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Nuove Prospettive: tumori non COLON-RETTO

EPATOCARCINOMA R

e CHECKMATE 459 Nivolumab vs Sorafenib

 (G030140 Bevacizumab +/- Atezolizumab

COLANGIOCARCINOMA

e ClarIDHY Ivosidenib vs placebo

* Pemigatinib

CARCINOMA PANCREATICO LOCALMENTE AVANZATO

* GAP gemcitabina vs gemcitabina+Nab paclitaxel

 NEOLAP gemcitabina+Nab paclitaxel vs FOLFIRINOX

CARCINOMA GASTRICO LOCALIZZATO

 PRODIGY chemioterapia peri-operatoria vs chemioterapia post-operatoria
* RESOLVE SOX peri-operatorio vs CAPOX post-operatorio vs SOX post-op
CARCINOMA ESOFAGO-GASTRICO METASTATICO

e ATTRACTION 3 Nivolumab vs Taxani

e KEYNOTE 062 MSI CT vs Pembrolizumab vs CT+Pembrolizumab
 ANGEL Rivoceranib vs Placebo




Nuove Prospettive: tumori non COLON-RETTO

EPATOCARCINOMA
e CHECKMATE 459 Nivolumab vs Sorafenib
 GO030140 Bevacizumab +/- Atezolizumab



Epatocarcinoma: ESMO clinical Practice

Guidelines for diagnosis, treatment and Follow up

Sorafenib® [I, A] . .
mc [t "“"['I';“'c?"“
[1|| Al [l A] '

TACE failure/
. refractoriness
SBRT* SIRT
Brachytherapy* [, cp¢ L
SIRT® :
fil. c] Systemic
therapy
ILA Regorafenib® [1, A]

Cabozantinib® 1, A]
Ramucirumab® [I, A]
Nivolumab® [il, B]

Pembrolizumab® [lll, B]
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 dinic 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



CHECKMATE 459: FIRST LINE PHASE Il RCT OF NIVOLUMAB VS SORAFENIB IN

ADVANCED HCC

Histologically proven advanced HCC n=371 Nivoluamb  HBV: 31% pts
Not eligible or progressed on surgery * / HCV: 23%
locoregional treatment tPD-L1: 18%

Child Pugh Class A ——

n=372 Sorafenib

100 Nivoluma
” 12-mo rate y  Swdemd  ER P
g o n=37 o] valuef 1
$ & 60% = & e Niv  Sor
— . Median 08 164 47 083 00732
T - s : - CR 4% 1%
2 60 /0 (93% (1), months (3% (U&7 O72-100)
g 134) PR 12% 6%
0 I . .
= 40 | OR: 2.41 (95% ClI: 1.48, 3.92)
) | '
- 1 Nivolun
¢ ! 3% | Y
> 2 I 24-mo rate Sarafeni
0 | 33% | Nivolumab Sorafenib ]
| wia No. of events/no. of patients Unstratified HR {85% CI)
0 t . ' + . ' . ' . Y . ' Overall 244 (371) 275(372) -] 0.84(0.71-1.00)
Ge i 87 (147 06 (148 - 0.74 (0.56-0 98,
0 3 6 9 12 15 18 21 24 21 30 33 3B 39> Nowhsia  187(mh)  160(228) Sl 042 0.74-1.16)
Nas < ¢ - .80 ¢ -
o n 5 on oz ow ow SMF L 4 g 5 g E A e i spenie
e W s o = % W = ® " X a X 7 ! BCLC stage A 5(15) 12(18) R — 0.48 (0.17-1.40)
) 37 (53) 40(63) A 1.35(0.88-2.11)
c 202 (303) 223(291) - 0.78 (0.65-0.95)
Child-Pugh score 5 170 (271) 181 (266) - 0.89 (0.72-1.10)
il MI 70 (01} == 1790 57-1 \
Disease etiology HCV infected 54 (87) 54 (86) - 0.71 (0.49-1.01)
. . HBV infected T4 (116) 85 (117) - 0.77 (0.56-1.05)
. Non viral 116 (168) 126 (168) A 0.95 (0.74-1.22)
Primary endpoint: OS 126 166
Vascular invasion and/or  Yes 188 (280) 206 (262) -~ 0.74 (0.61-0.90)
extrahepatic spread No 58 (80) 89(109) —~— 1.14 (0.81-1.62)
Baseline AFP, gL <200 136 (219) 133 (202) =g 0.99 (0.78-1.25)
=200 104 (145) 136 (160) - 0.69 (0.53-0.89)
Yau et al ESMO 2019 N, T
o Al Delhar Saon Dt




CHECKMATE 459: TREATMENT EFFECT IN PREDEFINED

SUBSETS

Tumor cell PD-L1 expression 2 1% Tumor cell PD-L1 expression <1%
Nivolumab Sorafenib HR Nivolumab Sorafenib HR
(n=71) (n = 64) (95% CI (n = 205) (n = 300) (95% CI)®
1005 Median OS, mo 16.1 8.6 0.80 100+ Median OS, mo 16.7 15.2 0.534
(95% CI) (84-223) (5.7-163)  (0.54-1.19) (95% CT) (13.9-18.6) (12.6-18.1)  (0.69-1.02)
. 80 - ORR, n (%) 20 (28) 61(9) - _ 80— OFRR. 1 (%) 36 (12) 20(7) -
S R
2 60- £ 60+
g 2
=] =]
= 40 S 40
E Nivolumab E n Nivolumab
g k& g )
20 - ] 20 Sorafenib
Sorafenib
0 | | ] I | ] ] | I | | I 1 0 I | | ] I | ] | | ] ] | 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months Months
Na. at risk No. at risk

Nivolumab 71 64 53 43 41 38 32 29 2 21 13 7 1 0 Nivolumab 295 257 214 188 167 146 131 115 103 82 50 32 16 O
Sorafenib 64 53 37 20 28 25 23 22 20 17 13 7 1 0 Sorafenib 300 269 231 197 163 144 127 106 92 63 34 23 6 0

Yau et al ESMO 2019



PHASE Ib GO30140

Eligibility Criteria:
* Measurable disease per RECIST

11

Arm A: 1L HCC
* ECOGPS01 Atezolizumab 1200 mg IV q3w +
: [ Until loss of

< Aieamie paaioiisic md e bevacizumab 15 mg/kg IV q3w c:inical o

function | _, Dbenefitor Survival
* Child-Pugh score up to B7 for Am Atezolizumab 1200 mg IV q3w + accémt-a b follow-up

Aand Child-Pugh A for bevacizumab 15 mg/kg IV q3w toxFi)city

AmF
* No prior systemic therapy Atezolizumab 1200 mg IV q3wP

* No prior treatment with
anti-CTLA-4. anti-PD-1 or

3 2 > ° . N 4 - ~ 4 p . (3 o s . . « . ". S e - . -~ ~ : -
anti PD-L1 anfibodies This study includes the first randonused analysis of an immune checkpoint

mhibitor + VEGF ihibitor versus an inunune checkpoint inhibitor alone

2 Stratification factors were geographic region (Asia excluding Japan vs rest of world), macrovascular invasion
and/or extrahepatic spread (presence vs absence) and AFP level (< 400 ng/mL vs > 400 ng/mL). ® Crossover was permitted

Data cutoff: 14 June 2019. Leeetal ESMO 2019



PHASE Ib GO30140: EFFICACY

S CohortA | CobortE

Atezo + Bev Atezo + Bev Atezo
N 104 60 59
Median FU 12.4 months 6.6 months 6.6 months
ORR 36% 20% 17%
mPFS 7.3 months 5.6 months 3.4 months
mOS 17.1 months NR NR

Lee et al ESMO 2019



G030140 ARM F primary

Endpoint: PFS2

Objective: Assess the safety and efficacy of atezolizumab + bevacizumab vs atezolizumab
monotherapy in patients with unresectable HCC

100+ Atezo + Bev ‘ Atezo
Arm F ‘ _ _

90 (n =60) (n =59)
S w0 Events, n (%) 35 (58) 39 (66)
.?E‘! 70 HR (80% Cl)b< 0.55 (0.40 — 0.74)
g 601 P value® 0.0108
i 50 Median PFS 56 34
5 40 (95% Cl), mo (3.6 —7.4) (1.9 -5.2)
g 4] -
g
& 20

104 === Atezolizumab + bevacizumab (n = 60)
=== Atezolizumab (n = 59)

O 4
0 3 6 9 12
Months
No. at risk
Atezolizumab + bevacizumab 60 38 17 7
Atezolizumab 59 25 9 2

a2 |RF RECIST 1.1.® Stratification factors included for analysis are geographic region (Asia excluding Japan vs rest of world) and AFP level (< 400 vs = 400 ng/mL)
at baseline. © Hypothesis testing performed under pre-specified 2-sided a level of 0.2. Data cutoff: 14 June 2019.
Atezo + bev vs atezo in HCC: presented by MS Lee https:/bit ly/2ZAsVBM

LLee et al ESMO 2019



Nuove Prospettive: tumori non COLON-RETTO

COLANGIOCARCINOMA
e ClarIDHY Ivosidenib vs placebo
* Pemigatinib



ESMO guidelines for biliary tract
cancer management

Systemic chemotherapy?
* First-line combination chemotherapy (PS0-1)*
* First-line aemcitabine monotherapy (PS2)
e Second-line chemotherapy | No standard
* |argeted therapy | No standard

*  Avoid percutanecus biopsy m resaciable dseass
*  Asssss Fufure Liver Remrant
+  Assess nead for Portal Vein Embolisation

O it Valle et al Ann Oncol 2016

2 Option of saivage surgery should be considered in responding patierés with inifially noperable diszase
3| evad of racommendaion IV.C
4 Cisplain and gemcizhine [catagory 1], other gemeitabine-based combination [category B8]



Randomized second line phase lll study of FOLFOX vs

active symptom control in advanced biliary tract cancer

Advanced BTC n=81 Active symptom control (ASC)
Disease progression on 1% line GemCis / IHC: 44% pts
Max 6 weeks progression to EHC: 28%
randomisation \ .910
n=81 FOLFOX + ASC GB: 21%
Overall survival by trial arm A ‘;r;: 8
(ASC alone) m(Fo[Féx; 100 Radiological progression-free survival
100 4
Adjusted® Hazard Ratio "7 ‘95352-300-97’ Median PFS 4.0 months
80+ . ; ® 801 (95% Cl 3.2-5.0)
v Median 0OS 5.3 months 6.2 months L o
2 W
= 6-month survival-rate 35.5% 50.6% o =
g 504 12-month survival-rate 11.4% 25.9% % S 607 ORR: 5 %
= = 9
1 CR=33%
=X 20 =5 (SD) 16.0m
: 20 f (CR)  18.4m
! < (D)
. : \H\ujb /‘ | A
0 3 6 9 12 15 18 21 24 27 30 01, : : : : : —. l : : :
Number at risk Months from randomisation 0 3 6 9 12 15 18 21 24 27 30
ASCalone 81 66 28 14 9 7 5 3 1 1 1 Months from fandomisaﬁon

ASC+mfOLFOX 8 64 41 26 21 9 6 4 3 2 0 .
= Number at risk

ASC+mFOLFOX 81 54 26 16 8 2 1 0 0 0 0

Primary endpoint: Overall survival Lamarca et al ASCO 2019



ESMO guidelines for biliary tract
cancer management

Systemic chemotherapy?
* First-line combination chemotherapy (PS0-1)*
* Firsi-line gemcitabine monotherapy (PS2)
e Second-line chemotherapy | No standard
* [argeted therapy | No standard

*  Avoid percutanecus biopsy m resaciable dseass
*  Asssss Fufure Liver Remrant
+  Assess nead for Portal Vein Embolisation

O it Valle et al Ann Oncol 2016

2 Option of saivage surgery should be considered in responding patierés with inifially noperable diszase
3| evad of racommendaion IV.C
4 Cisplain and gemcizhine [catagory 1], other gemeitabine-based combination [category B8]



Integrated genomic and epigenomic characterisation of biliary

tract cancer (BTC)

BFuhePoa Flibw-Neg
iuwah s ngnmn Noietnl [ PacihiarDistni

Liver Flukes:
T8 o o A Clonorchis sinesis — China, Korea, Vietham

I'lhamna BSrgopors WXocaa  BFranos | Bomania §Bead

B s Rrpmes Opisthorchis viverrini: Thailand, Cambodia, Laos

Mostly fluke- Mixed Mostly fluke-negative and

ositive " : : intrahepatic CCA4

Point mutations

¥ |3
E |3
213 - Highest SNV burden Erviched in BAP1 ard
|3 - Enriched in TP53, ARID1A ! : ~enehed in 8
813 ! Ger_!etxc BRCA1/2 mulations Enriched in TP53 IDH1/2 mutations
Cres alterations |. Enriched in H3K27me3-assoc. mulations - Erviched in FGFR alterations
promoter mutatons
bl . ~
o Sopy-number Highest CNA burden
‘% g)l'terahons [ ERBB2 amplification I 1P, 2p, 24, 7p, t
1€p, 19q, 20q
£rsaz 4 FGFR1
Gene e - - Imimune-related pathways FGFR2
expression -TET1Y CTNNB1, WNTSE. -PD1, PDL2, and BTLA FGFRS
AKTT FGFR4
-E2voA
Methylation CpG island CpG shore
phenotype hypemethylaied hypormethylated
Prognosis ( Poorar prognosis I Better prognosis

(S

M — Jusakul et al Cancer Discov 2017



IDH1 mutations in cholangiocarcinoma

Systematic Review

@ Asian countries

@ Non-Asian countries
" ® Mixed population -

o | ® Region(s) not reporte * 45 publications
§ 40- .  Patient n=5,393
£ .o « IDHI mutation found in IHC 13.1%
E EHC 0.8%
£ i - Higher in non-Asian centres compared to
;. '

10 3 g Asian centres (16.5% vs. 8.8%; OR=

ol o Zmn 2.06)

% mIDH1 in ECC % mIDH1 in ICC

*  Most common mutation 1s R132C

* Most frequent co-mutations were
ARIDIA (22%), BAP1 mutation or loss
(15.5%) and PBRM1 (13.3%)

« mlIDHI1 was not a prognostic factor (OS,
PES or TTP)

R132C 63.5%
R132G
R132H
R132L
R132S8

R132V

Other 2.9%

6 10 2'0 3'0 4l0 Sb 6'0 7'0 .
M—, Boscoe et al J Gastrointest. Oncol 2019



ClarIDHdy: phase lll study of Ivosidenib vs placebo in

advanced mIDH1 biliary tract cancer

2: 1 randomisation o '
Advanced cholangiocarcinoma W Ivos;demb 500mg QD orally Crossover permitted
continuous . . .
_m[DHl status by NGS - at radiological disease
1-2 prior therapy (=1 GEM or 5-FU ~—— progression
based) n=61 Placebo

1.0 4 Ivosidenib Placebo

0.0 - + Censored w |vosidenib = Placebo PFS

O-é 1 Hi=0.57 ('9:5:6.,'(310.25, 039 Median, months 2.7 1.4
> b 6-month rate 32% NE
§ el 12-month rate 22% NE
g e Disease control rate 53% 28%
o 04 - (PR+SD) (2% PR, 51% SD) | (0% PR, 28% SD)
w
e 534

02 IHC: 91% pts

0.1 - EHC: 3%

0.0 TRV — A S S S S S S S S —— . 50

0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 Unkllown' 5 A)
Number of patients at risk:
124 105 54 40 36 28 22 16 14 10 9 3] 5 4 3 3 < 1 1 Ivosidenib
61 446 1 6 4 1 Placebo

Survival (months)

Abou-Alfa et al, ESMO 2019



ClarIDHdy: Overall Survival

= Median OS based on 78 events was numerically

- + C d* = Ivosidenib = Placeb
10 ensore _vos' = acene longer with ivosidenib than placebo (10.8 vs.
== Placebo (RPSFT-adjusted)

9.7 months)

- OS rates at 6 and 12 months for ivosidenib:
67% and 48% vs. 59% and 38% for placebo

= Rank-preserving structural failure time
(RPSFT)"2method used to reconstruct the
survival curve for the placebo subjects as if
they had never crossed over to ivosidenib

021 HR=0.69 (95% CI 0.44, 1.10); P=0.06
: = With the RPSFT method, the median OS

HR=0.46 (95% ClI 0.28, 0.75); P<0.001 (RPSFT-adjusted) with placebo adjusts to 6 months

0.0 .
0 1 2 3 4 5 6 ? 8 9101112131415161?18192021222324

Number of patients at risk:

124 117 101 88 75 64 52 49 39 34 30 23 19 16 15 10 9 7 4 3 1 1 1 Ivosidenib
61 55 45 39 34 25 22 19 17 17 14 12 5 4 4 3 2 2 1 1 1 Flacebo
61 55 42 32 22 16 10 4 1 1 Placebo (RPSFT-adjusted)

Survival (months)

Abou-Alfa et al, ESMO 2019



Targeted therapy in molecularly-altereted

advanced cholangiocarcinoma

FRMESMD
019

FIGHT-202: A PHASE 2 STUDY OF PEMIGATINIB
IN PATIENTS WITH PREVIOUSLY TREATED
LOCALLY ADVANCED OR METASTATIC
CHOLANGIOCARCINOMA

Vogel A,' Sahai V.2 Hollebecque A,* Vaccaro G,* Melisi D,® Al-Rajabi R,® Paulson AS,” Borad MJ ® Gallinson D ?
Murphy AG," Oh D-Y," Dotan E,'? Catenacci DV, Van Cutsem E,' Lihou C,' Zhen H,"® Féliz L,'® Abou-Alfa GK'®"

‘Hannover Medical School, Hannover, Nsedarsachsen, Geemany; “University of Michigan. Ann Arbor, M1, USA; *Gustave Roussy, Vilejuit, France; *Providence Cancer
Center Oncology and Hematology Care Clinic, Portland, OR, USA: *Universita degli studi di Verona. Verona, Italy, *University of Kansas Cancer Center, Kansas City, KS,
USA: "Baylor Charles A. Sammons Cancer Center, Baylor University Medical Center. Dallas, TX, USA; *Mayo Ciinic Cancer Center, Scottsdale, AZ. USA; *Mormistown
Memaral Hospital, Carol Cancer Center, Morristown, NJ, USA. *Sidney Kimmel Comprehensive Cancer Cender, Johns Hoplans Universi ty School of Medicne, Ballimore,
MD, USA. ""Secul Nasonal University Hospeal, Secul National University College of Medicine, Seoul, South Korea, “Fox Chase Cancer Center, Phdadelphia, PA, USA;
SUniversity of Checago Medicne, Chicage, IL, USA, "“University Hospitals Leuven and KU Leuven, Leuven, Belgium; *incyte Comporation, Wilmington, DE, USA, "®Memonal
Sloan Ketlenng Cancer Center, New York, NY. USA, "Weill Medical College at Cornell University, New York, NY, USA

esmo.org



FIGHT 202

BACKGROUND

Cholangiocarcinoma

« Several actionable oncogenic alterations have been

gf}(j‘ 'EJW?CCA identified in CCA, including alterations involving FGFR2'~
/": ~ —‘L‘\\ =

> e e FGFR2 fusions or rearrangements are
o :JI/ __.poGA ) « Almost exclusively found in iICCA
v, : = « Presentin 10-16% of patients with iCCA
| " ] Y dC o in the United States and Europe*-*
#’ fa ! » Pemigatinib is a selective, potent, oral inhibitor of

P FGFR1,2,and 37

ICCA pCCA, and SCCA comespond 1o nkshepatic, peshiar, and dsly
cholargocsrancma, respaciively

1. Lowery MA, et al. Clin Cancer Res. 2018;24:4154-61. 2. Nakamura H, et al. Nat Genet. 2015;47-1003-10. 3. Pellino A, et al. Trans/ Gastroenterol Hepatol.
2018;3:40. 4. Ross JS, et al. Oncologist. 2014;19:235-42. 5. Farshidfar F, et al. Cell Rep. 2017;19:2876-80. 6. Graham RP, et al. Hum Pathol. 2014;45:1630-8
1. Liu PCC, et al. Cancer Res. 2015;75(15 Suppl):771 [abstract].

Vogel et al, ESMO 2019



FIGHT 202

e

FIGHT-202 STUDY DESIGN

. Phase 2 open-label, single-arm study evaluating the efficacy and safety of pemigatinib in patients with
previously treated locally advanced or metastatic CCA (NCT02924376)

« Sites opened in the United States, Europe, Middle East, and Asia

Patients Cohort A (planned, N = 100)
+ Adults with locally advanced or FGFR2 fusionsirearrangements

metastatic CCA = Oral pemigatinib
+ Documented FOFFFGFA saus sl
* Progression after 21 prior therapy = : (2 weeks on, 1 week off)
+ ECOGPS =2 ) ) Cohort C (planned, N = 20)
* Adequate hepatic/renal function No FGF/FGFR genetic alterations

Primary endpoint: Confirmed ORR in cohort A by independent central review
Secondary endpoints: ORRin cohorts B, A + B, and C; duration of response, disease control rate,
PFS, OS, and safety in all cohorts

* Patients prescreened for FGF/FGFR status, documented either centrally (FoundationOne®, Foundation Medicine), based on local assessment, or
an existing Foundation Medicine report. Retrospective central confirmation of locally documented FGFRFGFR status was required.

Vogel et al, ESMO 2019




FIGHT 202: response

Cohort A (n=107) Cohort C (n=18)

FGFR2 Fusions/ Other FGF/FGFR No FGF/FGFR

Variable Rearrangements Genetic Alterations Genetic Alterations
ORR (95% CI), % 35.5 (26.50-45.335) 0 0
Best OR,* n (%)

CR 3(2.8) 0 0

PR 35 (32.7) 0 0

SD 50 (46.7) 8 (40.0) 4(22.2)

PD 16 (15.0) 7 (35.0) 11 (61.1)

Not evaluablet 3(2.8) 5 (25.0) 3(16.7)
Median DOR (95% Cl), mo 75(5.7-14.5) — —
DCR (CR + PR +SD) (95% Cl), % 82 (74—89) 40 (19-64) 22 (6-48)

Vogel et al, ESMO 2019



FIGHT: OS e PFS

10119 Median PFS (95% C1), mo
1.0 1—;\ Median ©S (25% CI), mo pol1 \ Cahert A 6.9 (6.2-8 6)
| -~ -
F 215 Ny rorne R e 08 1 i A o
'; 08 LL QR S salgbasnld Median OS in cohort A o2 07 | 1.7(1.3-1.8)
2 074 Ay \L_‘_\ ohr 40i23-65) ot mahute of dals cuicl 25 d | \_\
g L ey g E-]
& 084 \ﬂ_ (40 avents) 5 z 06 1 \ﬂ
= o |
g, O8qesiree f e e e e ba i """'“""1 """""" g 05
; 04 g e H = j
» | 52 044 { |
;oo = § —
$ 02 gz 03 L L\_\l—
¥ & A S ‘
2 | 02 — 1 s S
0 | S
Q 2 4 8 4 10 12 12 1% 18 20 22 24 28 01 - | S—
Mot ek Rl Time to Events {Months) 0 : . :
oot AT 02 W w 713 2 4 M M 12 9 3 o [ 0 2 4 L] 8 10 12 1" 16 18 20 2 24
CohortBl 20 W W » 7 € 4 2 1 1 o [ o [
HC 88 19 8 t 4 y N " " 9 . . { 0 Ko, st Risk Time to Events (Months)
CototA 107 36 75 ] k14 2 14 " 7 4 2 0
Goton8 20 [ 6 4 ? 0 0 ] 0 n n 0 0
Madion (range) dormion of folow-ap, mo 154 (1.0-24.7) 108 (10 2-215) H2220-201) oted " 3 1 ] 0 [} 0 ] 0 0 0 C

Mecuan (rango) dirason of treotment. mo T2 022409 1A 129 130247

The study was not designed to compare cohorts.

Vogel et al, ESMO 2019



Nuove Prospettive: tumori non COLON-RETTO

CARCINOMA PANCREATICO LOCALMENTE AVANZATO
* GAP gemcitabina vs gemcitabina+Nab paclitaxel
 NEOLAP gemcitabina+Nab paclitaxel vs FOLFIRINOX



GAP and NEOLAP In locally

advanced pancreatic cancer

(}JAP1 emitabine %3 ~
® Ifno PD — CAP + RT

IF\’ emcitabine + nab-
NEOLAP? BT Cometabne taab A

paclitaxel x 3
Biopsy

5t
roment 1163 p N
LAPC® R Exploratory ~ ROR{
ECOG <2 === === 11 Laparotomy* —> Resection —» | Sxnab-PsGem

Bili < 2 mgia1 \ /
N=168 n=66 obligatory for all pts without progressive disease

wk 0 wk 8 wk 16

* assessed by local MDT ICascinu et al ESMO 2019:
ZKunzmann et al ESMO 2019



GAP and NEOLAP In locally

advanced pancreatic cancer

GAP!

8 4

u

~ .

.Z_D

=

el

2g

a° \

& J

o

8 ]

o L T T T T T

6 12 18 24 30 236 42 48 54 80
Months

Number at risk

Gem 57 3% 16 8 S5 ©0 O 0 ©0 ©0 0
Gem/NabP 63 51 26 18 11 7 4 2 1 1 0

| Gem ——— Gem/NabP |
Gem 39 10.7 months 83-124

Gem/NabP 43 13.1 months 10.0-18.3
HR 0.65; 90%Cl 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%

nab-P+Gem sqFOLFIRINOX

ICascinu et al ESMO 2019:
ZKunzmann et al ESMO 2019



NEOLAP Overall Survival

m-m:;' va:ﬂgu 0 H k. lnociv::mu !vz’g‘:rzml
+ Cansor 09 o
08~
i Sor
% e E 06
: :
E ! 0s
. "
5 £
i | N
ﬁ.g e
02
o
o 6 12 L] M 0 * a2 4n
0 6 2 L] 24 0 % L “w Time (1 months)
Tme (in montns) Pabents-ot-Risk
Panents-at-Risk Yes 46 a3 0 2] 5 1 1 1 o
FOLFIRINGX 60 53 o 18 6 1 ' 0 No 1 66 17 1% 3 o
Gemcitatener nab-Pacitam a2 56 4 2
Events/ Median 95% CI
N th
Eventss  Median 95% CI Umonte)
N (months)
— Resected (RO/R1 16/46 27.4 14.7 - n.r.
— sqFOLFIRINOX 460 225  147-287 (1
— Not resected 60/119 14.2 12.2-18.8
— nab-P+Gem 28/62 17.2 142-219 s baces s
Overall 761165 17.2 13.8-203
HR 0.73 (95% CI: 0.42 - 1.28)
L HR 0.45 (95% CI: 0.26 - 0.78)
Median follow-up: 13.8 months p (log-rank) = 0.0035

Median follow-up: 13.8 months

Kunzmann et al ESMO 2019



Nuove Prospettive: tumori non COLON-RETTO

CARCINOMA GASTRICO LOCALIZZATO
 PRODIGY chemioterapia peri-operatoria vs chemioterpia post-operatoria
* RESOLVE SOX peri-operatorio vs CAPOX post-operatorio vs SOX post-op



BARCELONA Mongmss
2019

A PHASE |l OPEN LABEL RANDOMIZED STUDY OF NEOADJUVANT
CHEMOTHERAPY WITH DOCETAXEL, OXALIPLATIN AND S-1 (DOS)
FOLLOWED BY SURGERY AND ADJUVANT S-1, VS SURGERY AND
ADJUVANT S-1 FOR RESECTABLE ADVANCED GASTRIC CANCER
(PRODIGY STUDY)

Y.-K. Kang, J.H. Yook, Y.-K. Park, Y-W. Kim, J.Y. Kim, M-H. Ryu, S.Y. Rha, |.-J. Chung, |.-H. Kim,
S.C. Oh, C.-H. Yoo, J.-H. Choi, D.Y. Zang, G.J. Kim, Y.J. Lee, S.-H. Noh

Presenter: Professor Yoon-Koo Kang

Department of Oncology, Asan Medical Center,
University of Ulsan College of Medicine, Seoul, South Korea

Contact: ykkang@amc.seoul.kr €Smo0.org




PRODIGY: Randomised phase |l study In

gastric and GEJ adenocarcinoma of peri-op

Histologically confirmed n=266 CSC
¢T2,3/N(+) or ¢cT4N, . / DOS x 3 — D2 resection — S-1 x8

gastric or GEJ — "

adenocarcinoma n=264
D2 resection — S-1 x8

0s

HR = 0.84 (95% CI 0.60-1 18)

)6 - p=0.3383, stratfied log-rank

)7 CSC
0 4 SC

Primary endpoint: 3years PFS

h¥ HR = 0.70 (95% CI 0,52-0.95) Ig
D# p=0.0230, stratified log-rank § _
08 g
0+ N-9% E 1 HR=0.84 (95% C1 0.60-1.19)
16 - csc % p=0.3383, stratified log-rank
5 55.6% SC ) <30% OS events observed thus far, therefore very

low power

Proportion surviving

)1
G 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time from randomization {(months) % with svents

CSC 238 220 212 196 182 153 123 103 86 69 64 47 33 17 0 23%
BC 246 224 208 194 179 167 139 115 95 81 68 54 41 17 0 2

s Median follow-up 37 4 months

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time from randomization (months)
CSC 238 206 186 172 155 138 110 95 78 62 51 37 17 3 0

sC 246 193 174 161 150 132 113 66 81 67 62 42 31 N1 0
Kang et al ESMO 2019



RESOLVE STUDY

ERRESVD ™™
2019

PERIOPERATIVE CHEMOTHERAPY OF OXALIPLATIN COMBINED WITH S-1 (SOX)
VERSUS POSTOPERATIVE CHEMOTHERAPY OF SOX OR OXALIPLATIN WITH
CAPECITABINE (XELOX) IN LOCALLY ADVANCED GASTRIC ADENOCARCINOMA
WITH D2 GASTRECTOMY: A RANDOMIZED PHASE Illl TRIAL (RESOLVE TRIAL)

JJi, L.Shen, Z.Li, X.Zhang, H.Liang, Y.Xue, Y.Wang, Z.Zhou, J.Yu, L.Chen, Y.Du, G,Li, G.Xiao,
D.Wu, Y.Zhou, C.Dang, Y.He, Z.Zhang, Y.Sun, Y. Li,

Peking University Cancer Hospital, Beijing, China

Abstract 3635, LBA-42 on behalf of the RESOLVE Investigators esmao.org



RESOLVE: Randomised phase lll study In
gastric and GEJ adenocarcinoma of peri-op

SOX vs post-op SOX vs post-op CAPOX

- =345 , AMA
Histologically D2 surgery — CAPOX x8 cycles
confirmed cT4aNl1 1=340 AR
or cT4bNam gasiric D2 surgery — SOX x8 cycles
or GEJ
adenocarcinoma n= 3%7 SOX X; — D2 surgery —SOX x5 followed by

S-1 %3 cycles
Primary endpoint: 3-year DFS

Arms A vs. C: superiority; A vs. B: non-inferiority

Jietal ESMO 2019



RESOLVE primary comparisons

ARMs A vs. C

104" wmay
i 1 e A: D2—XELOX
N e C: SOX—+D2—+S0X
e T

9 0.8 ge B8 M X
g By i R T

0.6 — P - ——— iy
= M i o) VI VPR
[7)] b ey
o
; — 3y-DFS | HR (95% CI) P
S A: D2—-XELOX 54.78% 0.79 0.045
] (0.62,0.99)
O 024 C: SOX—D2—S0X 62.02%

0.0

T T T T T
0 5 10 15 20 25 30 36
Months

No. at risk

A M5 314 267 228 206 m 148 116

C 337 307 27 248 223 188 156 17

ARMs Avs. B

1.0 4 b
Ty ) A: D2—XELOX
B B: D2—S0OX
Q—L\'-.
i S
£ %67 e
@ e
$ .. 3y-DFS | HR (95%cCI) NI*
1]
[}
3 A: D2—XELOX 54.78% 0.85 1.33
8 02+ (0.67.1.07)
B: D2—SOX 60.29%
0.0+
0 5 10 15 20 25 30 36
Months
No. at risk
A 345 34 267 228 206 m 149 116
B 340 309 268 27 215 188 158 123

Jietal ESMO 2019



Nuove Prospettive: tumori non COLON-RETTO

CARCINOMA ESOFAGO-GASTRICO METASTATICO

* ANGEL Rivoceranib vs Placebo

e KEYNOTE 062 MSI CT vs Pembrolizumab vs CT+Pembrolizumab
e ATTRACTION 3 Nivolumab vs Taxani



Apatinib in gastric cancer

EEMESMD |

Randomized phase 3 ANGEL study of rivoceranib

(apatinib) + best supportive care (BSC) vs placebo
+ BSC in patients with advanced/metastatic gastric
cancer who failed 22 prior chemotherapy regimens

Kang Y-K, Kang WK, Di Bartolomeo M, Chau |, Yoon H, Cascinu S, Ryu M-H, Kim JG, Lee K-W,
Oh SC, Takashima A, Kryzhanivska A, Chao Y, Vladimirov V, Evesque L, Schenker M, McGinn A,
Sankar N, Wyrwicz L, Boku N

Presenting author: Professor Min-Hee Ryu, Department of Oncology. Asan Medical Center,
University of Ulsan College of Medicine, Seoul, South Korea

Kang et al, ESMO 2019



Background

®\

n=176 Apatinib 850mg once daily po

Progression free survival " Overall survival

-+~ Apatinib -+ Apatinib

= 1.0—&'2 1.0 4w
E -+ Placebo 2 ~+~ Placebo
U;) 0.8 ] 0.8 - Y
e > = B,

® = s = B

o e 5 = 06 \

-

= 8 ==

c a2 —

O P 0 ® S 04-

9 == S =

ot 0.2 4 Logrank P < .0001 o 0.2 Log-rank P = .0149

L=}

2 Py

(= T T T T T

] T  ; Ll T L}
0 5 10 15 20 25 30 o 5 10 15 20 25 30
Time (months) Time (months)

No. at risk No. a‘t .ﬂsk
Apatinib 176 27 a 2 1 1 Apatinib 176 98 39 16 7 Z
Placebo 91 a 1 1 1 Placebo 91 38 8 3 3 (o]

Lietal] Clin Oncol 2016



ANGEL.: a global randomized

phase Ill study

[ Screening period ] [ Treatment period ] [ Follow-up period ]
-28 days from baseline 28-day cycles After end of treatment
/Hain eligibility criteria\ C Primary endpoint N

Overall survival
Advanced/metastatic (ITT population)
adenocarcinoma of the
stomach or .
gastroesophageal junction 21 — Second.ary endpmn_ts
Progression-free survival
Failure of 22 prior lines of Objective response rate
chemotherapy Disease control rate
ECOG PS <1 Quality of life
\ / \ Safety /
Patients stratified by Treatment given until disease progression,
» Geographic region intolerable toxicity or withdrawal of consent

(Asia vs North America/Europe)
» Disease measurability
* Prior ramucirumab use
* Line of therapy (3rd or =4th) Tumor evaluation by CT/MRI g2 cycles (RECIST 1.1)

Patients allowed to continue treatment after PD
(at investigators’ discretion)

Kang et al ESMO 2019



100 -
Median Patients HR
follow-up withevent  Median OS (95% CI) p value
80 w Rivoceranib 137 months  250(81.2%) S8months 093
: 0.4850
= — Placebo 121months  119(783%) 5.1months (074113
5 g0
o
P  eeerscoscoanna 5.8 months
n |
= 5.1 months |
E 40 - |
3 |
L !
20 - |4
2 —_—————e———
0 T : :l T T ' | T
0 3 6 9 12 15 18 21 24
Time from randomization (months)
No. 308 239 143 74 32 18 8 5 |
atrisk 152 108 62 30 16 6 5 2 0

Kang et al ESMO 2019



ANGEL: OS and PFS in 24 line

patients

Overall survival

100 7

Progression-free survival

— Rivoceranib + BSC
— Placebo + BSC

| 3.5 months HR=0.38 (95% CI 0.27-0.53)

p<0.0001

Baam?

100
— Rivoceranib + BSC
a0 4 — Placebo + BSC a0 4
2 =y
5 Fo
g 607 & 601
g—_ 6.3 months HR=0.65 (95% CI 0.46-0.92) g_
= 4.7 months H_LLLL p=0.0195 5 17
2 40 2 40
< c
= =
(7] 7]
20 20
o T T T T T T T T 0
0 3 [ 9 12 15 18 21 24 0
Time from randomization (months)
No. 122 102 64 35 12 6 5 3 1 No. 122
atrisk 63 47 24 k] 1 1 1 0 atrisk 63

T T T T T
[ 9 12 15 18

Time from randomization (months)

28 12 2 1 0
3 0 0 0 0

Kang et al ESMO 2019



Randomized first line phase Ill Pembrolizumab

study in gastric and GEJ adenocarcinoma
KEYNOTE-062 MSI subgroup

e _—
e

sy AmA MSI

Previously untreated Placebo + Cisplatn/FP 8%
advanced PD-L1 =257 Am B
+ve gastric or GEJ @ Pembrolizumab + Cisplatin/FP 7%
adenocarcinoma \ Am C
=256 Pembrolizumab alone 5%

Primary endpoint: PD-L1 CPS >1 PFS and OS
Co- endpoint: PD-L1 CPS >10 PFS and OS

Arms A vs. B: superiority; A vs. C: non-inferiority
Shitara et al ESMO 2019; Tabernero et al ASCO 2019



Pembrovs CT: OS InITT

CPS 21 CPS 210

Events HR (99.2% CI) NI Events HR (95% Cl)

10
Pembro 79% 0.91 1.2 Pembro 66% 0.69
904 Chemo 86% (0.69-1.18) Chemo  83% (0.49-0.97)
80+
704 12-mo rate 1?-mo rate
:{,Z" 24-mo rate 2;:;: i 24-mo rate
~e 609 S 27% e 1 39%
S S o
B 19% 5 1 22%
50 :
8 Median (95% CI)* 8 ! Median (95% Cl)
40+ 106 mo (7.7-13.8) 174 mo (9.1-23.1)
11.1 mo (9.2-12.8) 10.8 mo (8.5-13.8)
304 30+
20' 20' !
10; 101 :
0 L L) LS L L] L L) L LS L L] L o L L L L L LJ 5 L} - L L L -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months No. at risk Time, months
256 201 162 139 120 107 94 83 59 38 23 12 4 0 0 92 Al 62 56 62 5 45 40 32 22 13 9 4 0 0
250 230 192 144 114 94 75 49 38 21 15 6 2 2 0 90 B2 70 53 42 33 28 20 16 8 7 3 0 0 0

NI, non-inferiority margin. *HR (95% CI), 0.91 (0.74-1.10), P = 0.162 for superiority of pembro vs chemo Data cutoff: March 26, 2019.

Shitara et al ESMO 2019: Tabemero et al ASCO 2019



Pembro vs CT: OS in MSI-H group

CPS 21 CPS 210

Events HR (95% CI) Events HR (95% CI)
1004 Pembro 36% 0.29 100, {1210 rate Pembro 27% 0.21
904 i;g-n;?o rate Chemo 79% (0.11-0.81) 904 } 82% Chemo 80% (0.06-0.83)
547% ! 24-mo rate 50% L4 24-morate
804 ' b 71% 804 ?-|82%
i L 126% E 30%
704 5 '-l 70 L T
< 601 i i Ll L1 13 < 604 E
5 50 i > 50 i
8 H ' Median (95% CI) 8 ! Median (95% CI)
404 | ; NR (10.7-NR) 404 : NR (10.7-NR)
E ! 8.5 mo (5.3-20.8) ; 13.6 mo (3.8-25.8)
301 5 ; 30 :
20: i 20/ i
; : : ) S
101 ' : 104 - :
0 L] L] L] E L} L} L} E L] L] L] L] L] L 0 L] L] L] E L] L] L] : L] L n n L] a
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months No. at risk Time, months
14 13 13 13 11 10 10 10 9 6 4 3 2 0 O 11 10 10 1 9 9 9 9 8 5 3 3 2 0 0
19 18 13 9 9 8 7 5 4 3 3 0 0 0 O 0 0 8 5 5 5 5 3 2 1 1 0 0 0 0

Data cutoff: March 26, 2019.

Shitara et al ESMO 2019



Pembro vs CT: PFS and DOR In

MSI-H group (CPS21

ORR Median DOR
1004 Events HR (95% Cl) 1004~ Yo months (range)
904 Pembro 64% 0.72 2 904 Pembro 571 21.2(1.4+ 1o 33.6%)
Chemo 79% (0.31-1.68) Py Chemo 36.8 7.0 (2.0 to 30.4+)
804 » 804
c
701 2 704
o 12-mo rate )
= 609 43% D 604
o 28% 14
& 50 £ 50
L Median (35% CI) ° 2 . P
404 11.2 mo (1.5-NR) + 404
6.6 mo (4.4-8.3) S
30s = 304
i ] ©
201 |—| & 20,
10+ 104
o . Ll L L L L L . L v L . - o Ll L Ll Ll L Ll L) L L Ll Ll L) L) L)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4
No. at risk Time, months No. at risk Time, months
48 T 8 H K OB 8§ 3 2 B B @B o4 © 8 B B 8 8 § 4 32 22 0 M
10 14 10 6: 6" 66 2 2 % & 0 0 O O 7 Bl 5 RS 3 2 20 @ 2 F el 8P

PFS and response assessed per RECIST v1.1 by biinded independent central review, Data cutoff: March 26, 2019

Shitara et al ESMO 2019



Pembro+CT vs Pembro: OS in MSI-H group

CPS 21 CPS 210

Events HR (95% CI) Events HR (95% Cl)
100 Pembro + Chemo 35% 0.37 100 I ?ﬁjﬂw rate Pembro + Chemo 27% 0.26
00+ Chemo 79% (0.14-0.97) 90+ 50% Chem? 80% (0.07-0.99)
12-mo rate ! %f:mo rate
801 1% 24-mo rate 801 I H .’IAO‘;
A47% 65% 2 S AL A U ’
70 I q26% AL L LA | | 70. E
58 60+ e 60+ E
8 ) L Median (95% ClI) 8 0 E Median (95% ClI)
404 NR (3 68-NR) 404 ' NR (3.6-NR)
8.5 mo (5.3-20.8) H 13.6 mo (3.8-26.8)
301 30+ bt :
20+ —I_I.J.l 204 ' i
101 i 10/
0 L] L] L] L L] L] I: L Ll L] L] L] L 0 L] L} L] L LJ L E L} L] L) L L -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
—— Time, months Noiat it Time, months
17 14 o 42 12 9 0 11 B 8 4 1 1 0 0 11 10 9 9 9 9 9 8 6 5 2 1 1 0 0
19 18 13 9 9 8 7 5 4 3 3 0 0 0 0 10 10 8 5 5 5 5 3 2 1 1 0 0 0o 0

Data cutoff: March 26, 2019.

Shitara et al ESMO 2019



ATTRACTION-3: Randomized second line

phase lll study in squamous oesphageal
carcinoma (SCC) with Nivolumab

Unresectable advanced or n:p_()g/v Taxane (docetaxel or paclitaxel)
recurrent SCC oesophagus R
Refractory to or intolerant to 1
prior line platinum + FP therapy =910 Nivolumab 240 mg every 2 weeks
FIRST ENDPOINT: OS

Nivolumab Chemotherapy

100 7 (n=210)*  (n=200)*
Median OS,» mo 109 8.4
80 - (95% CI) (9.2-13.3) (7.2-9.9)
HR (95% CI) 0.77 (0.62-0.96)
. P value 0.019
2 60
n 12-mo rate 18-mo rate
o i i
40 - 1 !
i
]
20 . ; ! L - NiV?LUm.ab
47% 31% Chemotherapy
o 34% 21% : 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months
Nivolumab 210 182 167 147 126 1" as az 70 60 A3 25 " 13 T 4 3 1] (1]

Chemotherapy 200 14 o 57 L AL

» Nivolumab provided superior OS, with a 23% reduction in the risk of death and a 2.5-month improvement
in median OS, versus chemotherapy
Cho et al, ESMO 2019

“Intent 0 treat populstion, "Minkmnum follow up. 176 months
Cl, confidence inlesval, mo, months



Treatment Paradigm In
advanced/metastatic SCC oesophagus

CHECKMATE 648’

Inoperable/metastatic/reccur S

rent SCC oo 19 endpoint:
(R Nivolumab + Cisplatin + 5-FU OS and PFS in
PD-L1 TPS =1
Nivolumab + ipilnnumab

Platinum+FP based — KEYNOTE 5902

CT 0=700  Cisplatin + 5-FU 19 endpoint:
PN 0S and PFS m
R) \\ PD-LI CPS 210
Cisplatm + 5-FU + pembrolizumab

Nivolumab Pembrolizumab if PDL1 CPS>10

N7

Taxanes or lrinotecan 'Ajani et al ASCO GI 2019 NCT03143153;
2Kato et al Future Oncol 2019 NCT03189719



TUMORI GASTROINTESTINALI

Nuove Prospettive: tumori NON
colon-retto
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ClarlDHy: Baseline characteristics

Ivosidenib Placebo

Characteristic (n=124) (n=61)
Randomization strata, n (%)

1 prior line of therapy 66 (53.2) 33 (54.1)

2 prior lines of therapy 58 (46.8) 28 (45.9)
IDH1 mutation, n (%)

R132C 84 (67.7) 45 (73.8)

R132L/G/S/H 21(16.9); 17 (13.7); 2 (1.6); 0 7 (11.5); 6 (9.8); 1 (1.6); 2 (3.3)
ECOG PS score at baseline,* n (%)

0 49 (39.5) 19 (31.1)

1 74 (59.7) 41 (67.2)
Cholangiocarcinoma type at diagnosis, n (%)

Intrahepatic 111 (89.5) 58 (95.1)

Extrahepatic/Perihilar 5(4.0) 1(1.6)

Unknown 8 (6.5) 2 (3.3)
Extent of disease at screening

Local/regional 9(7.3) 5(8.2)

Metastatic 115 (92.7) 56 (91.8)

*Two (2) patients had an ECOG worsen to 2 (placebo) and 3 (ivosidenib) at baseline assessment upon study start.



ClarIDHdy: phase lll study of Ivosidenib vs placebo in

advanced mIDH1 biliary tract cancer

Placebo Ivosidenib
TPro gression
free survival T toxicities

7T Overall
survival &, Quality of life

Clinical

benefit
Abou-Alfa et al, ESMO 2019



FIGHT 202: AE

Adverse Event, n (%)

Hyperphosphatemiat 88 (60) 0 . Hyperphosphatemia® managed with a low phosphate
Alopecia 72 (49) 0 diet, phosphate binders, and diuretics, or dose
Diarrhea 68 (47) 4 (3) reduction/interruption

Fatigue 62 (42) 7 (5) + Allgrade 10r?2

Nail toxicities 62 (42) 3(2) - Few(n=3)required dose

Dysgeusia 59 (40) 0 reductions/interruptions

Nausea 58 (40) 3(2) + Hypophosphatemia® occurred in 23% of patients
Constipation 51 (35) 1(1) «  Most common grade =3 AE (12%)

Stomatitis 51 (35) 8 (5) + None clinically significant/serious; none led to
Dry mouth 49 (34) 0 discontinuation/dose reduction

Decreased appetite 48 (33) 2 (1) . Serous retinal detachmentt occurred in 4% of patients
Vomiting 40 (27) 2 (1) + Mostly grade 1/2 (grade =3, 1%)

Dry eye 37 (25) 1(1) « None resulted in clinical sequelae

Arthralgia 36 (25) 9 (6)

Vogel et al, ESMO 2019



FIGHT 202: ORR

ORR BY SUBGROUP (COHORT A)

Objective

No. of Response Rate
Subgroup Patlents (95% CI)
All patients 107 35.5 (26.50-45.35)
Age group
=65 years 82 s e— 34.1 (24.03-45.45)
65-<75 years 20 40.0 (19.12-63.95)
=75 years 5 - 40.0 (5.27-85.34)
Sex
Male 42 J 31.0 (17.62-47.09)
Female 65 38.5 (26.65-51.36)
Race
White 79 —— 34.2 (23.87-45.71)
Asian 11 { 36.4 (10.93-69.21)
Other 17 t 1 41.2 (18.44-67.08)
Region
North America 64 35.9 (24.32-48.90)
Waestern Europe 32 ’ 40.6 (23.70-59.36)
Reast of world 11 | 18.2 (2.28-51.78)
ECOG status
0 45 1 48.9 (33.70-64,23)
1o0r2 62 1 25.8 (15.53-38.50)
Motastatic disease present
Yes 88 ——— 33.0 (23.30-43.79)
No 16 ' 50.0 (24.65-75.35)
Lines of prior therapy
1 line 65 36.0 (25.28-49.80)
2 lines 29 1 34.5 (17.94-54.33)
=3 lines 13 30.8 (9.09-61.43)
FGFR2 rearrangemant partner
BICCH a1 + 1 32.8 (16.68-61.37)
Other 78 38.8 (26.06-48,69)

T v T L) T T ] T . T T 1
0 10 20 30 40 50 60 70 80 90 100

Objective Response Rate (%)

Vogel et al, ESMO 2019




PD-1 antibody has a consistent beneficial

OS effect in SCC oesophagus
ATTRACTION 3!

1007 Nivolumab  Chemotherapy
(n=210) (n=209)
807 Median 0S,® mo 10.9 8.4
- (95% CI) (9.2-13.3) (7.2-9.9)
S 607 HR (95% Cl) 0.77 (0.62-0.96)
o -mo rate 18|-mo rate ;o 0.019 2
S 401 i KEYNOTE 181
- n_420 1 Nivolumab
20
1 1
47% 31% Chemotherapy 1007 - ¥
O T T T T T 3l4e/Q T T 2|1 O/Q T T T T T T T T .y 9071 (s;":cn Mﬁ:_r:;nc?)‘o TS
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 :z s | w
No. atrisk Months * =0
Nivolumab 210 182 167 147 126 1" a5 a2 70 60 43 25 17 13 7 B 3 0 0 8 50 1
Chemotherapy 208 168 169 126 106 &4 a8 57 48 40 27 17 12 B 2 1 1 1 D 40 1
30 i
20 1 i M
10 1 H TR
i
5 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 234
i . o PRI

ICho et al ESMO 2019; Kojima et al ASCO GI 2019

MARSDEN



Pembro vs CT. OS in non MSI-H group

CPS 21 CPS 210

Events HR (95% CI)

10 Events HR (95% CI)
90 Pembro 81% 0.94 Pembro 72% 0.76
Chemo 87% (0.77-1.14) Chemo 84% (0.54-1.09)
80+
70y 12-mo rate 12-mo rate \
60 45% zz-mo rate 539% i g‘z-mo rate
L ” 24% e 5 1 33%
a&n 46% 10% °\_~ :_h% 121%
S0 rrererrereecreneecen ,
8 Median (96% CI) 8 : Median (95% CI)
404 96 mo (7 2-124) i 16.0 mo (7.7-20.6)
11.2 mo (9.9-12.6) ! 10.8 mo (8.2-13.8)
304 304 !
20+ 20+
10; 10+
o L L Ll L L L L L L - LJ - o L) L] - L - LJ L) L - L] L L -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months No. at risk Time, months
242 188 149 126 100 97 84 73 50 32 19 ) 2 0 0 a1 61 652 46 43 M4 36 31 24 17 10 G 2 0 0
231 212 179 135 1056 86 68 44 a4 18 12 6 2 2 0 80 72 62 48 37 28 23 17 14 7 (5] 3 0 0 0

Data cutoft: March 26, 2019

Shitara et al ESMO 2019



Patients with
stage II & 111
gastric cancer; =
D2 or more
dissection

L)
¥

(ACTS-GC)

Overall survival (total population)

n=529

r

n=530

S-1

I, O 66 DA% C1, 0540 1 0 02N

Overall Survival (%)
3

(:)ljscrvat ioll ::l.l Overall ';u:\;tvnl L]
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CLASSIC: trial design

CAPOX
= s ik 2
Patients with surgically n=520 » Oxaliplatin 130mg/m

resected GC, stage II Capecitabine 2,000mg/m?/day for 14 days
). b )
I11a or IIb disease. q 3 weeks for 8 cycles

D2 dissection _
n=515 Observation

* Primary outcome: 3-year DFS

* Secondary endpoints: overall survival, response rate, safety
&+ To increase 3-year DFS from 56.2% to 65% (HR=0.75) with adjuvant

: A,\; CAPOX, 512 patients required per arm to observe 385 DFS events

crove  (80% power; 2-sided p=0.05)
[ARSDEN Bang et al. Lancet 2012



CLASSIC: survival outcome

: Disease free survival ; Overall survival
luu-%/\_{y‘ e Olysecvation alone "’"‘%

— Adjuvant capecitabine and oxaliplatin y s
- N 5 g 90 ‘_‘_‘%(“—* -
N T y
7 e L LLY 1
oo Ly o so:] S 14’///-’///%%, Y,
Ll sy CTHLE B84, 1 it 1ty
&‘4‘ E 7P G 70 87777 )
704 ity Ty s 4 gy, 2, 2 /Mww‘,{
iy, @, . 4,

= L L LLd, 60+ Veariy
B g (g 7778
. e b2

Overallsurvreal (%)

HR: 0.58; 95% CI:0.47-072  “ ' HR: 0.66; 95% CI:0.51-0.85

| p<0.0001 | p=0.0015

Disgase-free sumvival (%,
&

10 -
66 (95% €1 051-0-85; p=C
o T T T ) MY T AT e N P T MR PR TR N T R USSR (TR MR ) T Ry, o |
0 e Sk Gl ) i O S e e © 3 & 5 12 15 18 31 24 3 3o 33 56 39 42 45 48 51 54 47 60 63 66 69 72 75 78
o 3 b 9 1 15 18 2 )4 7 2 33 3!- 39 42 45 48 51 S4 57 6 63 66 69 72 75 Number at risk o (rvonths)

oher aLrisk Obiseriation slone. ‘515 b 460 451 443 431 415 407 395 379 369 362 44 329 316 784 247 222 194 163 137 107 §1 60 33 3 0
wwwwww alone 515 443 416 389 354 342 328 319 306 257 287 269 236 205 196 195 145 115 310 104 55 27 27 26 10 © Osgevatior 2 4
capacitabing 520 463 443 426 411 354 376 3654 353 345 341 332 302 260 264 256 191 155 152 148 86 42 40 37 11 O “’"“":_; «I-‘I”M 520 468 461 457 439 434 476 418 405 397 382 176 6% 361 333 294 246 220 200 169 126 92 67 4 U @
o oeakiplatin At

5 year DES 5 year OS
53% Surgery alone 69%
68% Adjuvant CAPOX 75%

HE ROYAL

IARSDEN Noh et al Lancet Oncol 2014



== MRC MAGIC study

—
o

1.0
0.9° HR=0.66; 95% CI: 0.53— 0.91 HR=0.75; 95% CI: 0.60—
0.81 0.81 N 0.8

0.7 s &' 07

:-TS 0.61 _g : !

@ 0.51 3 0.5

S 0.4 . 2 04] ”"”"‘-»..‘_“'

& 03] s - F 03 i T
021 Events total B L o21Events total Z
o1 163 2507 CSC o1l 149 250 _-CSC

'0. 190 233 o d=ll0 253 S
12 24 36 48 60 72 0 12 24 36 48 60 72
Time from randomisation Time from randomisation
(months) (months)
2-year survival S-year survival ~ Median survival

(%) (%) (months)
CSC 50 36 24
S 41 23 20
Benefit to CSC arm 9 13 4

'HE ROYAL

MarspEN  CSC = peri-operative ECF; S = surgery alone Cunningham et al N Engl J Med 2006



