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Resectable Pancreatic Adenocarcinomao

Surgery -> Adjuvant Chemotherapy

+ PRODIGE

gemcitabine gemcitabine

Treatment gemcitabine L MFOLFIRINOX :
capecitabine nab-paclitaxel
mOS (] 228 28.0 54 4 41.8
MPFS (m) 13.4 13.9 21.6 19.4
JAMA 2007 Lancet 2017 NEJM 2018 JCO 2023

297:267-277 389:1011-1024 379:2395-2406 41:2007-2019




Resectable Pancreatic Adenocarcinoma

Surgery -> Adjuvant Chemotherapy

+ PRODIGE

Control arm gemcitabine
mOS (m) 228 25.5 35.0 7.7
MPFS (m) 13.4% 13.1 128 18.8* (13.7)
JAMA 2007 Lancet 2017 NEJM 2018 JCO 2023

\ 297:267-277 389:1011-1024 379:2395-2406 41:2007-2019




Resectable Pancreatic Adenocarcinomad

Neoadjuvant Chemotherapy -> Surgery -> Adjuvant Chemotherapy

NEONAX-trial
I I -Breakupl I I I
. s Arm A:
Adult patients with A’M perioperative arm / o1z weeks
WHO PS 0/1 and i Treatment:
resectab{e or ey e
125 mg/m? IV qw 3/4 weeks
A . cT1/2 vs. cT3
borderline resectable P REOPANC cNO vs. cN1 I o

pancreatic cancer \ n=83 1000 mg.,"rrlz IV qw 3,’4 weeks

Arm B: :

adjuvant arm !

Break up
to 12 weeks

NorPACT-1 e
/ Surgery mFOlfFIRINOX A”idnce A02 1806

12 cycles

(confirmed by central
Neoadjuvant Adjuvant
FOLFIRINOX mFOLFIRINOX

4 cycles 8 cycles
Restaging
CcT

EUS FNA-FNB
ERCP-biliary stent

radiology review)

ClinicalTrials.gov Identifier: NCT04340141
P.l., Cristina Ferrone

cT
Eligibility work-up
Informed consent




Resectable Pancreatic Adenocarcinomao

Surgery -> Adjuvant Chemotherapy -> -

NRG Oncology/RTOG 0848 Trial: Adjuvant
Chemotherapy +/- Chemoradiation For Patients With

Resected Head of Pancreas Adenocarcinoma -
Results of the RT + 5FU/Capecitabine Randomization Step

SECOND STEP:

FIRST STEP: R RT RANDOMIZATION

R ADJUVANT SYSTEMIC TREATMENT* A For Non-Progressing Patients

E Arm 1: N Arm 3:

G / Gemcitabine alone D / 1 month of gemcitabine or
o | 0 combination chemotherapy

S \ Abrams et al. Arm 4:

T Al AmJClin M \ 1 month of gemcitabine or

E Gemcitabine + Erlotinib x 5 n n | 1 ol ge 29

cycles (Arm 2 closed to Oncol 2020; combination chemotherapy
R accrual effective 4/02/14) 43:173-179 Z followed by XRT with either
E

apecitabine or 5-FU




Resectable Pancreatic Adenocarcinoma

/ Surgery -> Adjuvant Chemotherapy -> -
* Protocol Opened to Accrual November 17, 2009

— Randomization gemcitabine vs gemcitabine + erlotinib

— Gemcitabine + Erlotinib arm closed April 2, 2014 (response to
LAP 07 data)

o After June 28, 2016 amendment
— FOLFIRINOX or mFOLFIRINOX, or non-oxaliplatin gemcitabine
combinations were permitted
— Up to 3 months of chemotherapy could be initiated prior to

registration
| Chemo | Chemo+CRT

Regimen Received

Gemcitabine 116 120 236 (67%)
Gemcitabine+Erlotinib 50 50 100 (28%)
Non Oxaliplatin Gem Combo 8 10 18 (5%)
FOLFIRINOX / mFOLFIRINOX 0 0 0 (0%)




Resectable Pancreatic Adenocarcinoma

Surgery -> Adjuvant Chemotherapy -> -

Chemo Chemo+CRT Total
n=174 n=180 n=354

Pathologic N stage 42 (24%) 49 (27%) 91 (26%)
132 (76%) 131 (73%) 263 (74%)
1-3 nodes/> 3 nodes 95 (55%)/ 37 (21%) 79 (44%)/ 52 (29%) 174 (49%)/ 89 (25%)
urgical Margins  Negative 144 (83%) 151 (84%) 295 (83%)
Positive 30 (17%) 29 (16%) 59 (17%)
Subgroup Events/Total Hazard Ratio (2-sided 95% Cl)
All patients 270/354 —a
Pathologic N Stage
NO 55/91 .
N1 215/263 -
CA19-9 Results
<90 257/340 A
>90-180 13/14 ]
Surgical Margins
Negative 218/295 ——
Positive 52/59 .

HR 0.1 025 05 1 15 25 5 10
--Chemo+CRT Better—- ----- Chemo Better--—-




Resectable Pancreatic Adenocarcinoma

Surgery -> Adjuvant Chemotherapy -> -

Chemo
100 Chemo+CRT
90
80 Chemo |Chemo+CRT
< 704 Median OS| 2.6 years | 2.3 years
3_; a5 (90% ClI) (2.1-3.1) (2.0-2.6)
2
§ 50
E 40 -
8 27.9%
o) 30
20 -
0,
ol 23.1%
04 'p=0.38 (one-sided log-rank)|  [cemserea]
Chemo| 174 139 99 75 53 32 28 23 18
Chemo+CRT| 180 142 98 67 53 46 42 32 23
I I I I 1 1 I 1 1
0 1 2 3 4 5 6 7 8
Years after Randomization
Number of Patients  Failed Censored Hazard Ratio (30% ClI)
Chemo 174 136 38 RL
Chemo+CRT 180 134 46 0.97 (0.79-1.18)

Chemo
100 Chemo+CRT
90
= 80 Chemo |Chemo+CRT
< i Median DFS | 1.0 years | 1.3 years
©
£ & (90% ClI) (0.8-1.3) (1.1-1.6)
@
[0 50
(4
(TR
P 40—
(2]
3 30 -
R
4 20
104 15.2%
0+ Ip=0.045 (one-sided log-rank)|  [Gensersd]
Chemo| 174 87 53 39 30 21 19 15 10
Chemo+CRT| 180 100 61 42 37 35 31 26 18
I I I I 1 I I I I
0 1 2 3 4 5 6 7 8
Years after Randomization
Number of Patients Failed Censored Hazard Ratio (90% Cl)
Chemo 174 1561 23 RL
Chemo+CRT 180 144 36 0.82 (0.68-0.99)

Overall Survival

Disease-Free Survival




Resectable Pancreatic Adenocarcinoma

oS

DFS

Surgery -> Adjuvant Chemotherapy ->

Node negative

Chemo
Chemo+CRT

Overall Survival (%)
g

Node positive

42 37 30 21 15 1 9 ) 5
49 43 34 25 20 20 19 16 13
T T T " B " 13 o i T T T
0 1 2 3 4 5 6 & 8

Time Since Randomization (Years)

Number of Patients Dead Censored
Chemo 42 32 10
Chemo+CRT 49 23 26

Hazard Ratio (95% CI)
RL
0.57 (0.33. 0.98)

Overall Survival (%)
4

10
0

Chemo| 132
Chemo+CRT| 131
T

101 68 54 38 21 19 17 13
99 64 42 33 26 23 16 10
T T T

0

T

1 2 3 4 5 6 7 8
Time Since Randomization (Years)

Disease-Free Survival (%)

0+

Chemo
Chemo+CRT

Chemo

42 24 19 13 9 8 8 5 3

Chemo+CRT

49 33 25 21 19 19 18 16 12
T T T T T

0 1 2 3 4 5 [ 7 8
Time Since Randomization (Years;

Number of Patients  Failed Censored
Chemo 42 37 5
Chemo+CRT 49 27 22

Hazard Ratio {35% CI)
L

RI
0.52 (0.32. 0.85)

Number of Patients Dead Censored Hazard Ratio (95% CI)
Chemo 132 104 RL
Chemo+CRT 131 111 20 1.15(0.88. 1.50)
Chemo
1007 Chemo+CRT
90 4
- 80
*
:g 704
3 60+
@D
8 %1
‘§ 40
IS
o 204
10 . 7 =t
] / Censored
Chemo| 132 63 34 26 21 13 1" 10 7
Chemo+CRT|_131 67 36 21 18 16 13 10 6
T T T T T T T T T
0 1 2 3 4 5 8 8

Time Since Randomization (Years)

Chemo 132
Chemo+CRT 131 17 14

Number of Patients  Failed Censored

Hazard Ratio (95% Cl)
114 18 RL

0.97 (0.75. 1.25)
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Hepatocellular Carcinomao




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

O

m Sorafenib in Advanced Hepatocellular
| Carcinoma
A Overall Survival
sorafenib 1,00_._1&\‘ mOS
10.7 months - sorafenib
i /7.9 months - placebo
s HR 0.69 (0.55-0.87) p<0.001
=
w0
s
E 0.50
:c.: Sorafenib
0
o
) o 0.25
sorafenib
\l, P<0.001 Placebo
0~00 I I I T | T | | T | T I T | I 1
2007 0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Months since Randomization
No. at Risk
Sorafenib 299 290 270 249 234 213 200 172 140 111 89 68 48 37 24 7 1 O
Placebo 303 295 272 243 217 189 174 143 108 83 69 47 31 23 14 6 3 O

N Engl J Med 2008;359:378-90.
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\

sorafenib lenvatinib atezo/bev
1¢t line \’ J J J
2007 2017 2018 2019 2020 2022
2nd+ line

p
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IO/1O update
mcongress

Tremelimumab 300 mg x 1 () Five-year overall survival (OS) and OS
Durvalumab q 4 week (i) by tumour response measures from the
Phase 3 HIMALAYA study of tremelimumab
plus durvalumab in unresectable
hepatocellular carcinoma (UHCC)

\ /

Ipilimumab 3mg/kg q3 weeks x 4 (B)

Nivolumab 1mg/kg q3 weeks x 4 (1) . o o .
Nivolumab maintance Nivolumab plus ipilimumab vs lenvatinib or sorafenib as

first-line treatment for unresectable hepatocellular
l ll | carcinoma: expanded analyses from CheckMate 9DW




HIMALAYA

Study population

*Adults with confirmed uHCC

*Child-Pugh A

*BCLC B (not eligible for
locoregional therapy) or C

*No prior systemic therapy for HCC

*ECOG PS 0-1

*No main portal vein thrombosis

*EGD was not required

Stratification factors

»Aetiology of liver disease:
HBV / HCV / nonviral

*MVI: yes / no
*ECOGPS:0/1

STRIDE (n=393):
tremelimumab 300 mg x 1 dose
+ durvalumab 1500 mg Q4W

Durvalumab (n=389):

durvalumab monotherapy
1500 mg Q4W

Sorafenib (n=389):
sorafenib 400 mg BID

Primary objective

*OS superiority:
STRIDE vs sorafenib

Key secondary
objectives

*OS noninferiority:
durvalumab vs sorafenib

*36-month OS rate

*PFS, ORR and DCR
(investigator-assessed

T75+D (n=153): arm closed to
enrolment*

tremelimumab 75 mg Q4W x 4 doses
+ durvalumab 1500 mg Q4W

Multiple testing procedure

OS superiority for
STRIDE vs sorafenib -

OS noninferiority for
durvalumab vs

per RECIST v1.1)
»Safety

OS superiority for

durvalumab vs

sorafenib sorafenib

Noninferiority margin: 1.08

36-month OS rate for
2 STRIDE vs sorafenib




== STRIDE (N=393)
== Sorafenib (N=389)

04+ OS rate

ratio: 1.17

Probability of OS

HIMALAYA

18-month OS:
48.7%

24-month OS:

OS rate
ratio: 1.24

36-month OS:
30.7% 48-month OS:
19.9% 25.2%

S——— 151%

STRIDE Sorafenib
(N=393) (N=389)
OS events, n (%) 309 (78.6) 332 (85.3)
Median OS 16.43 1807
(95% ClI), months (14.16-19.58) (12.25-16.13)
HR (95% ClI) 0.76 (0.65-0.89)
p-value (2-sided) 0.0008
Median follow-up duration 62.49 59.86
(95% Cl), months (59.47-64.79) (58.32-61.54)

60-month OS:
19.6%
9.4%

T
OS data maturity r::ii-r?t; % rati
across t.he STRIDE and s Fitio=1.67 0S rate
sorafenib arms: 82.0% ratio: 2.09
0.0 T T T T T 1 T 1
0 6 12 18 24 30 36 42 48 4 60 66 72
No. of participants at risk Time from randomisation (months)
STRIDE: 393 308 235 190 158 131 104 89 83 72 46 20 2
Sorafenib: 389 283 211 155 121 84 66 51 45 37 18 6 0



CHECKMATE 9DW

Primary endpoint
n=335 NIVO 1 mg/kg IV + IPI 3 mg/kg IV Q3W . 0S

(up to 4 cycles)
then NIVO 480 mg Q4W¢

Key eligibility criteria

. b
Unresectable HCC N=668 ———*

* At least 1 measurable
lesion (RECIST v1.1)

« Systemic therapy naive
* Child-Pugh score 5 or 6
« ECOGPSQor1

Secondary endpoints
« ORR and DOR by BICR per RECIST v1.1

Investigator’s choice of Key exploratory endpoints

' ' LEN 8 mge or 12 mgf PO QD « PFS by in.vestigfator per RECIST v1.1
* Nomain portal vein n =333 or SOR 400 mg PO BID « PFS2 by investigator
invasion (Vp4) « Safety
. Treatment until disease progression,
Stratification factors unacceptable toxicity, withdrawal of consent
+ Etiology (HBV vs HCV vs uninfected)c© (all arms), or a maximum treatment duration
»  MVI/EHS (present vs absent) of 2 years (NIVO + IP| arm only)

* AFP (< 400 vs > 400 ng/mL) Among 325 patients treated with LEN/SOR:

275 (85%) received LEN and 50 (15%) received SOR

» At data cutoff (January 31, 2024), the median follow-upg was 35.2 months (range, 26.8-48.9)




CHECKMATE 9DW

NIVO + IPI LEN/SOR
100 (n =335) (n =333)
Events 194 228
90 ~ Median OS, mo 23:7 20.6
80 - 95% Cl 18.8-29.4 17.5-22.5
g HR (95% Cl) 0.79 (0.65-0.96)
= 707 P value? 0.018
3 20 24-month rate
S
49% -
§ 50 - ° 36-month rate
= i 38%
g 40 - ® : . NIVO + IPI
(V] 1 1
3 30- i
20 - : :
] 1 e
1 1
L : ! LEN/SOR
0 I 1 1 1 1 1 |} 1 I 1 1 i 1 1 I 1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO + IPI 335 300 264 239 220 206 179 162 150 137 104 71 42 24 11 8 0

LEN/SOR 333 310 280 245 216 194 164 144 116 106 76 44 34 20 4 3 1




CHECKMATE 9DW

Best reduction from baseline in sum
of diameters of target lesion? (%)

Best reduction from baseline in sum
of diameters of target lesion? (%)
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Best reduction NIVO + IPI LEN/SOR
from baseline (n = 282)¢ (n = 285)°
Median (IQR), % -27.6 (-65.3 t0 0.0) -13.2 (-25.8 t0 0.0)
Reduction, n (%) 210 (74) 207 (73)

> 50% 103 (37) 22 (8)

> 75% 50 (18) 12 (4)
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Progression-free survival®® (%)

Progression-free survival

NIVO + IPI LEN/SOR
(n = 335) (n = 333)
Events 242 281
Median PFS,2> mo 15 1.5
95% ClI 6.3-9.2 7.2-9.2

HR (95% Cl) 0.72 (0.60-0.86)

18-month rate
33% 24-month rate

NIVO + IPI

No. at risk

NIVO +IPI 335 236 173 143 114 101 8 78 69 53 35 23 9 3 1 1 0

LEN/SOR 3

i
8U10\\IW\OO
O O OO oo

N W
o o

next-line therapy®< (%)

=Y
o

Progression-free survival on

w
N
o
o
o
o

33 243 170 140 88 62 34 28 18 11 8

Progression-free survival on next-line therapy (PFS2)

NIVO + IPI LEN/SOR
(n = 335) (n =333)
Events 206 257
Median PFS2,2< mo 19.3 15.4
95% CI 16.2-24.5 13.8-17.0
HR (95% Cl) 0.70 (0.58-0.84)
18-month rate
53% 24-month rate
L NIVO + IPI

LEN/SOR
00 ©

o

No. at risk

Months

NIVO + IPI 335 298 256 228 205 189 163 148 136 120 90 61 33 18 6 6 0 0

LEN/SOR 333 310 269 229 190 162 124 101 80 76 50 32 25 13 3 3 1 0
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CHECKMATE 9DW

NIVO + IPI LEN/SOR
(n =332) (n = 325)
All treated Any grade Any grade
patients, Any Grade leading to Grade leading to
n (%) grade 3/4 D/C 3/4 D/C
Any TRAEs? 278 (84) 137 (41) 59 (18) 297 (91) | 138 (42) 34 (10)
Treatment-related
hepatic events ——
Hepatobiliary
icordare 44 (13) 35 (11) 15 (5) 15 (5) 10 (3) 4 (1)
Hepatobiliary
investigationsP
AST increased 65 (20) 20 (6) 4 (1) 27 (8) 2(<1) 1(<1)
ALT increased 63 (19) 16 (5) 3(<1) 19 (6) 3(<1) 0
Bilirubin
e 14 (4) 1(<1) 1(<1) 23 (7) 5(2) 1(<1)
Treatment-related 12 (4)¢ 3 (< 1)e

deathsc<

\\

Hepatobiliary disorders occurring in > 1% of patients

- Any grade
immune-mediated ;4 0 O
hepatitis - o
Autoimmune 1.8 IEN o
hepatitis
Hyperbilirubinemia 1.8 0.6 0.3 1.8
Hypertransaminasemia 1.8 1.2 0.3 0.6
Hepatic failure 1.2
Hepatic function 1.2
abnormal
3 2 1 0 1 2 3

Incidence,® %

* Most treatment-related hepatic events with NIVO + IPl were grade 1/2 laboratory abnormalities and generally resolved with dose
modifications or established management algorithms



Phase lll trials — 15T line

< 2007 1¢t line 2024 >
SHARP REFLECT |m?g%ve HIMALAYA RAT%%'TALE ng\; CARES310 | CM 9DW

Treatment  sorafenib lenvatinib dizae duive tislelizumalb i CEniTElAUrTIElS VS
bev treme pem rivoceranib ipi
mos (m) 107 136 192 164 159 21  21.1 23.7
SSleliSalle 10.7 12.3 13.2 13.8 14.1 15.2
mOS . . . . . .
Lenvgr;nib 13.6 -l 9 206
m (85% len)

\



Ongoing challenges in HCC

* Optimal sequencing of treatment options

* Applicability to general population — CP-A only

e Application in earlier stage disease

* Clinical trial design/execution in this environment
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Gastro-Esophageal Cancer



Chemo -> Surgery -> Chemo

Resectable Esophageal Adenocarcinoma

Current SOC

The ESOPEC Trial

Preoperative Postoperative
Chemotherapy Chemotherapy

5-FU, Leucovorin, 5-FU, Leucovorin,

Oxaliplatin, Docetaxel 4-6 4-6 Oxaliplatin, Docetaxel

4 cycles in 8 weeks weeks v:ft':s 4 cycles in 8 weeks

discharge

Neoadjuvant
Chemoradiation
—_—
41.4 Gy 4-6
Paclitaxel/Carboplatin  weeks
5 cycles in 5 weeks



FLOT Group CROSS Group

Resection status
No resection
RO
R1
Postoperative N-Stage

Pathological complete remission
ypTO ypNO
Tumor regression grade (Becker’
~_Complete regression
Near complete regression (<10% vital tumor)

/
Randomized treatment 100 Randomized treatment
FLOT FLOT
CROSS CROSS
80
Median follow-up: 55 months Median follow-up: 55 months
60
“1PFS
) ..
20
HR 0.70 (0.53-0.92)* p=0.012
( )P HR 0.66 (0.51-0.85)* p=0.001
0 0+
| I | | I I I I I I I I I I I I
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Months from randomization Months from randomization
FLOT 221 172 124 107 84 44 11 0 FLOT 221 135 101 93 73 39 11 0
CROSS 217 146 113 92 54 32 15 0 CROSS 217 113 78 62 39 22 9 0

W\ \



Resectable Gastric Adenocarcinomad

Chemo -> ChemoRT -> Surgery -> Chemo

A randomized phase 3 trial of
perioperative chemotherapy with or
without preoperative chemoradiotherapy
for resectable gastric cancer (TOPGEAR)

~

Randomise

B
¢

===l ECF x 3 or FLOT x4 |===Pp{ Surgery |===»| ECF x 3 or FLOT x 4

ECF x 2 or FLOT x3 [===§»| CRT: 45 Gy + 5-FU [===§»| Surgery [===»| ECF x 3 or FLOT x 4




Preop CRT Periop CT

Characteristic Category N =286 N =288
Tumour Location Gastro-esophageal junction 98 (34%) 101 (35%)
Upper/Middle third 80 (28%) 89 (31%)
Multiple sites 36 (13%) 28 (10%)
Lower third 72 (25%) 70 (24%)
Planned Chemotherapy ECF/ECX 192 (67%) 194 (67%)
FLOT 94 (33%) 94 (33%)
o o
O = Penop Chemotherapy - = ~—— Periop Chemotherapy
- Os - Preop ((I;hemoradnolherapy - P FS = Preop Chemoradiotherapy
3 £3-
2 E
%8— Zg-
- (]
. £
g = _g 2
7 2
ok £R -
HR 1.05 (95% Cl, 0.83-1.31)
Log-rank p value=0.70 HR 0.98 (95% Cl, 0.79-1.22)
O : c : : 1 ] : o - Log-rank p value=0.86
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Months since randomisation Months since randomisation



FLOT TFLO OLFT LFTO
FLTO TFOL OLTF LFOT
FTLO TLOF OTLF LTOF
FTOL TLFO OTFL LTFO
FOLT TOLF OFLT LOTF
FOTL TOFL OFTL LOFT

Evaluating pathological response to guide
adjuvant FLOT chemotherapy in
gastroesophageal cancer (SPACE- LOFT

An international cohort study of real-world data




Questions?

Thank you!
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