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CHIMIOTHERAPIE

Les bases : 1¢'¢ ligne

1997: BURRIS
Gem > 5FU

Gemcitabine 1,000 mg/m? weekly x 7/8 weeks,
then weekly x 3, Q4W

% patients surviving

:}:EEE‘IH - 5-FU
, 12. n=53, 4.8%
100 _ censared censared
90 - :ﬂlﬂlr':'t ?unrira# ‘
months .65
80 - Sﬂl?l"ii’a! duralion “
20 - 6 months 46% 3%
9 months 24% 6%
60 N 12 months 18% 2%
50 -
40 -
30 -
20 —
10 - 5-FU
0 Log-Rank Test
T T T T T T p = 0.0025
0 24 6 8 10121416 18 20

Survival time (months)

Phase Il - N=126 LA or M+ PDAC
Clinical benefit (pain, PS, weight):
23.8% vs 4.8%, p=0.0022

Cindy NEUZILLET, MD, PhD

2011: PRODIGE 4
FOLFIRINOX > Gem

Oxaliplatin 85 mg/m?, irinotecan 180 mg/m?, 5FU bolus
400 mg/m? then 2,400 mg/m? over 46h + LV 400 mg/m?,
Q2W

100 Hazard ratio, 0.57 (95% Cl, 0.45-0.73)
P<0.001 by stratified log-rank test
754
£
=
£ sod FOLFIRINOX
B
e
o
25
Gemditabine
n 1 1 1 1 1 1 1 | 1 ] ] ] ; 1
0 3 & 9 12 15 18 21 24 27 30 33 36 39 42
Months
Mo. at Risk

Gemcitabine 171134 20 48 28 14 7 6 3 3 2 2 2 2 1
FOLFIRINGX 171 146 116 81 62 34 20 13 9 5 3 2 1 12

Phase Il - N=342 M+ PDAC
mOS: 11.4 vs 6.8 months,
p<0.001

Mo. at Risk
nab-Paclitax

Gemcitabine

2013: MPACT
Gem nab-paclitaxel > Gem
Nab-P 125 mg/m?, Gem 1,000 mg/m?, D1-D8-
D15, Q4W

100- Hazard ratio for death, 0.72 (35% C1, 0.62—0.83)

P=0.001 by stratified log-rank test

nab-Paclitaxel-Gemcitabine

Patients Who Were Alive (%)
TTTFPPTEEP

10— N,

Gemcitabing w17 :
0. | | 1 | | | | | |
0 3 & 9 12 15 18 21 24 17

Months

el-Gemcitabime 431 357 269 160 108 & 40 27 16 9 4 1 1 O
430 340 220 124 6% 40 26 15 7 3 1 © O O

Phase Ill - N=861 M+ PDAC
mOS: 8.5 vs 6.7 months,
p<0.001

Burris et al, J Clin Oncol 1997; Conroy et al, N Engl J Med 2011; Von Hoff et al, N Engl ] Med 2013

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.



CHIMIOTHERAPIE

Traitement de maintenance

PRODIGE 35 PANOPTIMOX Phase I POLO Phase lll ALPACA Phase I
LV5FU2 after FOLFIRINOX Olaparib after platinum-based CTx Alternating Gem-NabP and Gem
in germline BRCA1 or BRCA2 mut.

100 4 Treatment arm: A Progressinn-ﬁee Survival
FIRGEM (C) 1.0~
== FOLFIRINOX (A) ’
90 == Maintenance (B)
0.9+ —— Alternating treatment
80 ] i
— 084 Progression-free Olaparib Placebo Continuous treatment
E Surv'wal Gmup GI‘DUP HR 090 (80°fo CI 072—113), p=056
70 - E 07 ma
— o 6 53.0 23.0 =
2 - & 12 33.7 145 3
= = 06 18 276 2.6 =
g 8 24 22.1 96 2
<T 50 @ . B
@ [ 0.5 Median, 7.4 mo vs. 3.8 mo R
g E Hazard ratio, 0.53 (95% ClI, 0.35-0.82) %
2 ] £ o4 P=0.004 B
30 | 3 03
s
- i Olaparib (N=92; 60 events
20 1 02 . par ’ 1 gi_ifd
1 ] L
o E % & 5 &
. ] * M 3 42 4 54 0
10 Placebo (N=62; 44 events) F
0.0 T T T T T T T T T T T T T T T T T T T T T T T T 1 Number at rlSk
. . . . . . . . . . . . 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 338 40 42 44 46 48 50 (number censored)
0 2 4 6 8 10 12 14 16 18 20 22 24 Months since Randomization Alternating treatment 88 (0) 62(6) 27(15) 15(16) 7(20) 2(22) 2(22) 1(22) 1(22) 0(23)
Time (months) No. at Risk Continvous treatment 79(0) 64(1) 30(4) 12(7) 3(8) 2(8) 2(8) 1(9) 1(9) 1(9) 0(10)
No. at risk: '
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 & 7 5 3 3 3 3 2 1 1 1 0O
FIRGEM (C) 90 78 65 54 a1 23 26 22 18 14 13 12 9
FOLFIRINOX {A] 91 83 79 67 57 a7 40 32 24 21 16 10 9 Placebo 62 39 23 10 & 6 4 4 4 2 2 2 2 1 10
Maintenance (B) 92 84 79 69 60 50 a1 34 29 25 21 19 9

Dahan et al, J Clin Oncol 2021 Golan et al, N Engl J Med 2019 Dorman et al,
Lancet Gastroenterol Hepatol 2024

Cindy NEUZILLET, MD, PhD
Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. m woosect
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CHIMIOTHERAPIE

FOLFIRINOX modifie

37 studies, > 2000 patients, 12 regimens

Study TE SE HR 95%-Cl Hazard Ratio

de Jesus 2018 .0.051 0.218 0.950 [0.620; 1.456] Et-

Kang 2018 0.010 0.209 1.010 [0.670;1.523] |T_|

Cavanna 2019 -0.113 0.300 0.893 [0.496; 1.608] &

Random effects model 0.962 [0.739; 1.253] ‘L

Heterogeneity: /> = 0%, 1° = 0, p = 0.94 ! ! !
0.5 1 2

Hazard Ratio

PFS

Study TE SE HR 95%-ClI Hazard Ratio

de Jesus 2018 -0.151 0.247 0.860 [0.530; 1.396] =

Kang 2018 0.182 0.229 1.200 [0.765; 1.881] —d

Cavanna 2019 -0.195 0.306 0.823 [0.451; 1.500] = :

Random effects model 0.977 [0.732; 1.304] —

Heterogeneity: I = 0%, T =0, p = 0.50 ' FavormFEX | Favor SEFX 2|

Cindy NEUZILLET, MD, PhD

Hazard Ratio

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Febrile neutropenia

Study Events Total Proportion 95%-ClI

Standard FOLFIRINOX

Conroy 2011 9 166 0.054 [0.025;0.100] B8

Peddi 2012 3 61 0.049 [0.010:0.137) 88—

Gunturu 2013 1 35 0.029 [0.001;0.149] -B——
Okusaka 2014 8 36 0.222 [0.101;0.392] =
Chllamma 2016 6 102 0.059 [0.022;0.124] —8—+—

Lee 2017 21 145 0.145 [0.092;0.213] —i—
Todaka 2018 51 399 0.128 [0.097;0.165) -~

Kang (S) 2018 24 88 0.273 [0.183:0.378] =
de Jesus (S) 2018 2 59 0.034 [0.004;0.117] B——

Cavanna (S) 2019 1 18 0.056 [0.001;0.273] 8

Lee 2020 41 232 0.177 [0.130;0.232] i —il—
Cho 2020 22 86 0.256 [0.168;0.361] &
Otsuka 2021 13 102 0.127 [0.070; 0.208] ——

Random effects model 1529
Heterogeneity: I? = 83%, 1° = 0.0052, p <001

Modified FOLFIRINOX

0.116 [0.000; 0.160] -—-'

Mahaseth 2013 0 60 0.000 [0.000; 0.060)—

Stein 2016 3 74 0.041 [0.008;0.114] —l——

Yoshida 2017 5 31 0.161 [0.055: 0.337) —il

Li 2017 0 62 0.000 [0.000;0.058—

Kang (M) 2018 9 42 0.214 [0.103; 0.368] =

de Jesus (M) 2018 3 44 0.068 [0.014;0.187] —I~—

Ozaka 2018 6 69 0.087 [0.033;0.180] —@——

Cavanna (M) 2019 2 32 0.062 [0.008;0208] —@—+——

Eraslan 2019 4 43 0.093 [0.026; 0.221] &=

Ramanathan 2019 2 54 0.037 [0.005;0.127) —B——

Random effects model 511 0.055 [0.000; 0.089] =@

Heterogeneity: /* = 71%, t° = 0.0018, p < 0.01

Random effects model 2040 0.094 [0.063; 0.124] -

Heterogeneity: 12 =86%, 1° = 0. 0044 p<0.01 ' ' : :

Test for subgroup differences: 3 = 4.74, df = 1 (p = 0.03) 0 0.1 0.2 0.3
Adverse Rate

Jung et al, TAMO 2023

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE



CHIMIOTHERAPIE

Nouveaute = NALIRIFOX, etude NAPOLI-3

A
100 — Median Hazard ratio p value
90 (95% CI) (95% CI)
—— NALIRIFOX 11.1(10.0-12.1) 0-83(0:70-0.99) 0.036
80 — Nab-paclitaxel 9.2 (8:3-10-6)
— 704 and gemcitabine —
g Phase Ill - N=770 M+ PDAC
|- (nal-iri 50 mg/m?, oxaliplatin 60 mg/m?,
5FU 2,400 mg/m? over 46h + LV 400 mg/m?, Q2W)
o
NALIRIFOX Nab-paditace]
0 | | I | | I | I T | | | | I | {n=370) and
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Number at risk gemcitabine
(number censored) (n=379)
NALIRIFOX 383 337 308 274 241 209 162 98 59 32 13 7 2 1 1 0 Median duration of treatmen ks _ 5 (DF—B1-F-
0 @ @ @ @ @ (5 (3) (7) (O7) (1) (117) (122) (123) (123) (124) = f Lwesks s 243 B:E u[,l?' :
Nab-paclitaxel 387 345 298 261 218 179 140 80 50 28 15 10 3 ©0 0 0 (0-4-100-5; 30-1)
and gemcitabine (0) (4) (5) (5) (6) (7) (17) (48) (65) (77) (88) (93) (100)(102) (102) (102) B-4-421)
Median number of treatment cycles 50 40
B (1-24;2-10)  {1-20; 2-7)
100 Median Hazard ratio pvalue dose reductions 2720 (60% 204 (4%
90— (95% Cl) (95% Cl) Ay - { :' . (54%)
g0 — NALIRIFOY 7-4(6-0-7.7) 0-69 (0.58-0-83) p<0-0001 TEAEs of grade 3-4 ocourning in =5% of patients in gither treatment amm
g —— Nab-paclitaxel 56 (53-5-8) ( Diarhoea 75 (20%) 17 (5%)
£ 70 and gemcitabine
< Mausaa 44 [17%) 10 (3%}
w Vomiting 26 (7%} B 2%)
e Decreased appetite 32 (9%) 10 (3%)
\___Hypokalaemia 56 (15%) 15(4%) )
£ Fatigue 23 (6%) 20 (5%)
Asthenia 33(9%) 15({5%)
o I I I | | | | | l T T T Meutropenia 52(14%]) 03 (25%)
0 2 4 6 8 10 12 14 16 18 20 22 24 Meutraphil count dec I 36 (10%) 51 (14%)
. Time (months) _
{ N:embﬂra“:l'; Anaemia 30 (11%) 66 [17%)
numoer censor
NALIRIFOX 383 271 210 164 122 8 61 39 20 9 5 4 0 Peripheral neuropatiy 12 (3%) 22 (6%)
(0) (52) (88) (77) (84) (88) (101) (111) (121) (127) (130) (131) (134) Increased y-glutamyitransferase 23 (6%) H (b%)
MNab-paditaxel 387 267 182 112 6O 38 19 6 3 1 0 0 0
] and gemcitabine (0) (40) (68) (89) (102) (108) (117) (123) (126) (127) (128) (128) (128)
Cindy NEUZILLET,

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Wainberg et al, Lancet 2023 m Sl



CHIMIOTHERAPIE

1¢re ligne : méta-analyse

Figure 2. Reconstructed Kaplan-Meier Plots for Progression-Free Survival and Overall Survival According to First-Line Regimen Figure 1. Study Selection Flowchart
[A] Progression-frea survival
1.00- 1968 Studles Identifled through
: databiase search
746 PubMed
128 Embase
279 SCOpUS
075 717 ASCO Meeting Library
] 08 ESMO Oncology Pro 1961 Excluded
977 Not phase Il trial
650 Mot pancreatic cancer
= > 242 Duplicate records
E 050 40 Not first-line treatment
E Sl T . 22 Not metastatic
1
| i
o I
025 : : | 2581 Fatlents analyzed |
! :
! i FOLFIRIND) 1
| ' GEM-NABP
0 : : 383 Recelving m.urun:rx| | 1765 Racelving GEM-NAEP | |-ﬂ= Recelving FOLFIRINOX
0 3 3 ] 12 15 13 21 4 27
No. at risk Months
NALIRIFOX 404 245 164 111 61 27 9 5 o
FOLFIRINGX 433 2873 131 a3 dd 17 B 5 1
GEM-MABP 1765 1180 613 340 150 &l 30 12 2 Figure 3. Reporting Incidence of Grade 3 or Higher Toxic Effects According to the Pooled Treat —
Owerall survival -
40 P <003
1.00+ pot3 Regimen [ MALIRIFOX [T] FOLFIRINGY [] GEM-NAEP
—_—
P=34
—_—
30
071 ( p<.001 \
P<.001 P=.14
—_—— —_—
P=003
- 2 P=.35 P <001 P=.54
z . p-01 . -
A 0504 b e P=.001 P =001 P64
- _ — . P <001 o
- P=54 P=_89 ] L | F=Dm —
1 . P=5& — ]
¥ P=197 P <001 P=.002 e
L g R — —a p= 83
MALIRIFOX
- FOLFIRINDX . m I
1] T T T T T T T T T T T 1 o4
0 3 & a 1z 15 18 21 e 7 £ EE] 36 Anemia Neutrophil count Fehrile Platelet count Diarrhaal Peripheral Vomitb Fatiquet
No. at rick Months decreased neutrapenia decreased? neuropathy®®
NALIRIFOX 383 319 274 218 162 77 iz 10 1 1 0 ] ] \ )
FOLFIRINDK 433 363 294 237 169 102 5 32 E) 5 3 2 ] N~ -
GEM-NABP 1765 14932 1210 885 628 385 227 130 130 6 7 2 2

Nichetti et al, JAMA Netw 2024

FOLFIRINGX indicates irinotecan, oxaliplatin, folinic acid, and fluoruracil; GEM-NABP, gemcitabine and nab-paditaccel; NALIRIFOX, liposomal ifinotecan, cxaliplatin, folinic acid,
and fluoruracil. Dotted lines indicate median survival.

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. m i
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1¢re ligne : méta-analyse
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Comparison of first-line chemotherapy regimens in
unresectable locally advanced or metastatic pancreatic

cancer: a systematic review and Bayesian network
meta-analysis

Luca Mastrantoni*, Marta Chiaravalli*, Alexia Spring, Viria Beccia, Armando Di Bello, Cinzia Bagala, Maria Bensi, Diletta Barone, Giovanni Trovato,
Giulia Caira, Givlia Giordano, Emilio Bria, Giampaolo Tortora, Lisa Salvatoref

O Comparison  [JPFs  [J0OS
( N
Gemcitabine
(PFS=5652, 0-67" (0-59-0.77) 0-66" (0-56-078) 0-561 (0-45-0-70) 0-407 (0-25-0-65) 0-467 (0-32-0-66)
05=6917 patients)
\_
Gemcitabine plus ( <_
0-62° (0-54-0-72) m 0.98% (0-83-116) 0-835 (0-70-0-98) 060" (0:38-0-94) 0.68" (0-48-0-95)
05=2578 patients
) \ Y.
FOLFIRIN
0-55* (0-47-0-65) 0-88% (0.75-1-04) (PFS and DS:E:J;{aﬂuﬂs} 0-85% (0-66-1.08) 0-61% (0-38-0-99) 0-69% (0-47-1.01)
MALIRIFOX
0-43" (0-34-0-54) 0-695 (0-58-0-83) 0-78% (0-61-1.00) (PFS and 05383 patients) 0721 (0-45-1-16) 0-82# (D-56-1.20)
PAXG
Gemditabine plus
nab-paclitaxel
0321 (0-22-0-47) 0-52* (D-36-0-74) 0-59% (0-40-0-87) 075% (0-51-1-12) 093+ (0-52-1.64) alternating FOLFOX
(PFS5 and 05=78 patients)

Cindy NEUZILLET, MD, PhD

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Mastrantoni et al, Lancet Oncol 2024

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE
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Les bases : 2¢™e ligne

2014: CONKO-003

OFF
(FF + oxaliplatin 85 mg/m?, D8-D22)

> FF

(5FU 2,000 mg/m? + FA 200 mg/m?,
D1-D8-D15-D22, D1=D43)

100 4
E_ OFF median, 5.9 months; 35% Cl, 4.1 to 7.4
—_ - unn FF median, 3.3 months; 85% Cl, 2.7 to 4.0
= 804 s
— H Log-rank F=.010
= % HR, 0.66; 95% CI, 0.48 to 0.91
E a0 1 H
= E
ol ;
= 40 %
& -
2 E
S 20 .
LT
L.
e " Gaekass T FE s
1 1 1 1 1 I 1 1 1 1 1 1 I 1 1 1

Time (months)

M. at risk
OFF 76 58 37 22 15 10 B 5 4 3 2 1 0
FF BMAE241E N L 4 3 1 1 1 1 1

Phase lll - N=168, post-Gem
mOS: 5.9 vs 3.3 months, p=0.010

Cindy NEUZILLET, MD, PhD

Overall Survival (proba bility)

MNo. st risk
Oxealiplatin

1.0 4

0.9

0.8

0.7 4

0.6 4

05

2016: PANCREOX
FU/LV

(5FU bolus 400 mg/m? then 2,400
mg/m? + LV 400 mg/m?, D1=D15)

> mMFOLFOX6

(FU/LV + oxaliplatin 85 mg/m?)

iy “n mFOLFOXE FULY o
-
. No. of patients B4 B4
T= 1 Event 41 [75.60%) 20053.7.%)
- Censored 13 (24.1%) 26 (453 %)
Ve Median survival 183 days 208 days
1 !'l BE% C1 195, 241] [200, 507]
[ Log rank P': 366
- Hazard ratio: 1.6819
- P {hazard ratio) 334
e
-
| R

P

T T T T T T T T T T T T T T
0 42 B4 126 168 210 252 294 336 378 420 462 504 b4 588

Time (days)

Mo oxaliplatin B4 52 45 40 az 24 18 16 13 1 b 4 3 2 1

Phase lll - N=108, post-Gem
mPFS: NS
mOS: shorter with FOLFOX, p=0.02
Grade 3-4 tox.: 63% vs 11%

2016: NAPOLI-1
5FU/FA + Nal-IRI

(80 mg/m?=70 mg/m? of irinotecan base)

> 5FU/FA

— Manodiposomal
innotecan plus

m_
fluorowracil and
20 folinic add
— Fluarouracil and

folinic acd

Cheeral | survival (%)
g
I

m_
10— HR 0-67 (95% Cll 0-49-0-92)
p=0-012 {wnstratified log-rank)
o T T T T T 1
0 3 [ 9 12 15 18
Numibber at risk
Manoliposomal 117 o7 o | 20 ) o o
irnotecan plus
fluorouracil amd
folimic acid
Fluorouracil and 119 63 EL 1 B 1 0
folimic acid

Phase lll - N=417, post-Gem
mOS: 6.1 vs 4.2 months, p=0.012

Oettle et al, J Clin Oncol 2014; Gill et al, J Clin Oncol 2016; Wang-Gillam et al, Lancet 2016

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.
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CHIMIOTHERAPIE

Nouveaute = GEMPAX (post-FFX)

A Overall Survival B ] ]
00 Progression-Free Survival
1 -
No. of Events/ Median Survival Estimates 100 A
0 Total No. of Events  (95%CIjx™ (95%Cl)xm " Mo. of Events/ Median Survival Estimates
071 1 —— GEMPAX 131/140 6.4(5.2-7.4) 6 months-0S: 51.8% (43.2-59.7) 904 Total No. of Events  (35%CI)™ (95%CI)x™
1I 12 months-0S: 18.0% (12.1-24.8) I —— GEMPAX 1371140 3.1(2.2-4.3) 4 months-PFS: 43.9% (36.5-51.9)
80 - ——- Gemcitabine 6 months-OS: 49.3% (37.3-60.2) Y 6 months-PFS: 28.8% (21.5-36.4)
— B 594669 1) onths-0S: 12.2% (5.8-21.1) 80 | 12 months-PFS: 5.0% (2.2-9.6)
= 70 4 =) Il ——- Gemcitabine 7171 2.0(1.9-2.3) 4 months-PFS: 22.5% (13.7-32.8)
= = 70 ! 6 months-PFS: 11.3% (5.3-19.8)
@ I= 1 12 months-PFS: 12.2% (0.1-6.7)
o) 1
w60 = |
— w60 - 1
= 5 \
£ 501 2 s0- i
s £ 1
] |
= ~ 40 -
2 . =
= . ©
a = 30+
a
20 - 20
HR = 0.87 (95%Cl: 0.63-1.20) } R = 0.64 {8G96C1: 0.47.0.80)
10 P .4095 P_ 0067
10
|
| 1 | 1 1 1 1 | 1 1 1 1 1 1 | I_|
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 ' ! ' ! ' ' ! ' ' ' : ol
0 2 4 6 8 10 12 14 16 18 20 22 24 25
Duration of Follow-Up (months
No. at risk: P { } . PFS {mﬂ'nthS}
- - No. at risk:
GEMPAX 140 128 92 72 49 34 25 15 10 4 2 1 1 0 GEMPAX 140 o5 61 40 22 14 [ 3 3 3 0
Gemcitabine 71 59 50 35 21 18 a8 6 3 2 2 1 1 1 0 Gemcitabine 71 15 16 8 7 5 1 0
Random Assignment Arm _ _
Randomly Assigned Patients
ORR and Duration of Follow-Up GEMPAX (arm A; n = 140) Gemcitabine (am B; n = 71) (n=211)
Objective response?® n/N (%) 24/140 (17.1) 3/71 (4.2) 27/211 (12.8)
95% CI 11.3 to 244 09t 119 8.6 to 18.1
Chir2 P = .008
. de la Fouchardiere et al, J Clin Oncol 2024
Cindy NEUZILLET, MD, PhD !
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CHIMIOTHERAPIE

Recommandations ESMO 2025

Metastatic PC
NV V' V' vV
ECOG PS 0-1 . _
_mUn ' ECOG PS 2 with KPS =70 ECOG PS 2 with KPS <70 )
bifirubin <1.5xULN and bilirubin <1.5x ULN and/or bilirubin >1.5x ULN ECOG PS 3-4
and no major comorbidities
Vg
GN GN Gemcitabine [I, A] Symptom-directed

FOLHIRINOX I, B; MCBS 3" [, A; MCBS 3" — care [IV,A]

[l, A; MCBS 5]

NALIRIFOX
[l, A; MCBS 2J°

N
ECOG PS 0-2 and
a favourable comorbidity
profile

r ! :

\V/
If FOLFIRINOX in first line:
GP[I,B]

GNP [lll, C]
Gemcitabine [lll, C]

If NALIRIFOX in first line:
Gemcitabine-based regimen [V, C]

Cindy NEUZILLET, MD, PhD

Preferred:
Nanoliposomal irinotecan—5-FU-FA

[l, B; MCBS 3]3¢
Alternatives:
mFOLFOX6, OFF [ll, C]¢

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Conroy et al., Ann Oncol 2025
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THERAPIES CIBLEES

Les lecons du passe...

Key:[l e -
Positive@tudyl LAnti-IGFIREnAb@ndIE\nti-HGF/MET!
I . l'___________________j FerrTm e mm———— 1
NegativeBtudy | mTOR@nhibitors? ! ! MEK@nhibitorsf I
LapatinibGne Trastuzumab@n[
aPDACE] HER2+ZAPDACE
- 1
ErlotinibGnGl I Cetuxdn@st- :
15t-|ine@PDAC[f' | line@PDACE |
I J
C T T
AntiangiogenicBmAbRndEMKIENELt-linePDACE] i
PDACE | AnnhanglogenicinAdRANCEVIHIN= —iineraruAty 3

Echec de toutes les thérapies ciblées testées dans des

populations « tout venant » non sélectionnées
(sauf erlotinib mais gain de mSG= 10 jours...)

Cindy NEUZILLET, MD, PhD Lowery et al., Clin Cancer Res 2017
Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. Neuzillet et al., Pharmacol Ther 2017 m e



THERAPIES CIBLEES

Les lecons du passe...

(p53 pathway)

Sensibles .
ATM
BRCA2
(DNA damage KRAS
response) (mitogenic signaling)

MLL2
MLL3
KDM6A
(histone methylation)

Cindy NEUZILLET, MD, PhD

ARID1A
ARID1B
SMARCA1
(nucleosome
remodeling)

SMAD4
TGF-BR1
TGF-BR2

Etude négative
Galunisertib

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Es cAT Ready for routine use /@A

evidence
tier |

ESMO Scale fOI‘ Clinical Investigational
Actionabhility of
Molecular Targets  rpotetcar e
Combination development
Lack of evidence ESCAT evidence tier X
§ s

Ryan et al.,, N Engl J Med 2014



THERAPIES CIBLEES

Mutations germinales BRCA1/BRCA2 (5%-7%

BRCA1/2
HRR

Breast (n = 3,196)
BRCA1/2 PARP1 BRCA1/2 BRCA1/2 Prostate (n = 3,401) =

) @

o o

PARP Ovary (n =1,318) — @

’\r HRWL Hnﬂ/\ I_ inhibitor Others (n = 16,632) - ° °

e ©¢ O @
e O
°

e @ O @

e@Oe@

HRR

Pancreas (n=3,078) { o © o O o O

OV I AN Y (N (NI PDAC(N-2739)4 ¢ e o © o @
Repair Repair Repair No repair PACC(n-49) 4 o o o O o

PuePACCn-30{ @ o © @ - g

v v v v Mixed PACC(n=18) 4 =« O O 0O O

Cell alive Cell alive Cell alive Cell death Pancreas Other? (n=241) 4 © o ° o e 0

4999 BRCA1/2 homologous PARP1 base Mutated .Gourlevﬁt@al-,@ c; ' cL (" I

recombination repair excision repair pathway J&lin®ncol,R2019R ¥ E 8 2 F 5

HRR pathway pathway >< z < g €z g-:‘:l

T

Mandelker et al.,
J Clin Oncol 2023

Olaparib maintenance POSITIVE CisGem + Veliparib NEGATIVE

A Progression-free Survival

1.0
0.9
— 084 Progression-free Olaparib Placebo
H Survival Group Group
H mo %
& 07
- 6 53.0 23.0
2 12 137 145
e 06 18 27.6 26
= 24 721 96 -
o =
a 0.5+ Median, 7.4 mo vs. 3.8 mo o
2 Hazard ratio, 0.53 (95% Cl, 0.35-0.82) °
'?6 0.4 P=0.004 o
>
=
3 03
=]
[
e 024 Olaparib (N=92; 60 events)
0.1
Arm A
Placebo (N=62; 44 events) u
0.0 Bl ArmB
- T T T T T T T T T T T T T T T T T T T T T T T T 1 -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 A Duration on Treatment
Aonths since Randomizati } " T T T T T T T T " T
. o 5 10 15 20 25 30 35 40 45 50 55
No. at Risk )
Olaparib 92 60 50 41 34 24 18 17 14 10 10 3 3 3 2 1 1 1 0 Tlme(munths}

3 &8 7 3
2 2 1 o

= L

Placebo 62 39 23 10 6 6 4 4 4 2 12

POLO Ph. lll trial: Golan et al., N Engl J Med 2019; Kindler et al., J Clin Oncol 2022
Cindy NEUZILLET, MD, PhD

O’Reilly et al., J Clin Oncol 2020

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.
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MSI/dMMR (1%-2%)

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

PD-1 Blockade in Tumors
with Mismatch-Repair Deficiency

Le et al., N Engl J Med 2015; Science 2017

Pancreatic Cancer

100 =
90
80 o
Median (95% Cl), mo
70
4,0 (2,1-9,8)
_. 60
9;; 50 =
o)
40 -
30 o
20 -
10 <
0 T T T T T T T T T T T —
0 3 6 9 12 15 18 21 24 27 30 33 36
) Time (months)
No. at risk
Pancreatic 22 15 8 8 5 4 3 2 1 1 1 1 0
CR, PR, Median PFS, Months Median 0S, Months
Tumor Type No. No. No. ORR, % (95% CI) (95% CI) (95% CI)
Endometrial 49 8 20 57.1 (42.2 to 71.2) 25.7 (4.9 1to NR) NR (27.2 to NR)
Gastric 24 4 7 458 (25.6 to 67.2) 11.0 (2.1 to NR) NR (7.2 to NR)
Cholangiocarcinoma 22 2 40.9 (20.7 to 63.6) 4.2 (2.1 to NR) 24.3 (6.5to NR)
| Pancreatic 22 1 3 18.2 (5.2 to 40.3) 21(19t0 34) 4.0(2.1t09.8)
Cindy NEUZILLET, MD, PhD

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

== Ampulla of Vater
= Cholangiocarcinoma
mm Colorectal

mm Endometrial cancer
W= Gastroesophageal
mm Neuroendocrine
mm Osteosarcoma

B Pancreas

mm Prostate

mm Small Intestine

= Thyroid

mm Unknown Primary

W

50 =

% Change from Baseline SLD

-100-

Efficacy of immune checkpoint inhibitors in microsatellite
unstable/mismatch repair-deficient advanced pancreatic
adenocarcinoma: an AGEO European Cohort

Julien Taieb, MD-PhD 2 ' & eLina Sayah, MD ' e Kathrin Heinrich, MD e ... C. Benedikt Westphalen, MD ¢
Edouard Auclin, MD e Lorenzo Pilla, MD ' e Show all authors ® Show footnotes

Published: April 22, 2023 « DOI: https://doi.org/10.1016/j.ejca.2023.04.012

ORR: 48.4% and DCR: 67.7%
MPFS: 26.7 months and mOS: not reached

KEYNOTE 158 et 164 Taieb et al., Eur J Cancer 2023
Diaz et al., ESMO 2019, abs 11740 Wang et al., INCCN 2021
Marabelle et al., J Clin Oncol 2020  Philip et al., Clin Cancer Res 2022
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THERAPIES CIBLEES

Theérapie ciblée : utilité clinique ?

Matched therapy group vs unmatched therapy group:

HR 0-42 (95% Cl 0-26-0-68); p=0-0004
Matched therapy group vs no marker group:

HR 0-34 (95% C1 0-22-0-53); p<0-0001
Unmatched therapy group vs no marker group:
HR 0-82 (95% Cl 0-64-1-04); p=0-10

100
80
#
= b0-
=
c
4
§ 40
=
o
20 —— Matched
—— Unmatched
—— No marker
0 1 ]
0 0-5 1.0
Number at risk
(number censored)
Matched therapy 46 42 36
© @3 @

Unmatched therapy 143 116 78

(0} (19) (11)
488 384 241
(0) (66)  (55)

Mo marker

Cindy NEUZILLET, MD, PhD

|
1.5

I
2-0

| | | I | |
2:5 30 35 4-0 45 50

Time since diagnosis of advanced disease (years)

32
(2)
44
(15)
124
(39)

18
(8)
27
(4)
63

(15)

13 10 7 4 1 1
(1) (2) (2) (1) (2) (0)
16 8 6 2 1 0
(4) (3) (1) (2) (1) (0)
33 22 14 10 8 5

4 (@) (3) (2) (0) (0)

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Actionable molecular Line of Time on Second line of therapy (advanced setting)
findings therapy  therapy
(months)
ALK fusion 2 =29 ] Crizotinib + IMRT + gemcitabine =
MSI-H 2 216 | Pembrolizumab >
BRCA1 mutation 2 12 | FOLFOX + olaparib
ATM mutation 2 211 ) Alternating chemotherapy =
BRAF mutation 2 1 | Trametinib + dabrafenib
MsI-H 2 >10 | Pembrolizumab >
BRCA2 mutation 2 10 i Olaparib
PALB2 mutation 2 =10 ] Olaparib =
CDK6 amplification 2 =9 | Pembrolizumab =
CDK6 amplification 2 =8 | FoLFIRINOX =
AKT2 amplification, ATM mutation 2 =7 ] => Gemcitabine + nab-paclitaxel
BRAF mutation 2 6 ] Gemcitabine + nab-paclitaxel
AKT2 amplification 2 =6 i => Gemcitabine + nab-paclitaxel + rituximab
BRCA2 mutation 2 6 i FOLFOX
BRCA2 mutation 2 =5 ] == FOLFIRINOX
FANCA mutation 2 4 ] FOLFIRINOX
BRAF mutation 2 4 ] Gemcitabine + nab-paclitaxel
BRCA2 mutation™ 2 4 ] Cisplatin + irinotecan
CDK4 mutation, BRCA2 mutation 2 3 ] Cediranib + olaparib
BRCA2 mutation 2 =2 ]

=> Olaparib

MSI, BRCAness, genes de fusions

(< 10% des patients)

Pishvaian et al., Lancet Oncol 2020

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE



THERAPIES CIBLEES

Recommandations ESMO

+ ] +

V V NV

BRCAm MSI-H/dMMR NTRK fusion

Maintenance olaparib?®

First line
[1, B; MCBS 2; ESCAT I-A]“¢

Larotrectinib
[lll, A; MCBS 3; ESCAT I-C]°¢

Second line

Consider rechallenge with Pembrolizumab®
ChT [IV, C] [Il, B; MCBS 3; ESCAT I-C]°*

Entrectinib
[lll, A; MCBS 3; ESCAT I-C]¢*

Conroy et al., Ann Oncol 2023
Cindy NEUZILLET, MD, PhD

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. m i
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PERSPECTIVES

PISTE #1 : Mieux utiliser les molécules déja disponibles

basal-like probability

worse outcomes
resistant to FOLFIRINOX
sensitive to gemcitabine?

Tral ____Cx ______ (Classical __|Basal ____|Pvalue

@ Cclassical cell
<= basal-like cell

COMPASS FOLFIRINOX, 10.62 6.54 HR 0.33
Investigator choice mOS (months) p=0.0001
(N=195) Gem nabP, 8.19 8.12 NS
mOS (months)
PASS-01 FOLFIRINOX, 5.7 2.7
Randomized mPFS (months)
(N=103) Gem nabP, 5.7 5.7
Cindy NEUZILL mPFS (months)
Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. m
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PERSPECTIVES

N W B

GATAG ISH Score

basal

PuriST subtype

Cindy NEUZILLET, MD, PhD

/ o \
100 - GATAG6 ISH Events/Total Median (95% CI) HR (95% Cl) 100 — Pu ST subtype Events/Total Median (95% CI) HR (95% CI)
e High 38/60 16.7 (14.0-30.7) 0.65 (0.33-1.27) Classical 27/44 19.4 (14.0-NE) 0.30(0.13-0.71)
90 — _OW 1114 10.3 (5.6-NE) Reference 90 Bas. | Ik 717 7.0 (4.8-NE) Reference
— Logrank P-value: 0.1989 + Censor s Logrank P-value: 0.0035 + Censor
X X
~ 80 ~ 80
& z
S 70 = 704
© ]
a Q
S 60- @ S 60-
a o
290 2 %0
: :
2 40 e 40 +
[ 1 [ 11 Q
@ 30 T T ™ @ 304
- N
= =
o 20+ —— o 20
> >
w (1T}
10 10
0 - 0
» 1 I ] 1 L] I Ll 1 T T T T T T T T T
CI a S S I C 0 4 8 12 16 20 24 28 32 36 40 44 48 0 16 24 28 32 36 40 44 48
Time from enrollment (months) Time from enroliment (months)
60 55 51 44 33 24 Fle 1‘9 B 17 8 6 1 1 0 44 43 40 34 24 21 pa"en%al e 14 6 3 0
Hiah i
Low 14 12 7 7 5 5 4 3 2 1 0 B'C 'asls-iﬁfl 7 6 3 3 2 0

1 year EFS: 88% in high vs 71% for low GATAG-ISH

HR: 0.65 (0.33 -1.27
Logrank P-valu€= 0.1989

1 year EFS: 77% in Classical vs 43% in Basal-like

HR:0.30 (0.13-0.71
Logrank P-value€ 0.0035

Etudes en cours :

Néoadjuvant - PANCREAS PurIST (NCT04683315)

Adjuvant - ESPAC-6 (NCT05314998)

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.
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PERSPECTIVES
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PISTE #1 : Mieux utiliser les mo

/J o \

écules déja

disponibles

Colorectal Cancer and

Chemoresistance 376

Liver Injury and

Amoxicillin-Clavulanate

Al and Resect-Discard

Strategies 46,

Post-Colonoscopy CRC

Gastroenterology

Personalized Y ol

Treatment
Etudes en cours :

44 ¥

Néoadjuvant - PRODIGE NEOPREDICT-01
Métastatique - PACSign-01 (NCT05475366),

GemSign (NCT06046794)
O

Analyzing Data...

Race and Ethnicity, Stage-Specific Mortality
and Cancer Treatment in Esophageal and
Gastric Cancers: Surveillance Epidemiclogy and
End Results 47

AGA Clinical Practice Update on Diagnosis and
Management of Acute Hepatic Porphyrias:

Expert Review 4

*** Log-rank test P<0.0001

PDAC Preclinical model Signature Preclinical model Validation
integration identification validation in patients
PDX
- e
A
‘ g | | & _ 1 __» PDC — | e
- -— " - o 8 e - . S ———
B o = 82 22 | a
— S ~-l-</ 35 —< 8% 4.. ~ —
o = £ = A a
) L ~—— g© a3 I*
3 o 2 S —> PDO —
Tnmc
> v © v
> . P J R
PDC
GemCore 5FU/Oxa/lIriCore
G 1.00 FemCore+ GamCore- 1 00
Median 132.00 3.10 '
E 075 {95% CI) (D51-17.18)  (2.23-4.70) £ 0.75
< HR 05 018 L‘g ' E Log-rank test P<0.001***
(33% CI) A0-0.34 '
050 ———— £ 0.50 h | sens=3
=1
73]
o

=]
&

GemCore+

0.00

0 10 20 30

0 5 10 15 20 25 30 35 40 (months) Midibesak ok (months)
Number at risk Sens=0 26 3 0 0 0
GemCore- 36 10 3 2 0 0 0 0 O Sens=1 g? 173 g 8 8
GemCore+ 29 26 17 14 6 E 1 1 1 Bl 15 11 a 5 1

Fraunhoffer et al., Gastroenterology 2023

Frau

nhoffer et al., Front Oncol 2024
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PERSPECTIVES

100

-4
an

&

Probabiity of Progressio=iree Survival (%)

gt
{52}

PISTE #2 : Nouvelles cibles thérapeutiques - HRD

POLAR study

Maintenance
avec olaparib + pembrolizumab

Median PFS 6M PFS 12M PFS
months rate % rate %
(95%Cl) (95%CI) (95%C1)
o) 4swoin srars i Posthos
p=0.0014

C. Platinum-
sensitive

3.3 (1.9-4.8) 13 (3.7-48) Mot
estimable

Cindy NEL

0 3 [ g i2 i% B 1 M 27 0 13 Y a0

Months since the first cyce

Cohort C. Platinum Sensitive:
Platinum-sensitive without HRD mutation +
PR/CR > 6M on platinum

Cohort A. HRD
Homologous Recombination Deficiency (germline or

somatic BRCAZ, PALB2, BRCAT mutation) +
SD/PR = 4M on platinum

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

24

Bzl % Chungs in Teegel Lesiom by RECIET V.0

Primary endpoint Cohort A. HRD

Total =
ORR 35%
DCR 80%

L

Cohort A had only 20 out of 33 (60%) participants had measurable diseases.
Cohort B had 12 (BE0%) and Cohort C had 14 (83%) measurable disease.

Park et al., ESMO® Annual Meeting 2024



PERSPECTIVES

PISTE #2 : Nouvelles cibles thérapeutiques - KRASW' (5-10%)

A
KRAS
)0.79% IMissense mutation B -
.23025 ..  Plus fréquent dans les acineux (env. 90%)

EGFR (4.27% B Truncating mutation . _
FGFR2 §4.05°/Z; | .. Philip et al., Clin Cancer Res 2022
ERBB2 (3.37%) N | il Splice site mutation

MET @92%) | || |1

MAP2K4 (2.02%) | | | "l Intragenic deletion

EroB3 @02%) | | || * Early Onset PDAC - age < 50 ans (n=450)

FGFR1 (1.80%) | i l Deletion

RAF1 (157%) I Enrichis en KRASYT(15,9%)

ALK  (1.35%) | | ] e
RET (1.35%) | 0] IAmpllflcatlon

NTRK1 (1.12%) | | [
NRAS  (0.67%) |

ERBB4 (0.67%) | |

Varghese et al., JINC/ 2021

PRl (R | rene *  Sensibilité aux anti-EGFR
Singhi et al., Gastroenterology 2019 Schultheis et al., Ann Oncol 2017
ORIGINAL ARTICLE f X in &= Phase Ill NOTABLE (N=82) Qin et al., J Clin Oncol 2023
Efticacy of Zenocutuzumab in NRG1 Fusion—-Positive
Cancer . * KRASWT(n=266/2,483)
: o Enrichis en altérations ciblables
- BRAF : mutation (13.0%), fusion (6.6%)
] - Fusions (mutuellement exclusives avec mut
5 «] I""'I'IIIII[ KRAS/BRAF): NTRK, NRG1, ALK, RET...
] - MSI: 4,7% vs 0,7%
o e Philip et al., Clin Cancer Res 2022

Gindy NEUZILLET, MD, PhD Schram et al., N Engl J Med 2025

EEEEEEEEEEEEEE
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PERSPECTIVES

PISTE #2 : Nouvelles cibles thérapeutiques - KRASMYT (90%)

Mutation-selective inhibitors Pan-KRAS inhibitors Pan-RAS inhibitors

Type de mut. KRAS dans 'ADKP wutipl @

Multiple

other other
G12A G12A
; ' Glzc 1.7% G12R ? G12R
e G13D G13D
G1ov | G12R N G12A/S/L/1 1.4%
3259 | 17.1% G13C/D/P/H/R 1.2% Ciens
‘ Q61H 4'8% Hits Hits Hits
only one specific KRAS mutation | | wild-type and most or all KRAS mutants || All KRAS, NRAS and HRAS mutations
Q61R 1.2% Spares Spares Spares
wild-type KRAS, NRAS and HRAS | | wild-type NRAS and HRAS none
Q61K 0.5% Smallest Effective patient population Largest

Others 0.5%

cBioPortal - Luo et al., Semin Oncol 2021

Most favorable Least favorable

Predicted tolerability profile
Corcoran, Nature Cancer 2023

Echec des inhibiteurs de Adagrasib  KRASG12C  33% 81%
Farnesyl transferase, MEK / RAF Sotorasib KRAS G12C  21% 75% 4.0
Daraxonrasib Pan-KRAS 36% (G12X) 87% (G12X) 8.1
Zoldonrasib KRAS G12D 30% 80% -

Cindy NEUZILLET, MD, PhD
Bekaii-Saab et al., J Clin Oncol 2023; Strickler et al., N Engl J Med 2022;

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. ) ) e e
P pyng P y g Arbour et al., Ann Oncol 2023; Spira et al., J Clin Oncol 2025 m
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PERSPECTIVES

PISTE #2 : Nouvelles cibles thérapeutiques - KRASMUT (90%)

Description

Compound (Company)

Target

Phase

Tumor Type

RASolute: Daraxonrasib in patients with previously
treated mPDAC

RAS(ON) inhibitors +/- chemotherapy in patients with
gastrointestinal solid tumors

TSN1611 in KRAS G12D mutated advanced solid
tumors

AZD0022 as monotherapy and in combination with anti-
cancer agents in KRAS G12D mutated tumors

BGB53038 alone or in combinations
LY4066434 in KRAS mutated advanced solid tumors
LY3962673 in KRAS G12D mutated solid tumors

RMC9805 KRAS G12D mutated solid tumors

INCB1161734 in advanced KRAS G12D mutated solid
tumors

RMC6236
(Revolution Medicine)

RMC6236
RMC9805 (RevMed)

TSN1611
(Tyligand Therapeutics)

AZD0022 (AstraZeneca)

BGB53038 (Beigene)
LY40664343 (Lilly)
LY3962673 (Lilly)

RMC9805 (RevMed)

INCB171734 (Incyte)

Pan-RAS

Pan-RAS
KRAS G12D

KRAS G12D

KRAS G12D

Pan-KRAS
Pan-KRAS
KRAS G12D
KRAS G12D

KRAS G12D

Platform

I/11

/lia

la/lb
|
|
I

PDAC

PDAC, CRC

I: Solid tumors
II: NSCLC, PDAC,

NSCLC

Solid tumors

Solid tumors
Solid tumors
Solid tumors

Solid tumors

Solid tumors

27

Cindy NEUZILLET, MD, PhD
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PERSPECTIVES

PISTE #2 : Nouvelles cibles thérapeutiques

MTAP

EMT Hippo Pathway
B — I8 CH3/CcH3
: esrirohey Phomieriincl MST2)
Metabolism
R e PRMTS5 Functions and

Connections in PDAC

<
o

Survival e
] : = y®
-~ o

o
-
3 9
=) Wiy

KRASTINNRannnnni

COKNZARRRRRNRRNEND

MYC Pathway MTAPRRRRRRRRRENED

VDN

Transcription, Therapy Resistance

Splicing, DNA-Repair

herapy Resatance

nme

Translational Potential

. CTx
—> C’ »> @ KRASi

PRMTSi
\\“0 Icl

Schneider et al., Transl Oncol 2025; Nakayama et al., Nature Rev Clin Oncol 2024

Cindy NEUZILLET, MD, PhD
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Claudin 18.2

b claudin18.2

1st extracellular

loop
14G11 and SP455 G Zolbetuximab
binding site binding site
2nd extracellular
EPR19202 loop
binding site W
SESRIRIBIRIRINIRIRIIRISIRIRIBINIgY § | | 3NN I I I I D DY IR Y00 00 00 )
0484865666660 060.46 4546466 ¢ R ANCIMICII € € 0 6646444646666 6 € 464645 656666
ILlasma
membrane PDZ binding
Cytoplasm domain
43-14A 201
binding site F-actin
* Monoclonal antibodies
* ADC
* Bispecific antibodies or T cell engagers
* CAR-T




PERSPECTIVES

Durvalumab +
tremelimumab

Phase IIR

O’Reilly et al., JAMA
Oncol 2019

Résultats
“prometteurs”

puis décevants
JAK inhibiteur
TGFB inhibiteur
MEK inhibiteur...

Cindy NEUZILLET,
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E] Progression-free survival D+T
1.0+ D
O O Censored patient
- 0.8+
= Time, mo (95%Cl) D+T(n=32) D(n=33)
L0
%’ 0.6 Median 1.5(1.2-1.5) 1.5(1.3-1.5)
!:'. 3 mo 9.4(2.4-22.3) 10.9(3.0-24.7)
S 0.4 6 mo 9.4(2.4-22.3) 3.6 (0.3-15.4)
=
A
0.2
0_ O
0 3 6 9 12 15
Time From Randomization, mo
No. at risk
D+T 32 3 3 2 1 0
D 33 3 1 0 0 0
Overallsurvival | Time, mo (95%Cl) D+T(n=32)  D(n=33)
1.0+ Median 3.1(2.2-6.1) 3.6(2.7-6.1)
6 mo 36.2 (20.0-52.7) 34.9(19.2-51.1)
0.8 12 mo 8.8(1.8-22.8) 6.3(1.1-18.4)
>
%
T 0.6
o
a
2 0.4
>
5
wv
0.2
0_
6 .;: é é 1'2 115 1l8
Time From Randomization, mo
No. at risk
D+T 32 18 11 4 2 1 0
D 33 17 1K 5 2 1 0

Gem-nabP *
durvalumab +

Hazard Ratio stratifié= 0,94 ; 90% Cl (0,71-1,25),;, p=0,72
HR ajusté selon le Modéle de Cox = 0,90 ; 90% CI (0,67-1,20) ; p = 0,54

: k) Médiane Gem+NabP = 8,8 mois ; 90% Cl (8,3-12,2)
treme"m uma b z 08 Médiane Gem+NabP+Durva+Treme = 9,8 mois ; 90% Cl (7,2-11,2)
Phase Ill PA.7 S 06
R f | ESMO g ’ = Gem+NabP+Durva+Treme

enour et a . o = Gem+NabP
2020, Abs #LBA65 °© 04
S
S 0,2
o
S “Ln_|_
o 0
0 4 8 12 16 20 24 28 32 36
Temps (mMois)
G+N+D+T: 119 97 71 48 31 20 15 4 1 0
G+N 61 51 32 21 13 11 4 4 0 0
MFOLFIRINOX *
o« aege A Intention-to-treat analysis
sintilimab "
Phase IIR CISPD3 It
Fu et al., Ann Surg Oncol - | b, B —
2023 y
= s i}
E T,
o 1
? ETHE ETHE
:3 L
21
] ' : : ' - ' |
] 1 Lo q 12 I5 ] 21 24 1 L
M, wl Rk Tirne {Menche)
miEx 85 M s L] 1 I mn B | I 0 ss:;:‘:\:li’:?:ms
Sallimab+mFFX 55 53 L1 iz 21 Ik Il fr 4 2 1]
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Custom manufacture
autogene cevumeran

Vaccine trials

Processand  Seguence (individualized
transport tumuur and PI'BdICt am:l select necantigen-encoding a
tizzues nomnal DA Ni—'lpmlﬂ:[]
B oo —t Amphiphile mKRAS long

% \g oy ,i'{ . Key inclusion criteria : £ peptide antigens
e e e———

>,, . i » All surgically resectable PDAC ! ELI002 2P g

; Mg ™y = t - No borderline resectable @ Amph-mKRAS GI2R

MT/,# & Tumnur RMA ! - Mo locally advanced ! . .
e ! or metastatic disease ! :
’ Custom manufacture . No neuaf::ljuvant therapy i —— Amphiphile TLR-9 agonistic
autogene cevumeran | * =5 necantigens ! ﬁ DNA adjuvant

------------------------------  — e —

Autogene cevumeran mFOLFIRIMOX Amph-CpG-7909

A AAAAAAK,

:r"'"‘W

G12D or G12R peptide

AAAAAAAAL, '"I “'

 Recruiting i

A Study of the Efficacy and Safety of Adjuvant Autogene Cevumeran Plus Atezolizumab and
mFOLFIRINOX Versus mFOLFIRINOX Alone in Participants With Resected PDAC (IMCODEO003)

 Recruiting L
A Study of ELI-002 7P in Subjects With KRAS/NRAS Mutated Solid Tumors (AMPLIFY-7P)

ClinicalTrials.gov ID @ NCT05726864
ClinicalTrials.gov ID @ NCT05968326

Sponsor @ Elicio Therapeutics
Sponsor @ Genentech, Inc. P P

Information provided by @ Genentech, Inc. (Responsible Party) Information provided by @ Elicio Therapeutics (Responsible Party)

Last Update Posted @ 2024-10-08

Last Update Posted @ 2024-12-05

Albumin-bound amphiphiles Antigen-presenting cell T cell
28 resected on protocol ) ) SO Fa) eg £ .
_ Subcutaneous Albumin Lymph node Dellvery to
9 removed before atezolizumab injection binding targeting immune cells
* § advanced or metastatic disease
+ * 1 non-PDAC diagnosis c
» 1 withdrew consent
- F » 1 manufacture failure Screened for eligibitity excluded (did not meet eligibility criteria)
19 received (inadequate tissue) (n=92)
o atezolizumab? " =) Not mKRAS G12D/G12R (n = 8)
"5 . ) % Recurrent diseasa (n = 12)
I 3 removed before vaccine Enrolled CDNA, CA19-9, CEA negative (n = 40)
g * 1 disease progression Other (n=7)
- « 1 for other cancer treatment (n=25)
E» I » 1 insufficient necantigens ¥ oi—— — —
= |‘16 received vac:ci'lEP| Cohort1(n=3) Cohort 2 (n = 6) Cohort 3 (n=5) Cohort 4 (n = 5) Cohort 5 (n = 6)
T 1 removed before mFOLFIRINOX £L1-002 0.1 mg ELI-002 0.5 mg ELI-002 2.5 mg ELI-002 5.0 mg ELI-002 10.0 mg
- * 1 dizsease progression
15 received Completed treatment =1 || Completed treatment =2 || Completed treatment =2 || Completed treatment = 3 || Completed treatment =3
. mFOLFIRIMNGX On treatment = 1
C | ndy N EUZI LLET, M D, Ph[ = Early discontinuation=2 || Early discontinuation=4 || Early discontinuation=23 || Early discontinuation=2 || Early discontinuation =2
a5 afety-evaluable cohort - -
bBiomarker-evaluable cohort 6000 science
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is required for re-use.
Rojas et al., Nature 2023

BETTER MEDICINE
BEST PRACTICE

Pant et al, Nature 2024 m
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OSE2101 COMPOSITION

Tumor associated antigens
(TAAS) [expression in PDAC]

%p CEA [39-75%]
Y P53 [47-70%]
%p HER2 [11-45%)]
%p MAGE-2 [30%]
% MAGE-3 [40%)]

S/

J/Main inclusion criteria
| Age =18

ECOG PS0-1

HLA-A2 genotype (DNA screening) R
Histologically proven PDAC
Advanced or recurrent disease
Controlled disease after 4 months
(8 cycles) of CTx with (modified)
FOLFIRINOX

1:1

 Measurable/evaluable lesion |

*\ (RECISTv1.1) -/
Cindy NEUZILLET, MD, PhD

100% 1

9 epitopes targeting 5 TAAs
Wild-type and neo- 75%!
epitopes

50% 1

Overall Survival probability

1 Pan DR T Helper
cell epitope (PADRE) 25% 1

BERTRREY

0% 1

group == Arm B OSE2101 plus FOLFIRI

Events/Total Median (95%CIl) 12 months Survival (%)
arm B 36/54 15.47 (12.35-19.29)  65.78 (51.29-76.89)

| 0

Arm B OSE2101 plus FOLFIRI o

Arm A — Reference arm (n=53)

FOLFIRI*

— Arm B — Experimental arm (n=53)

FOLFIRI* + OSE2101**

Subcutaneous injection on D1, D15, Q4W/6 doses then Q8W to M12
then Q12W up to M24

Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

3 6 9 12 15 18 21
Time since inclusion (months)

>3 43 339 34 23 20 2

Phase Il non comparative
Hqi: M12-0S = 50%

M12-0S: 65.4%
95%Cl 50.9-78.0
= Objectif principal atteint

Neuzillet et al., ASCO® Annual Meeting 2025
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group = ArmB = ArmA
100% 1
OSE2101 COMPOSITION 9 epitopes targeting 5 TAAs
Tumor associated antigens | Wild-type and neo- > 15%]
(TAAS) [expression in PDAC] | epitopes g
(]
CEA [39-75% F -
%P [ ] zr % 50%
2& P53 [47-70%)] N-An S o Y e .
N 1Pan DR T Helper J T - : L
2& HER2 [11-45%] \ﬂf Q cell epitope (P$RE) g l_".____":-_-_:: ___________
A B 25%1 Events/Total Median (95%Cl) 12 months Survival (%)
2& MAGE-2 [30%] LM 7 ‘arm B 36/54 15.47 (12.35-19.29)  65.78 (51.29-76.89)
' Arm A 3153 17.35(10.58-2323)  61.22(46.18-73.23) |
% MAGE-3 [40%)] NZan
| 0%
0 3 6 9 12 1I5 18 21 24
Arm B OSE2101 plus FOLFIRI 54 =3 45 39 34 25 20 8
Arm A FOLFIRI 53 48 42 38 30 27 16 11
/ | \ Arm A — Reference arm (n=53)
/ Main inclusion criteria .
[ Ages18 R Phase Il non comparative
« ECOGPSO0-1
+ HLA-A2 genotype (DNA screening) R _ H1: M 12-OS - 50%
+ Histologically proven PDAC I — Arm B — Experimental arm (n=53)
+ Advanced or recurrent disease '
« Controlled disease after 4 months FOLFIRI* + OSE2101** H P-4 A
(8 cycles) of CTx with (modified) Subcutaneous injection on D1, D15, Q4W/6 doses then Q8W to M12 Utl I Ite d U bras contr0|e +++
FOLFIRINOX then Q12W up to M24
.+ Measurable/evaluable lesion f
" (RECISTVL.Y) /
Cindy NEUZILLET, MD, PhD _ o _
Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. Neuzillet et al., ASCO® Annual Meeting 2025

32



PERSPECTIVES

PISTE #3 : Revisiter I'immunothérapie

CD40 agonist (mitazalimab) Anti-CCR8 (cafelkibart)

A1004 B
Best overall response Best overall response
mPD mPD
80+ ®SD 80, =sD
H PR B PR
60 HCR 604

* Cible les Tregs intra-tumoraux
* Association avec anti-PD1
AR RO

§=y
?
§=y
=]

]
?
(58]
[~

Change from baseline, %
o

Change from baseline, %
o

N
8 oo
(=]
- - ’,-
i | / N
f Ao .
%7 y e/ | -
| g | T 1
171 > A
| | | M A g ™
y I [\ Ry S .
| ¥ ",
|
|
&

204 204
1207 BOR:
-40 = -4+ 110
60 A -60 z gg: APD
© 70
2 60
I o
. . . . . -1004 c 40
3 6 9 12 15 18 21 24 Patient oS 30
Months o 20 20%
S 10
® 0
S -10-
S -20
N=57 £ -307 -30%
- 8 —40
Median follow-up, months 18.2 8 _50-
% —60
Best Overall Response, n (%) & -70-
CR 1(1.8%) Median DoR, months (95% Cl) 12.6 (7.5 - NE) —80: = 10 mg/kg Q3W-+anti-PD-1 Q3W
. Progression Free Survival —;?Jg— 0 migikg LSWaantt PD-1 oW
PR 23 (40.4%) & 1907 m3 mg/kg Q2W+anti-PD-1 Q6W
SD 21 (36.8%) Median PFS, months (95% CI) 7.7(5.8-11.3) Line of therapy 1251 1232 11 128231 1 11 2212 1220122522251 223221 111111121921 1111 1111111122 12311252111 11281
PD 12 (21.1%) 6-month PFS rate, % (95% CI) 60.9 (46.9-72.3)
Disease Control Rate 45 (78.9%) 12-month PFS rate, % (95% Cl) 35.1 (22.8 - 47.6) .
. Overall Survival B d
_ esoin de marqueurs compagnons
Number of patients with objective response (unconfirmed) 31 Median OS, months (95% CI) 14.9(10.0-17.3)
ORR (unconfirmed), % (90% Cl) 54.4 (42.7 - 65.7) 12-month OS rate, % (95% Cl) 57.8(43.9 -69.4) +++
Number of patients with objective response (confirmed) 24 18-month OS rate, % (95% Cl) 36.2(23.0-49.5)
ORR (confirmed), % (90% Cl) 42.1(31.0- 53.9)

Cindy NEUZILLET, MD, PhD Van Laethem et al., Lancet Oncol 2024; Geboes et al., SITC® Annual Meeting 2024; Gong et al., ASCO® Annual Meeting 2025
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APACaP - study design

/Main inclusion criteria

* Unresectable advanced PDAC
 Eligible for chemotherapy

« ECOGPS<2

 Agez218

« 21 measurable lesion (RECIST 1.1)

Main exclusion criteria

\ exercise practice

« Availability of a Physical Activity Partner

« Any medical condition contraindicating

~

/

ClinicalTrials registration: NCT02184663

Ceeoniing [

1:1

Standard Arm

Usual care
Chemotherapy at the investigator’'s choice

Nutritional support (SFNEP guidelines)

Tumor evaluation Q8W: TAP-CT scan & CA19-9

APA Arm

Usual care

+ APA (a 16-week program)

Preoperative Optimisation of Modifiable Risk Factors in Surgery of the Pancreas (PROMISE-P)

ClinicalTrials.gov ID @ NCT05851534

Sponsor @ Maastricht University Medical Center

Information provided by @ Maastricht University Medical Center (Responsible Party)

Last Update Posted @ 2024-10-26
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[ Two types of exercises J

AEROBIC
TRAINING
according to patient’s
preferences

RESISTANCE
(with elastic bands)

Upper limb Lower limb

Global Health Status

TUDD or death probability(%)
e
|

Arm

— APA Arm

Events/Total Median (95% Cl)
Standard Arm 106/131 9.0 (7.4-11.8)

90/M25 12.1 {10.0-14.0)

D4 Logrank P-value: 0.0113

HR (95% CI)
Reference
0.69 (0.52-0.92)

=+ Censor

| T
0 3

Patients-at-Risk
Standard Arm 131 a5
APA Arm 125 102

| | |
5] g 12

72 53 33
89 63 46

| | | |
15 18 21 24

Time since random assignment {months)

26 14 12 5
29 19 16 8

Neuzillet et al., J Natl Compr Canc Netw 2023 m i
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= corticosteroids secretion

+ decreased cancer-related fatigue and side effects

s decreased cancer-related impairment

« stimulation of gluconeogenesis
* increase IGF1
« increased insulin sensitivity

» decreased
inflammatory factors

» exercise-induced
leukocytosis

v decreased KYN/TRP
ratio

Adipose
tissue

Brain and hypothalamo-
hypophysis

* increased lean mass
« increased muscle strenght
« increased insulin sensitivity

v I
Jon

:\"'\pﬁ--n

Gut

= vyisceral body fat reduction
+ reduced proinflammatory
adipokines secretion

microbiota

PN

= increased cardiac functions
= reduced systemic levels of
oxidative stress

%’dﬁov&sou!&r

Exercise-induced engagement of the IL-15/IL-15Ra
axis promotes anti-tumor immunity in pancreatic

cancer

Graphical abstract

system increased drug sensibility

radiosensitization

decreased migration and metastasis
increased apoptosis

decreased proliferation, growth and survival

. s e e

i/ Tumor and
/"' Microenvironment

improved T cell infiltration
reduced MDSCs accumulation
increase NK cell activation
decreased metastasis
decrease in M2 macrophages
reduced tumor hypoxia
increased microvessels density

*« & & & & * B

« modulation of composition

» decreased gastrointestinal toxicities

Torregrosa et al., Cancers 2022

Sedentary
e

-,

- “«»
ret
Epinephrine "+ *
Release

Circulation

Exercise

S —

TYTT@® «»

PO-1 anti-FO-1 IL-15R0 NIZ$8S COSTCell |15 Fpinephrioe

I

@ Gem/Abx
@«  Chemotherapy

B NIZ985
: IL-15 Super Agonist
A Treatment
e
&
Gem/Abx
Chemotherapy I
Treatment = ‘ Treatment
Resistant | Sensitive
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In brief

Kurz. et al. discover that aerobic exercise
slows pancreatic cancer growth in mice
through activation of the immune system,
particularly CD8* T cells. The beneficial
effects of exercise can be mimicked by
treatment with an IL-15 super-agonist,
NIZ985. Exercise or NIZ985 both improve
the responsiveness of murine pancreatic
tumors to immune- and non-immune-
based therapeutics.

Cancer Cell 2022

Agents ciblants les cytokines de la cachexie (e.g.

GDF-15/Ponsegromab)
Groarke et al., N Engl J Med 2024

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

Cindy NEUZILLET, MD, PhD
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CONCLUSION : APPROCHE THERAPEUTIQUE MULTI-

ECHELLE POUR LE CANCER DU PANCREAS

36

Cellule tumorale

Profil moléculaire de

routine : gBRCA, KRAS, MMR =+
NGS ADN/ARN de grande taille

Avenir : chimiogramme ARN ?
Cibler les mécanismes de
résistance et de
dissémination
meétastatique précoce

Microenvironnement

 Cellules
Immunitaires

* Fibroblastes (CAF)

« Microbiote
Intratumoral

Hote

Nutrition

Activité physique adaptée
Douleur
Anxiété/dépression
Préadaptation

Prévention des maladies
thromboemboliques
Obstruction des voies
biliaires/gastro-intestinales




