42 — 1.28)
p (log-rank) = 0.268

Median follow-up: 13.8 months

48

p = Log-rank test (2-sided, alpha=0.05)

oddLULIIU L dl LYOLVIN UL 7.

ZKunzmann et al ESMO 2019



SUBGROUP ANALYSIS FOR RESECTION AlO
(ITT-POPULATION)

p-value (multivariate)

Subgroup No. events/Patients Rate [C| 95%)]
Overall 46/165 0.279 (0.212-0.354)
Gem/nab-Pac 19/64 0.297(0.189-0.424) 0.261
FOLFIRINOX — 0.409 (0.290-0-537)

Male 0.191 (0.113-0.291) 0.0034
Female H—a— 0.367 (0.261-0.483) )

<70 years ' —ti— 0.304 (0.228-0.389) 0.085
>70 years 5/30 i i 1 0.167 (0.056-0.347) :
ECOGO 31/110 ':E 0.282 (0.200-0.376) 0.804
ECOG1 12/42 k 4 0.286 (0.157-0.446) ’
NLR =5 38/132 0.288 (0.212-0.373) 0.337
NLR >5 5/23 - 0.217 (0.075-0.437) ‘
CA 19-9 <500 U/mL  25/106 =t 0.236 (0.158-0.328) 0243
CA19-9>500U/mL  19/55 — 0.346 (0.222-0.486) ’
CA 19-9 >90% decr.  14/30 = 4 0.467 (0.283-0.657) 0.904
CA 19-9 <90% decr. 29/102 —— 0.284 (0.199-0.382) :
Tumor size simedian  26/75 - 0.347 (0.240-0.465) 0.064
Tumor size >median  17/81 —a— 0.210 (0.127-0.315) ’
PR yes 18/27 ' = 1 0.667 (0.460-0.835) 0.0002
PR no 28/138 e | @I_I 0.203 (0.139-0.280) i
Expl. laparotomy 46/82 0.561 (0.447-0.670)

I T
0.0 0.2 04 0.6 0.8 1.0
>
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CELO unfavors ti avors
2 resection IBaacEon resection
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Stagell AJCC v7

Syr rel OS (%)

00| Stage Il

90

Stage lll

80
70

60
50

40
30
20
10

0

¥ B
A A 0

«'\

"”Iu

Q Q Q ND N ND A2 AQ
«Q’Q ™ Q ‘\ ,\; &0;% é\v «’bé «a’e J &Q/

BARCELOMA MUHHESS

Gunderson et al, JCO 2009



Clinical Prognostic Factors for Stage Il Colon Cancer

Definition of High Risk Stage Il Disease

T4
* Poorly differentiated

* Invasion (vascular/lymphatic/perineural)

* Inadequate nodal harvest (<10 SCOT, <12 TOSCA, HORG, ACHIEVE)
* Obstruction

* Perforation

Although no consensus exists on the definition of high-risk stage Il colon
cancer, the European Society for Medical Oncology and American
Society of Clinical Oncology guidelines include T4 lesions, perforation,
and number of analyzed lymph nodes fewer than 10 or 12 as high-risk
characteristics.

Tournigant et al. JCO 2015

BARGELONA Mongress
2019




Overall Survival
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Tournigant et al. JCO 2015




Integrated Analysis of Molecular and Clinial Prognostic Factors in

Stage Il Colon Cancer

1.0
I-!-'+H|-||+|-|-I+H|I-VI+H-I-I-I-I-I-H-|-H-H—|—I— T3NO MSI-H }
----- G |\|S|-H
= T4N0O MSI-H
0.9 1
T3NO MS-L/S =
8 0.8 - — \|S]-L/S
T4NO MS-L/S =
0.7
0.6
| I I I I | | | |
0 12 24 36 48 60 72 84 96 108
Months since Diagnosis
At risk: Number of events
T3NO MS-L/S 251 246 242 230 225 209 138 31 29
T3NO MSI-H 66 66 66 66 66 61 35 9 1
* TANO MS-L/S 57 55 50 46 43 37 26 5 14
TANOMSI-H 20 20 20 19 18 18 14 2 1 MUHEFBSS
Roth AD, et al. J Natl Cancer Inst. 2012 Nov 7:104(21):1635-46




4

Study Schema To evaluate the non-inferiority of 3m vs 6m

High risk | : 3 months
nvestigator
Stage |I choice:
CO lOI"eCtal FOLFOX or R Primary Endpoint: Disease-free survival
Cancer CAPOX
Patients 1:1 6 months

Prospective analysis of four concurrently conducted phase Ill randomized trials

ERRESMDT
ESMO 2019 Sobrero



IDEA Trials Summary (High Risk Stage Il)

HR stage Il Colorectal

Trial Regimen(s) Cancer Patients

Enrolling Country

TOSCA CAPOX or FOLFOX4 Italy

UK, Denmark, Spain,

SCOT CAPOX or mFOLFOX6 :
Australia, Sweden

HORG CAPOX or FOLFOX4 Greece

ACHIEVE2 CAPOX or mFOLFOX6 Japan

*Included 130 rectal patients




Results: Primary DFS Analysis (mITT)
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Results: Primary DFS Analysis:Statistical Conclusions

3m better 6m better
<€ ] >
|
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Inferiority 1 80% Cl, 1.05 to 1.31
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Results: DFS Comparison by Regimen and risk

Interaction P-value

Patients Patients HR Favors 3 months Favors 6 months Raw ’:1‘::‘1[‘:1?:: for
3 month arm 6 month arm  (3m/6m) comparisons
Regimen
CAPOX 1006 979 1.018 0.07 0.20
FOLFOX 615 622 1.408
T stage
T1-3 1091 1094 1.217 0.53 0.78
T4 544 538 1.094
Inadequate Nodal Harvest
Yes 311 304 1.242 0.78 0.78
No 1308 1307 1.162
|
| | | |

0.5 1 1.2 1.5 P

Hazard Raio
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Conclusions

* Overall non-inferiority was not shown for 3 months
* 3 months treatment results in significantly less toxicity

e Similar regimen effect as in stage lll disease
e Strongly suggests non-inferiority for 3 months CAPOX
* Strongly suggests inferiority for 3 months FOLFOX

EERESMVDT
ESMO 2019 Sobrero

SUPERIORITY OF 6 MONTHS FOLFOX
(Garufi)



Relapse-Free Survival
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Duration 3y RFS % HR (95% Cl) &
P-value
0.2
3 months 85.5 1.41 (1.05-1.89)
0.022
0.1 6 months 91.2 ref
0.0
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Patients at Risk Time to Event (months)
Time 0 6 12 18 24 30 36 42 438 54 80 66 72 78 84 a0 96
A 633 609 591 575 555 536 515 476 425 367 298 224 186 132 92 48 20

B 621 592 568 551 528 508 482 447 397 337 277 223 167 125 94 54 25



Relapse Free Survival

RFS by treatment duration and regimen

1.0 o,

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

Patients at Risk

Number of events
A:47 (12.1 %)
B: 31 (12.6 %)
C:71(18.3 %)

Decscla %) = = B:6 mo'CAPOX

_—-— 3 me FOLFOX
Log-rank: Chi2=6.40 df=3 m— + D:.3 mo'CAPQX

m—— A: 6 mo FOLFOX

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
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eUpdate - Early Colon Cancer Treatment Recommendations

Published: 23 September 2019. Authors: ESMO Guidelines Committee

HIGH-RISK VERY HIGH-RISK

T4 MSS and T4 or more than one
<12 lymph nodes VS validated risk factor,
perforation/obstruction consider addition of oxaliplatin:
tumour grade 3, 3 months of CAPOX

in the absence of MSI: 6 months of FOLFOX

6 months fluoropyrimidine

Conclusione di Sara Lonardi



LIQUID BIOPSY

DFS
= 1.04 — legative ctDNA
DFS rate, % 85%,C| g 084 — Positive ctDNA
Negative ctDNA 82,39 79.32, 85,05 5
- 2 “ 064
Positive ctDNA 8412 54.19, 7244 3
Positive vs. negative % 0.4+
HR 1.85 (85%Cl 1.31, 2.61); p<0.001 8 as
» 029 p=00011
LBA30_PR: Analysis of circulating tumor DNA (ctDNA) from patients o
enrolled in the IDEA-FRANCE phase Ill trial: prognostic and pradictive val 01, v - = - . y
for adjuvant treatment duration - Taieb J, et al 0 1 2 3 4 5 6
No. at risk Time since random assignment, years
Study objective Negative ctDNA 696 B30 549 432 277 131 42
* Tonvestigate whether ctDNA can be used as a prognostic or pradictive marker for n,;.'g,,_,‘v-.:_ ctDNA 109 83 85 58 37 15 4
determining mtensity and duration of adjuvant treatment

T1-3 N1
3-month chemotherapy m
mFOLFOX or CAPOX

R Strmtifcation
from the IDEA France 1:1 + Centa T siage. N siage, ECOG PS. ape

T4 and/or N2
6-month chemotherapy m 10+

Taieb J. et al. Ann Oncol 201%:30{suppl)-abstr LBA30_PR

DFS

nFOLFOX o CAPOX = .
Z 08+ TS
PRIMARY ENOPOINT SECONDARY ENDPOINT c e
* DFS « Safety 3 0.6+ L
"Digial pathology s used 1 quantfy the denaltes of CD3e o
and cytotoxic COB4 T 2edln in core tumour and veslve % 0.4+ — 3 months "-Egah‘v'é? ciDNA
margin and converted 1o procetned cut-ofts and grouped as 8 ' A paintlia s aaiiton AAPINDA
eithar iow, intermediate o hugh or as low or miermedate + o — 3 months posiive Ciu NA
high or as & contnuous score Taeb J, et & Ann Oncol 201830 suppl).abatr LEAD_PR 8 0 2 - — 6 monms negatlve CtDNA
2 p<0.0001
0+
0 1 2 3 4 5 6
No. at risk Time since random assignment, years
3-mo negative ctDNA 346 309 269 204 134 60 19
3-mo positive ctDNA 56 37 30 27 18 4 1

6-mo negative ¢tDNA 350 321 280 228 143 71 23



ESMO 2019 — Gl Cancers

Esophagus: established 10 2" line
Gastric: confirmed perioperative approach

HCC: still unmet need (Sorafenib, Lenvatinib,
Nivolumab)

Intrahepatic Colangio: molecular testing possible
(IDH1, FGFR, BRAF and MSI)

Pancreatic: LAPC doublet standard, triplet
possible

Colon: new triplet for BRAF patients; Stage Il still
Fluoropirymidines. Liquid Biopsy: very near ....



