IMMUNOTHERAPY FOR PATIENTS WITH
ACTIONABLE GENOMIC ALTERATIONS

Fabrice BARLESI, MD, PhD
Paris Saclay University / Gustave Roussy
Paris, France

Paris, Friday 15" 2024




DECLARATION OF INTERESTS

Personal financial interests:
+ None (since August 2021)
Institutional financial interests:

+ Abbvie, ACEA, Amgen, Astra-Zeneca, Bayer, Bristol-Myers Squibb, Boehringer-Ingelheim, Eisai, Eli Lilly
Oncology, F. Hoffmann-La Roche Ltd, Genentech, Ipsen, Ignyta, Innate Pharma, Loxo, Novartis,
Medimmune, Merck, MSD, Pierre Fabre, Pfizer, Sanofi-Aventis, Summit Therapeutics and Takeda

Non-financial interests:

+ Principal Investigator for Astra-Zeneca, BMS, Innate Pharma, Merck, Mirati, Pierre Fabre and F. Hoffmann-La
Roche, Ltd, sponsored trials (or ISR)

No other conflicts of interest

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



AGENDA

. Standard Checkpoints Inhibitors

. The role of VEGF inhibition

. TKls and ICl combinations

. Current guidelines

. What the biology of AGA is telling us?

. What's next?

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



STANDARD CHECKPOINTS INHIBITORS

Alone or in combination (after TKI(s) exhaustion)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 MONOTHERAPY
Registry (Immunotarget)

Table 2 Immune checkpoint inhibitor efficacy outcomes in various molecular alterations

Best response (%) PFS 0s
Median 6 month 1year PFS Median

Driver n CR/PR sD PD (months) PFS (%) (%) (months)
BRAF 38 28.1 28.1 438 3 35 19 13.6
KRAS 252 27.2 23.1 49.8 3.2 39 26 13.5
ROS1 3] 20 0 80 NA NA NA NA
MET 36 15.6 34.4 20 3.4 33 23 18.4
EGFR 110 11 18 A 2 16 6 8.8
HERZ2 23 9.5 28.6 61.9 3.9 34 17 10
RET 14 71 214 7.4 2.2 16 8 6.5
ALK 18 0 214 78.6 2.1 16 8 17

Mazieres J, et al. Ann Oncol 2019 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 MONOTHERAPY
Subgroup analysis from randomized trials
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PD(L)1 MONOTHERAPY

EGFRm subgroup analysis from randomized trials

Hazard Ratio

Favors PD-1/PD-L1 : Favors

Trial (95% Cl) Inhibitor : Docetaxel Weight, %
EGFR mutated
OAK 1.24(0.71-2.18) . 35
CheckMate 057 1.18(0.69-2.02) 3.9
Keynote 010 0.88 (0.45-1.72) 2.5
POPLAR 0.99(0.29-3.40) 0.7
Subtotal 1.11(0.80-1.53) * 10.6

Heterogeneity: x5=0.69, P=88; *=0%
Test for overall effect: 2=0.61 (P=.54)

Lee, et al. JAMA Oncol 2018

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



PD(L)1 & CHEMOTHERAPY
EGFRm dedicated randomized trial: KN789 study

Pembrolizumab 200 mg +

pemetrexed 500 mg/m? + Pembrolizumab

200 mg g3w

platinum chemotherapy?
Key patient inclusion criteria ) aswidcycles) (31 Cx(;deS) + :
emetrexed 500 mg/m
* Metastatic nonsquamous (n=245) P 8/
NSCLC Stratification

PD-L1 TPSP (<50% vs. 250%)

* EGFR mutation (Ex19del or
* Treatment (with vs. without osimertinib) .
L858R) : Pembrolizumab
Region (East Asia vs. not East Asia)
* TKI resistant 200 mg g3w
e ECOG PS 0-1 Placebo + (35 cycles)
pemetrexed 500 mg/m? + Placebo
(n=492) .
\_ J platinum chemotherapy? g3w (31 cycles) +
g3w (4 cycles) pemetrexed 500 mg/m?
(n=247)
Co-primary endpoints Secondary endpoints
* PFS (BICR, RECIST v1.1), OS * ORR, DoR, PROs, safety

Yang JC, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA9000 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CHEMOTHERAPY
EGFRm dedicated randomized trial: KN789 study
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0 3 9 12 15 18 21 24 27 30 33 36
Time, months
245 181 90 57 25 17 9 6 5 3 1 1 0
247 184 75 37 19 12 7 5 5 4 3 2 0
Pembro + chemo Chemo
(n=245) (n=247)
Events, n (%) 198 (80.8) 214 (86.6)
mPFS, mo (95%Cl) 5.6 (5.5,5.8) 5.5(5.4,5.5)
HR (95%Cl); p-value 0.80 (0.65, 0.97); 0.0122

Yang JC, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA9000
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No. at risk Time, months
Pembro 5,5 534 217 182 151 129 114 99 75 65 50 40 29 23 13 7 3 0
+ chemo
— Chemo 247 237 211 169 146 122 103 76 65 55 42 31 24 19 17 10 3 0

Events, n (%)

Pembro + chemo Chemo
(n=245) (n=247)
214 (87.3) 224 (90.7)

mOS, mo (95%Cl)

15.9 (13.7, 18.8) 14.7 (12.7,17.1)

HR (95%Cl); p-value

0.84 (0.69, 1.02); 0.0362
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PD(L)1 & CHEMOTHERAPY
EGFRm dedicated randomized trial: CM722 study

Primary analysis population

» Recurrent EGFR mutation-positive metastatic N = 294 > NIVO 360 mg + platinum-doublet progression,
or stage IV NSCLC chemotherapy asw @ cycles): unacceptable
* Progressive disease after 1L first- or second- toxicity or for
generation TKI without T790M mutation 2 years for
* Progressive disease after 1L or 2L osimertinib, .
regardless of TZS0M mutation® ’ Platinum-d%:’l:lft :I::s\;femotherapy immunotherapy
—FCOG P50 n = 150 o arm
Stratified by
« Tumor PD-L1¢ (< 1%d vs > 1%)
* Brain metastases Nl:ll:’cl) 3 mg/kg QW ¥
+ Smoking history 1 mg/kg Q6W
* Prior osimertinib use® (for up to 2 years)s
Primary endpoint Secondary endpoints Exploratory endpoints
* PFS by BICR * 9-mo and 12-mo PFS rates * Safety
* 0S, ORR, DOR « Efficacy by tumor PD-L1¢ status

Mok T, et al. Ann Oncol 2022 (presented ESMO Asia) and J Clin Oncol 2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CHEMOTHERAPY
EGFRm dedicated randomized trial: CM722 study

100 PDL1 status HR NIVO + chemo  Chemo
, (n=144) (n=150)
<1% 0.91 .
80 - | Median 05, mo 19.4 15.9
0 :
>1% 0.76 R, HR (954 ) 082 (061,10
S W0 1-49% 0.88 I N N 7%
W >50% 0.65 a li | vl
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0 —— R 6%1: Chem? — 0 — T - —— — |
0 3 6 9 12 15 1% 1 U 7 0 3 36 9 4 4 0 3 6 9 1215182 24127 30 33 36 39 4 4 4 5 M 5
Months Months
NVO+chemo 14 106 52 2 2 199 1B 9 4 3 1 1 1 1 0 0 NvO+chemo 144 135 123 106 8 75 64 4 4 27 23 19 5 1 8 5 3 12 0 0
Chemo 150 91 & 17 1 8 3 2 2 1 1 0 0 0 0 0 Chemo 150 132 116 98 8 68 5 4 38 31 20 18 § 7 6 6 6 4 1 0

Mok T, et al. Ann Oncol 2022 (presented ESMO Asia) and J Clin Oncol 2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CTLA4 & CHEMOTHERAPY
EGFRm dedicated randomized trial: llluminate

100 = |_L
— Cohort 1 T790M-
, \ Induction Maintenance mPFS 6.5 mo (95%Cl 5.0, 12.6)
80 -
iant inelusion criteri Cohort 1
Key patient inclusion criteria el Cohort 2 T790M+
+ Metastatic NSCLC el o\ﬁ mPFS 4.9 mo (95%Cl 4.4, 7.5)
+ EGFR postive Durvalumap 1500mg | Durvalumab 2 60 -
- +fremelimumeb 75mg | 1500 mg + o0 IS
' NI:J pnogmmunfotherapy 0 +paiumpenetered v pemetioed o S
Chemolnerepy for melastlc chemotherapyqdw | 500 moim? d S 40 -
disease Cohort 2 %)
== (4 cycles) odw L
] »  progressedon = _
[ | e EGRTK 20
(1=30)
Primary endpoint Secondary endpoints 0 - , , T - T
0 6 12 18 24
ORR DCR,PFS, 05, ety No. at risk (censored) Time, months
— 49 (0) 27 (0) 14 (3) 7 (5) 5 (5)

Lee C, et al. J Thorac Oncol 2023;18(supp! 9):Abstr OA09.04 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CTLA4 AFTER CHEMOTHERAPY
EGFRm dedicated randomized trial: Checkmate 722

Lay G, etal. JTO Clin Res Rep 2022
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W By o . Time from start of treatment, months
I Number at risk
iy TR ‘Notevaluable __ +CiinicalPD & N |15 5 2 1 1 1 0
----- *Not evaluable NI | 16 5 3 2 2 2 0
SI7T23N S 13272 1 28 4 3 180U NODIBNMMNNIE19 212887 n 2 ‘ 6 s ‘o '2
Patient number
N NI Total (%) Median PFS 3-month PFS 6-month PFS
(%) in months rate rate
(%) (95% CI) (95% CI) (95% CI)
Partial 0(0.0) 1(6.3) 1(3.2) N 1.31 16.7% 8.3%
response (1.15-2.40) (2.9%-40.2%) (0.5%~30.6%)
Stable 6 (40.0) 6 (37.5) 12 (38.7) NI 1.18 31.3% 12.5%
disease (1.15-3.88) (11.4%—53.6%) (2.1%-32.8%)
PD 8 (53.3) 9(56.3) 17 (54.8) Overall 1.22 25.1% 10.8%
(1.15-1.35) (11.5%—~41.3%) (2.8%~24.9%)

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



THE ROLE OF VEGF INHIBITION
Combined with PD(L)1 inhibitors +/- chemotherapy

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CHEMOTHERAPY+VEGFi

EGFRm subgroup analysis of IMP150 randomized trial
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PD(L)1 & CHEMOTHERAPY+VEGFi
EGFRm dedicated randomized trial: ABC study

Study design: Randomised, non-comparative, international phase ! trial 100 PFS ITT cohort o OS ITT cohort
_ Events MedianPFS  12-m PFS% Events  MedanO8 124 08%
o (%) (95%CI) (95% CI) 8 (h) (95%CI) (95% C)
JRSSRRY Atezolizumaby 1200mg, QW 3 3 ABCPac 37(82%) 6.4m (5.3-8.3) 25% (14%-38%) _ ABCPac 26 (58%) 15.4m (94-23.9) 58% (42%-71%)
fKey elighlty itria ) ge\rf:{:izlurab;&g?gékgwﬂi‘g | ge - ABPem 44 (88%) 7.6m (4.1-07) 25% (14%-37%) & ABPem 27 (54%) 15.6m(11.8-NE) 63% (48%-75%)
arboplatin: , Q3W, 4-6 cycles 50 -] T
* Stage IlIB-IV NSCLC Paclitaxel: 175-200 mgim2, Q3W, 4-6 cycles [IREE-J IR §
+ Chemotherapy-naive £ & E
+ EGFR-mutant 939 5 40 2w
* PD on previous b %‘ @ E —
L]
EGFR-TKI therapy Atezolizumab: 1200mg, Q3W S8l B 0 4
\* ECOGPS (-1 / Bevacizumab: 15mglkg, Q3W p, “3-‘ &
Ll Pemetrexed: 500 mg/m2, Q3W 9 R
:C} 0 + Censored 0 + Censored
*Stratification factor: Prior use of 3rd-generation EGFR TKI , ; : : : : . . :
0 6 12 18 24 30 0 [ 12 18 24 30
Primary endpoi nt: No at Risk (Censored) Months from randomisation No atRisk (Censored) Months from randomisation
12-month PFS rate, by RECIST v1.1 M S0 0 B@ s 2 16 e R 1 B R B

The observed 12-m PFS rate of 25% with either ABCPac or ABPem was
below the aspired rate of 37%.

Frueh M, et al. ESMO Open 2024 (presented at ELCC 2024) Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CHEMOTHERAPY+VEGFi
EGFRm/ALK dedicated randomized trial: ATTLAS, KCSG-LU19-04 study

Atezolizumab 1200 mg +

ABCP arm bevacizumab 15 mg/kg + Maintenance

paclitaxel 175 mg/m? + tezolizumab +
Key patient inclusion criteria h carboplatin AUCS or 5.5 bevacizumab
g3w (4-6 cycles)

* Stage IV nonsquamous NSCLC (n=154)
 EGFR/ALK activating alteration (R) Stratification

] . * CNS metastases (yes vs. no)
* Progressed on prior TKI 2:1 Mutation status (EGFR vs. ALK)
e ECOGPSO0-1

Pemetrexed 500 mg/m? +

\(n=225) D carboplatin AUCS5 or Maintenance
cisplatin 70 mg/m?
a3wil4=6 cycles) pemetrexed
(n=74)
Primary endpoint Secondary endpoints
* PFS (investigator assessed) * OS, ORR, DoR, safety

Ahn M-J, et al. Ann Oncol 2023:34(suppl):Abstr LBA67 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CHEMOTHERAPY+VEGFi

EGFRm/ALK dedicated randomized trial: ATTLAS, KCSG-LU19-04 study

100
75—
X
v 507
a
257
0 1 1 1 II 1
_ 0 12 18 24 30 36
No. at risk Time, months
(No. censored)
— ABCP arm 151 98 44 21 10 2 1
(0) (15) (21) (27) (31) (36) (36)
— PCarm 74 33 14 7 4 0 0
(0) (4) (6) 9) 9) (11) (11)

ABCP arm

PC arm

100

No. at risk

(No. censored)
— ABCP arm 151 134

0 7
—_— PC arm (74) (70)

(0) (0)

95
(9)
52
(1)

1
18 24 30 36

Time, months
71 41 13 4
(22) (35) (58) (64)
30 20 6 0

(11) (16) (26) (32)

ABCP arm

PC arm

Events, n (%)

(n=154) (n=T4)

114 (75.5) 63 (85.1)

mPFS, mo (95%Cl)

8.48 (8.18, 10.28) 5.62 (4.27,7.22)

HR (95%Cl); p-value

0.62 (0.45, 0.86); 0.004

Ahn M-J, et al. Ann Oncol 2023;34(suppl):Abstr LBA67

Events, n (%)

(n=154)
83 (55.5)

(n=74)
42 (56.8)

mOS, mo (95%Cl)

20.63 (18.14, 25.59)

20.27 (14.29, 26.12)

HR (95%Cl); p-value

1,01 (0.69, 1.46); 0.975

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



PD(L)1 & CHEMOTHERAPY+VEGFi AFTER EGFR-TKI
EGFRm dedicated randomized trial: Orient-31 study

~

Unresectable
advanced/metastatic NSCLC

Arm B Arm B
EGFR mutant Sintilimab + placebo + Sintilimab + placebo +
Progressed after EGFR-TKI 1: pemetrexed IV q3w + cisplatin* :2: pemetrexed IV q3w + cisplatin*

Chemotherapy-naive =1ed) (n=60)

Arm C Arm C
Placebo + Placebo +
pemetrexed IV q3w + cisplatin® pemetrexed IV q3w + cisplatin*
Stratification (n=160) (n=30)
* Gender (male vs. female), brain metastases (yes vs. no)
Primary endpoint Secondary endpoints
* PFS (RECIST v1.1) forArm B vs. C * ORR, safety

in this second interim analysis

Lu S, et al. ESMO 2022 (published by Wu et al. Lancet Oncol 2023) Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & CHEMOTHERAPY+VEGFi AFTER EGFR-TKI

EGFRm dedicated randomized trial: Orient-31 study

DCR, % (95%Cl)

RD 18.6 (95%CI 7.8, 29.0)*

o, *
48.1% RD 5.3 (95%CI 5.0, 15.5)

(95%CI 40.1, 56.2)
34.8%

(95%CI 27.4,42.8)|  29-4%

(95%Cl 22.4, 37.1)

Arm A Arm B Arm C

86.1(79.7,91.1)  81.6(74.7,87.3) 75.6 (68.2, 82.1)

mDoR, mo (95%Cl)

8.5 (5.6, 11.7) 74(4.7,12.0) 5.7(4.1,7.1)

Lu S, et al. ESMO 2022 (published by Wu et al. Lancet Oncol 2023)

Arm A Arm B Arm C
Events, n (%) 102 (64.6) 108 (68.4) 125 (78.1)
100 mPFS, mo (95%C) 7.2(6.6,9.3) 55(4.5,6.1) 43(41,53)
- HR (95%CI); p-value - 0.72 (0.55, 0.95); 0.0181
80
X 607
%) _
0
o 40
20 -
04 I I I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time, months
— Arm B 158 111 52 31 19 15 7 4 1 0 0
— Arm C 160 97 41 21 10 7 6 3 0 0 0
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PD(L)1 & CHEMOTHERAPY+VEGFi
EGFRm/ALK dedicated randomized trial: summary

Trial IMpowerl 50 IMpowerl5l ATTLAS ORIENT-31
(KCSG-LUJI9-04)
Country 26 countries “hina Korea China

Treatrment arm

Comparator arrm

Arezolizumab plus bevacizumab
and chemotherapy (ABCRE MN=324)

Acrerolizurmab plus carboplatin

Arezolizumab plus bevacizumab
and chemotherapy (ABCPE N=21)

Bevacizumab and chemotherapy

Acezrolizumab plus
bevacizumab and
chemocherapy (FRN=15%4)

Paclitaxel and carboplacin

Sintilimab plus IB305 plus
chemotherapy (N=158)

Sintilimab plus

plus paclicaxel (ACFE MRN=45) (BCRE HN=82) (N=74) chemocherapy (RN=156&)
Bevacizumab plus carboplatin plus Themocherapy alone
paclicaxel (BCRE MN=43) (MN=160)

EGFR mutation (MN)
Exon 19 deletion 15 50 7O 80
Exon 21 LE858R i 26 75 70
T790M 1 14 A A
Ocher 7 5 2 8
Post-3G TKI alone (quad arm) 0% 17.9% (N=14) 8.2% (N=12) 11% (N=7)
Smoking
Current or former 14 MNA for subgroup analysis 57 47
Mever 20 o7 i

A for subgroup analysis MNA for subgroup analysis &7 59

Brain mecastasis (M)

Primary endpoint

PFS and interim OS in the ITT
wild-type population
(=xcluding EGFR or ALK
alteracion)

Investigator-assessed PF5 in the
ITT population

Investigator-assessed PFS

IRRC-as=ze=sed FPF5

Efficacy endpoints
ORR
Median PFS (montchs)

429
10.2 (HR, 061,
95% CI: 0.36—1.03)

A for subgroup analysis
8.5 (HR 0.86, 95% Cl: 0.61—1.21)

69 . 5%

s48 (HR 0.62,
95% Cl: 0.45_0.86)

45%

7.2 (HR 0.74, 95% CI:
0.57-0.97)

Median OS (months) NR (HR 0.61, 95% Cl: 0.29—1.28) NA for subgroup analysis 20.63 (HR 1.01, 0.69—1.46) 21.1 (95% CI: 17.5-23.9)
Srade 3 or worse TRAKESsS &4% 53% 56%
Approvals

FDA MNea MNeo o

EMA Tes MNo No

Abbreviations: Cl, confidence interval; EGFR, epidermal growth factor receptor; EMA, Eurcpean Medicines Agency; FDA. Food and Drug Administration: HR, hazard ratio;
I, immune cells; IRRC, independent radiclogic review committese; intention-to-treat, I'T T;: N, number; NA, not applicable; MR, not reached; ORR, objective response rate;
OS5, overall survival; PD-L | ; programmed death-ligand |; PF5, progression-free survival; TC, tumor cells; TRAEs, treatment-related adverse events.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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TKIs & ICl COMBINATIONS
Anything but easy
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PD(L)1 & EGFR-TKI*
Early phases studies

N = number of Response

Author, phase Intervention participants rates % Toxicity
EGFR positive
Yang et al. [2019], TKI: erlotinib; gefitinib arm 12 41.7 No G4 events; G3 AE 33%; ALT increased G1/2 25%;
phase I/l closed due to toxicity; ICI: AST increased G1/2 25%; gefitinib arm closed due to
Pembrolizumab G3/4 hepatotoxicity in 71.4% patients
Creelan et al. TKI: Gefitinib; ICI: 56 63 70%; combination therapy was associated with high
[2019], phase | Durvalumab discontinuation rate due to hepatotoxicity (=50%)
Gettinger et al. TKI: Erlotinib; ICI: 20 15 G3 events - 25% [5]
[2018], phase | Nivolumab e Raised AST [1]
e Raised ALT [1]
e Diarrhoea [2]
e Weight loss [1]
Ahn et al. [2016], TKI: Osimertinib; ICI: 44 38 389% interstitial lung disease like events
TATTON, Phase Ib Durvalumab
Rudin et al. [2018], TKI: Erlotinib; ICI: 28 75 G3 AE in 43%
Phase Ib Atezolizumab e ALT rise 2
e Pyrexia 2
e Rash 2
e Diarrhoea 2

TKI, tyrosine Kinase inhibitor, ICI, immune checkpoint inhibitor; G3, grade 3; G4, grade 4; AE, adverse event.

McLean L, etal. TLCR 2021 , . . - o .
* few patients treated in 1st line Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & ALK-TKI*
Early phases studies

N = number of

Author, phase Intervention .. Response rates % Toxicity
participants
ALK positive
Spigel et al. [2018], TKI: Crizotinib, ICI: 13 38 38% developed severe hepatoxicity leading
Phase /Il Nivolumab to discontinuation of this combination;

2 patients died from their hepatotoxicity

Shaw et al. [2018], TKI: Lorlatinib; ICI: 28 46.4 54%; high triglycerides 14.3%; GGT

JAVELIN 101 Avelumab increase 10.7%

Kim et al. [2018] TKI: Alectinib; ICI: 21 81 G3 62%; Rash/ALT rise/Pneumonitis
Atezolizumab

Felip et al. [2020],  TKI: Ceritinib, ICI: 36 First line 450 mg: 83; ALT rise 25%; GGT rise 22%; Amylase 14%

Phase Ib Nivolumab 300 mg: 60; Second line

450 mg: 50; 300 mg: 25

TKI, tyrosine kinase inhibitor; ICI, immune checkpoint inhibitor; G3, grade 3; G4, grade 4.

McLean L, et al. TLCR 2021

* few patients treated in 1st line Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



OTHER CHECKPOINTS INHIBITORS

CTLA4 (Tremelimumab) / EGFRI (Gefitinib)

Baseline demographic and disease characteristics.

Treatment outcomes of the combination of tremelimumab and gefitinib.

Clinical characteristics N=27 (%)
Age, years [range] 63 [41-76]
Gender
male 9 (33)
female 18 (67)
Smoking status
non-smokers 18 (67)
former smokers 9 (33)
current ]
former 9
ECOG PS
[¥] 18 (67)
1 9(33)
Histology
adenocarcinoma 27 (100)
EGFR sensitizing mutation type
EGFR exon 19 deletion 19 (70)
EGFR exon 21 LBSBR mutation® 5(19)
EGFR exon 187 3(11)
Stage disease at study initiation
IVA 14 (52)
IVE 13 (48)
Metastatic sites
Lung 18 (67)
Liver 14
Bone 12 (44)
Adrenal 2(7)
Lymph nodes 8 (30)
Pleural 7 (26)
Brain 4(15)
Number of treatment lines
1 (GEFTREM 2L) 14 (52)
=2 (GEFTREM=3L) 13 (48)
First line treatment prior GEFTREM
Erlotinib 6(22)
Gefitinib 14 (52)
Platinum-based chemotherapy 7 (26)
Radiotherapy before clinical trial/sites
No 18 (67)
Yes 9 (33)
brain 4
bone 4

mediastinum

1

Riudavets M, et al. Lung Cancer 2022

Patients
N=27 (%)
Objective response
complete response 0
partial response ]
Stable disease 18 (67)
Progressive disease 7 (26)
Not evaluable* 2(7)
Progression-free survival
Number of events 27
Median PFS, months (95% CI) 2.2(1.8-4.2)
GEFTREM 2L 4.2 (1.8-10.3) P0.01
GEFTREM >3L 1.8 (1.3-2.5)
Overall survival
Number of events 27
Median OS, months (95% CI) 14.5 (7.1-37.8)
GEFTREM 2L 24.4 (13.4-NR) P0.03
GEFTREM >3L 9.7 (3.3-14.3)
OS rate (%)
1-year 55
2-year
3-year 22
0% .
60% s 2L GEFTREM
50% 231 GEFTREM
0% . 5 * exon 19 deletion
30%
* -
20%
*
= i
o% I I . | ] LR N NN | I
-10% z
-20%
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In patients with SD, out of 114 blood biomarkers,
a significant increase of memory CD4+,
conventional CD4+1COS+, ICOS+ regulatory (Treg)
and CD103+B7+CD8+T cells (aEB7+CD8+T cells)

was observed

CD4 conventional ICOS*

80— p=0.005859 . ns

Regulatory T cells ICOS"*

aEB7* CD8* T cells

100 p=0.009766 . ns 8— p=0.009766 . ns
80— //:
L s S 6— p
 § / :
60— * /
40— = 'f .;
M 24 & '/.
20— / ® i

0 T T T T 0 ¥ r—— T
Cc1 c2 Cc1 c2 C1 c2 C1 c2
s FO SD 0]



THE SPECIAL CASE OF KRASm

Special genomic, immune contexture and management
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KRASmM AS A SPECIFIC AGA

Selected results

?  |jrneiceen pre - Drug Trial Sample Size PFS (Months) 0S (Months) ORR%
« High TMB « High TMB
« Intermediate-to-high PD-L1 = Intermediate-to-high PD-L1 KRAS
expression expression
¢ Abundant T cell infiltration . ¢ Limited T cell infiltration . KRASm 46%
cos.  cos - - KRASm 224 (182-NR)
Type land Il £ By I . ( o G
interferons e \\ \ it LS ey Nakaiima EC Vs,
[ § ] Cancer cell _ J SR e d ﬂllmﬂ % _ VS,
AL L. & =" s tal. (7] RASm o (n=357) KRASWH 187 (160-252) .
K . L9 V@@ (@ Chemo ICI 2022 KRASut 61% (1 = 873) Not reported ot 47%
f;’é)h;u?fé:l _ a4 . . - - FDA pooled '
w ), '.. « & analysis
o :‘. oo il6 i KRAS G12C 208 (113-NR)
©) rEmams, - Ll HSGIEr=59 =5
NiD_'_SC : PD-L1 : i ) ,-'/. . i CXCL3 — KRAS GIZC 51 /0
Tt ¢ o0 QO L[] = %

Lo S o | KRASm 162 (11.1-NR) (n = 135)
IL-8 ¢ { D39 1430

_: - 1 |
cXcL1 i ‘ i.f@; Immature DG Nakajima EC s
CXCL2 ICD?S

L6 & etal. [27]  KRASm39% (n=557) '

i fob S o4 Neurophi ICl monoth 0 Not reported 35
TGFp - > AMP Adenosine 485y monotherapy ot reporte . ] )
b FDA pooled  KRASut610% 1= 873 KRASwt 145 (122-66)(n =322
> g‘ 7 Macrophage analysis
(KRAS GI2C (n =) KRAS G12C 118 (82-NR) (n = 45)
; KRAS G12C 33%

Otano | etal. NRCO 2023
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KRASmM AS A SPECIFIC AGA

Attention to some subgroups

Oncogenic driver Anti-PD-(L)1 antibody-based treatment n ORR (%) Median PFS
(months)
KRAS mutations (any) Anti-PD-(L)1 antibody monotherapy 246 26 3
Anti-PD-(L)1 antibody monotherapy 1352 37° NR
Anti-PD-(L)1 antibody monotherapy 162 19
Anti-PD-(L)1 antibody monotherapy 87 (MDACC cohort) 24 2
527 (CGDB cohort) NR 4
Sotorasib+pembrolizumab or atezolizumab 58 29 NR
Chemotherapy+anti-PD-(L)1 antibody 2192 46° NR
Chemotherapy+bevacizumab+atezolizumab 80 NR
/ KRAS and TP53 Anti-PD-(L)1 antibody monotherapy 56 (SU2C cohort) 36 \
co-mutations 7 (CheckMate 057 cohort) 57 NR
Chemotherapy+bevacizumab+anti-PD-(L)1 antibody 141 NR 14
KRAS and STK11 Anti-PD-(L)1 antibody monotherapy 54 (SU2C cohort) 7 2
co-mutations 6 (CheckMate 057 cohort) O NR
Anti-PD-(L)1 antibody monotherapy 138 12 2
Chemotherapy+bevacizumab+atezolizumab 34° NR 6.0°
KRAS and KEAPT Anti-PD-1/PD-L1 monotherapy 101 18 2
co-mutations
Chemotherapy +bevacizumab+atezolizumab 34° NR 6°

B/

Otano | etal. NRCO 2023
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CURRENT GUIDELINES
ESMO, NCCN &ASCO
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ESMO GUIDELINES
2023 (ex. EGFRm patients)

e Platinum-doublet ChT is the SoC upon progression on
osimertinib [lll, A]. Clinical trial enrolment is encouraged,
especially if a targetable resistance mechanism is identi-

[ PS 0?2/[|,A] ] fied [|||, B].

PS 3-4 for all following options [lll, A]

T e The combination of atezolizumab—bevacizumab—

Stage IV mNSCLC with EGFR-activating mutation

Osimertinib [I, A; MCBS 4; ESCAT |-AJ»< paclitaxel—carboplatin may be considered as a treatment
Gefitinib [I, B; MCBS 4; ESCAT I-A]>~= . . . .
Erlotinib [1, B; MCBS 4; ESCAT I-A]*® -
Enou_m_n-'uié';'ci;[:,mau O A T A AT option for patients with EGFR TKI failure, PS 0-1 and
S e i o g e i no contraindication for ICIs [ll, B; ESMO-MCBS vi.1
Dacomitinib [I, B; MCBS 3; ESCAT I-A]2<
Gefitinib—carboplatin—pemetrexed [l, B]* score: 3] .
3 e Single-agent ICls may be considered as a treatment op-
[ Disease progression® ] tion only after progression on EGFR TKIs and ChT [IV, C].
4
~7 ~
[ Oligoprogression ] [ Systemic progression ]
~

~

Local treatment s B Rebiopsy or cfDNA plasma testing (at least T790M for progression
(surgery or RT) ystemic on first/second-generation TKI [I, A], NGS for progression on
and continue targeted systemic progression osimertinib [lll, C], with rebiopsy if plasma test is negative)
~

treatment [IV, C]

~
~ ~
[ If first-line osimertinib ] [If first-line first- or second-generation TKI ]
I L
= ~ +
~ T \ N N
Resistance No resistance Exon 20 T790M Exon 20 T790M mutation
mechanism identified mechanism identified mutation positive negative or rebiopsy indicated
but not feasible
¥ > 1
~

Clinical trial [lll, B] or refer to Systemic
no resistance mechanism progression

Hendriks L, et al. Ann Oncol 2023 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Osimertinib Systemic Platinum-based ChT [Ill, A]
[|' A; MCBS 4; ESCAT |_A]a.n progression Atezolizumab—bevacizumab—

paclitaxel—carboplatin [ill, B; MCBS 3]




NCCN GUIDELINES
v. 11/2024 (ex. EGFRm patients)

SUBSEQUENT THERAPY®

* Consider definitive local therapy (eq,
SAER or surgery) for limited lesions"**

" |» Continue osimertinib or

amivantamab-vmjw + lazertinib®S

EGFR EXON 19 DELETION OR EXON 21 L858R MUTATIONS""

Asymptomatic:

* Consider definitive local therapy (eq,
SRS) for limited lesions**
+ Continue osimertinib or

amivantamab-vmjw + lazertinib®®
* NCCN Guidelines for CNS Cancers

Progression,
see therapy
———|for multiple
lesions,?%:334
below

Progression™W

on osimertinib or
amivantamab-vmjw
+ lazertinibss

Y

Brain

* Consider definitive local therapy (eu,
SABR or surgery)"

* Continue osimertinib or
amivantamab-vmjw + lazertinib®S
or

* Therapy for multiple lesions, below

Amivantamab-vmjw (if not
previously given) + carboplatin
+ pemetrexed (nonsquamous)
(category 1) (preferred)

or

Symptomatic .
Limited
progression®*

Systemic

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE2P:
ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 0-1)

| [ No contraindications to PD-1 or PD-L1 inhibitors Contraindications to PD-1 or PD-L1 inhibitors¢

Preferred Useful in Certain Circumstances
» Pembrolizumab/carboplatin/pemetrexed® (category 1)1'2 + Bevacizumah®/carboplatin/paclit taxelM 'J category 1)9
* Pembrolizumab/cisplatin/pemetrexed® (category 1) Bevamzumabgfcarboplann/pemetrexed
» Cemiplimab-rwic/pemetrexedi(carboplatin or cisplatin)¢ (category 1)’ * Bevacizumab/cisplatin/pemetrexed™ i1
AU I A « Carboplatin-combination therapy (category 1)
+ Atezolizumablcarboplatinipaclitaxelbevacizumab®9™ii (category 1)° » Combination gptions ncluce; aloumin-bound pacitaxel'2 dooetarel, 1
+ Atezolizumab'/carboplatin/albumin-bound paclitaxel® eloposide, ™™ gemaitabine, " paciitaxel "or pemetrexed'®
+ Nivolumablipilimumab>¢ + Cisplatin-combination therapy (category 1)13 9
* Nivolumab/ipiimumab/pemetrexed/(carboplatin or cisplatin)® (category 1) » Combinations opfions include: docetaxel, * eloposide,
* Cemiplimab-rwic/paclitaxel/(carboplatin or cisplatin)® (category 1) gemcitabine, ™ paitaxel,*'or peme texed

Multiple
lesions

Systemic therapy?Z-33a
Adenocarcinoma (NSCL-K 1 of 5)
or Squamous Cell Carcinoma

(NSCL-K 2 of 3)

Available online

» Tremelimumab-actl/durvalumab/carboplatin/albumin-bound paclitaxel® (category 1)8
+ Tremelimumab-actl/durvalumabi(carboplatin or cisplatin)/pemetrexed® (category 1)

+ Gemcitabine/docetaxel (category 1)
+ Gemcitabine/vinorelbine (category 1)
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ASCO GUIDELINES
Nov. 12, 2024 (ex. EGFRm patients)

= Es S Chemotherapy +
— Osimertinib s —— Afatinib E=3 — B s

E—— EEITEr S = S E w B Osimertinib w B e =L s
doublet chemotherapy g

alteration guideline

Standard treatment
[—— Amivantamab + lazertinib ww — following the non-driver w
alteration guideline

For patients that develop EGFR T790M resistance Patients who received prior treatment with
alterations in tumor after first- or second-

rati EGFR TKI platinum chemotherapy
generation s

—— Osimertinib S — Amivantamab s

For patients who progressed on osimertinib or \
other EGFR TKlis without emergent T790M or other
targetable alterations

Platinum-based
E— chemotherapy + S
amivantamab

For patients who progressed on osimertinib or
other third-generation TKIis =
Strength of Recommendation

| Aumivantamab + carboplatin s S Strong vW Weak
and pemetrexed

Bazhenova L, et al J Clin Oncol 2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m




WHAT THE BIOLOGY OF AGA IS
TELLING US?

Understand AGA genomic and TME specificities
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PDL1 EXPRESSION

At baseline, controversial results (related to different assays but not only)

100

20 W positive W negative
20

70

&0

S0
40
30
20
10

0

Wildtyp Mutated EGFR EGFR Exon 19 LESER ET19X LEGTQ E=xon 20 STE8I ALK neg ALK pos
neg pos del insertion

% PDL-1 Expression

Figure 3 HRelationship of programmed death-ligand 1 (PD-L1) expression with oncogene alterations.

Berghoff A et al., ESMO open 2019 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PDL1 EXPRESSION

A specific PDL1 expression mechanism with a possible adverse predictive value

: . A  Progression free survival B  Overall survival
a Innate immune resistance
10 4 = PDL1 =2 50% 10 - =~ PDL1 2 50%
—— PDL1 < 50% PDL1 < 50%
038 1 " _ 0.8 - .
|HR= 1,30(0,72;2,33), p=0,38 'HR=1,41(0,72-2,76), p=0,31 |
Constitutive oncogenic 06 1 06 4
signalling induces PDL1
expression on tumour cells 04 04
02 1 02
0.0 1 0.0 1
0 10 220 30 4 S & 0 8 5 » © o o
timeline timeline
PDLI = 50%
Mrsk 17 7 3 2 1 0 0 0 0 dorp i ’ . ’ 0
Censored 1 3 3 3 4 4 4 4 4 Censored 0 3 7 7 7
Events 0 8 12 13 13 14 14 14 14 Events 1 6 10 1 1
PDL1 < 50%
At risk 84 45 17 10 5 3 1 1 0 P%tlﬂ:ksosﬁé Iy 14 3 2
Censored 0 4 16 19 21 3 5 5 26 Censored 0 18 N 38 18
Events 1 36 52 56 59 59 59 59 59 Events 0 25 39 44 45

Pandoll DM, Nat Rev Cancer 2012;

Slomka J, et al. PLOSone 2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



TUMOR MUTATIONAL BURDEN
As expected, TMB is low in AGA

EGFR/AL K+ NSCLC has low TMB?3 14 -

Variant Median TMB @ BRAF non-V600E

= a2 12 -
EM La-AL 2.5 E ® PD-L1 High
Non-EML4-AL K 2.7 g @ PD-L1 Intermediate
RC S1 rearrangement 36 E 101 . — ® PD-L1 Low
EGFR ex19desl 36 &
EGFR L858R 3.8 T 8
BRAF WS00E 3.8 =
EGFR T790M 4.5 6 07 -

= 0
siReclic 4o é Mﬂem:;; '. @ EGFR exon 20 e
KRAS mutation E 47 @ Clossic EGFR
BRAF non-ws00E o Ak ® RET
£
PO LE mutation IE 2 1
FPDC-L1 amplification
MSHZ alteration 0 ; | | . !
WMLHT alteration 0 2 4 6 8 10
Progression-free survival (months)
Schrock, et al. WCLC 2016 (Abs MA14.01); o , o L .
Negrao M, et al. JITC 2021 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



CHARACTERISTICS OF AGA IMMUNE CONTEXTURE

EGFRm as the example
Low TMB e P iy o S
_ ) Ay ) | Cancerce L JE
Unreliable PDL1 expression %%‘*%
Low level of immunostimulatory . = = >= oW o T s
. - /i Ol EZHD €TING)) e :', :IB_;;[?CSF
cytokines (CCL3, CXCL9and  wosc . oo™ e TN
CXCL10) Tacet o "% § ; =
IL-8 e ° ’ | -.*'? | ' &@ilmmature DC
cXCL CD39; \ % b 3
. . h)j(é)LQ _aw ':.1 .! ., !cms :
Globally, a TME enriched in o GBL NS e e o8 Nesroph
immunosuppressive cells such e\ A3y - —
: _ s 1 ac
as MDSCs, Treg and tumour- S & ‘
associated macrophages ' . coms
CXCL17
e

Adapted from Otano |, et al. NRCO 2023

High levels of
immunosuppressive

cytokines promoting MDSC and
macrophages, from

Tumour cells (CCL18,
CXCL1, CXCL3 and IL-1B)

T-cells (CCL4, CXCL17
and IL-1p)

Macrophages (CCL2 and
CXCL17)

High levels of CD73 (adenosine)
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CD8+ PDL1+ TILS

After EGFR-TKIs, an increase has been reported in some cases

Lack of T—cell infiltration and low proportion of PD-L1+/CD8+ TIiLs'2

EE DL (TC31C3)
WmW Pl (TS, 2/C1,2)
PD-L1 (TCodCo

F=0.014
100 -
80+
S10ky
40 =
20=
O ¥ ¥
EGFR mMmut EGFR wt
EGFR Mut+ EGFR TKIs trigger the secretion
Pre-TKI Post-TKI of CXCL10 (which recruits CD8+
_ (N=62) (N=63) T cells) and suppress the
ng:‘:r'?;;:ozL; ::irstSBIinTE:E: (Cg?:;-eztz}(“_lc} 1/48 (2.1%%6) 1/43 (2. 3%%6) production of CCL22 (WhICh
PD-L1+ (=5%) & high CD8+ TlLs {(grade 2—3) 1/48 (2.126) 5/43 (11.6%) recruits Treg CE”S)
Dong. Oncoimmunology 2017; Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m

Gainor, et al. Clin Cancer Res, 2016.



WHAT’S NEXT?

Overcome primary resistances to |0
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VARIOUS OPTIONS

Theoritically

Immunogenic therapy

e Boost tumour immunogenicity

e Increase MHC | and Il
expression

e Elicit immunogenic cell death

Release of DAMPs and PAMPs

e Upregulate expression of
PD-L1

e Enhance DC maturation and
antigen presentation

* Increase production of type |

interferons -
s " -« DAMPs,
7. P{\MPS

* Chemotherapy

= DDR-targeted therapies
(PARP inhibitors)

e Epigenetic reprogramming

» Autophagy inhibition

= Anti-AXL agents

» MEK inhibitors

Otano | etal. NRCO 2023

Immunostimulatory therapy

* |ncrease production of type | and I
interferons

* Increase T cell activation and
co-stimulation

e Recruit T cells and NK cell to the
tumour

e Promote T cell memory phenotype

* Immune-checkpoint inhibitors
(antagonistic antibodies targeting
PD-(L)1, CTLAA4, TIGIT, LAG3, TIM3
or BTLA)

e Co-stimulatory agonist targeting
CD27, CD28, OX40, CD137 or GITR

» Anti-CD73 agents or other
adenosine pathway inhibitors

» Anti-VEGF/VEGFR agents

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



CART CELL/CELL THERAPY

EGFRm in vitro / mouse model

A H23 B H23
0.8+
uTD 1
0.6 —=— CD18CART g 8
z EGFR-CART 2 &
= =
£ 0.4 . E
= £ 4
5] = 2
0.2+ w2
0.0- T T T T T T
10 20 30 40 50 60
Time (hours)
H23 D
- UTD

-= CD19CART
=~ EGFR-CART

AUC (1-24h)

Target green objects (1imm?) )
Target cell death

T T L) L) )
o 4 8 12 16 20 24
Time (hours)

E H460 F H460
2000 e
E -= UTD 3000 L—
£ 4500 -5 CD19CART £
g —~ EGFR-CART 8 g 2000
2 1000 8=
§ % 2 1000
5 500 =
"l_ﬂ T T T T T T T £y <
0 4 8 12 16 20 24 $° &‘& }_}9-
Time (hours) {9\ Q‘é%

Li H, et al. Cell Death and Disease 2018

- UTD
== CD19CART
= EGFR-CART

A IL-2 IL-4 IL-6

IL-10 TNFa

W
@]

EGFR+ D EGFR-
20+ 20
41059 - UTD w - UTD " == UTD
5 -5 CD19CART 2 . |= cpiecarT 2.1= CD19CAR T
o 54 -1 =1
£ 30 . EGFR-CART -§ == EGFR-CART - -g =~ EGFR-CART
£ o o
= 10+ 104
g st g g
- % E
% 1x1054 §_ 5+ §_ 5+
- o 8
= T T L LJ c Ll Ll L} : L) L} Ll
0 24 48 72 0 T 14 0 7 14
Hours following initial Days following stimulation Days following stimulation
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TILS / CELL THERAPY

EGFRm in vitro / in vivo

Expansion of Tumor-Infiltrating Lymphocytes in Non-Small Cell Lung Cancer:
Clinical Potential and Efficacy in EGFR Mutation Subsets

Tumor with EGFR mutation No difference in expansion Similar antitumor effect
G 6’ TILs expansion from 103 primary NSCLCs
O= TIL expansion observed in all cases, including EGFRm.
8 Taaion é,ao T Increase in the median CD4*/CD8* ratio and IFN-y

secretion in 13 out of 16 cases, including all three
cases with EGFR mutations.

The cytotoxicity assay revealed enhanced tumor cell
death in three of the seven cases, two of which

had EGFR mutations.

In vivo functional testing in xenograft model showed
a reduction in tumor volume.

Tumor without EGFR mutation

Lee H, et al. Clin Immunol 2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



PD(L)1 & TKI: IMPACT OF THE SEQUENCE
lllustration with the DreamSeq trial (BRAF"6%m Melanoma)

s ArmC A
IPI/NIVO induction 10 4
( 3\ Dabrafenib/trametinib, o
/ \ ion;;ﬁ?e?‘ir:ﬂ;m continuous %7 wp
Stratification 1:1 E‘ 08
Bﬁig::tt::nt x Factors _o_ At disease s
Heknima « ECOGPSON progression E 06 -
+ LDH (WNL, high) 3 o5 ]
Arm B Arm D ,% 0.4 4
\ / \ / Dabrafenib/trametinib, IPUNIVO induction T .l
conttios followed by NIVO s °
maintenance © 02
Primary endpoint: 2-year landmark OS (70% vs 50%) -
H . 0 6 12 18 24 30 36 42 48 54 60 66
+ 90% power 2-year OS rate of 70% in arm A to C sequence vs 50% in arm B to D, ime (months]
two-sided type | error rate of 0.05 e

The 2-year OS rate was 71.8% (95% Cl, 62.5
to 79.1) vs 51.5% (95% Cl, 41.7 to 60.4) (P =
.010, log-rank)

Progression-Free Survival (probability)

Ll L] 1 L 1 1 T 1 T 1
0 6 12 18 24 30 36 42 48 54 B0
Time (months)
MNo. at risk: 0-6 612 1218 18-24 2430 30-36 3642 4248 4854 5460 60-66

A m 87 40 a2 19 12 7 3 2 2 2
B 13 66 a8 23 17 13 [ 3 o L] o

Median PFS 11.8 months [95% Cl, 5.9 to
33.5] v 8.5 months [95% Cl, 6.5 to 11.3]
[P =.054, log-rank])

Atkins MB, et al. J Clin Oncol 2022 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m
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WOULD PERIOPERATIVE STRATEGY LOOK DIFFERENTLY?
Neoadjuvant sintilimab & chemotherapy in EGFRm NSCLC: NEOTIDE/CTONG2104

A Stage | assessment of CTONG2104 (NEOTIDE) B smoking [ [0 ——
N=18 Histology [ I N BN o I N B N M 5 Ever-smoker
stage I N HEE I N . Never-smoker
\\ PD-L1 [ T ' [T W Histology
~ @™ - recisT [ I B N N N N N N BN M Aconocarcinoma
— o I Adeno-squamous
Tk i — ]
puftlurr':x'r'rr:z:s':: T = = 2 Stage RECIST
= 8 8 ne M sD
g s = = A PR
g e
£ PD-L1
Sete = g . Negative
E 50 5 % _ o M 1-49%
‘= = 73 = M =50%
= 3 2 3
o 75 ] o é g EGFR subtypes
s ] = = Bl EGFR 19del
P Gocksossd T orey: e e I EGFR 21L858R
I EGFR 20ins
100-!
MPR Uncommon
C

Highly resistant (Non-MPR+SD)

NODOS5 R "v‘vjtﬁ NODOG6

Zang C, et al. Cell Reports Med 2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



WOULD PERIOPERATIVE STRATEGY LOOK DIFFERENTLY?
Neoadjuvant sintilimab & chemotherapy in EGFRm NSCLC: NEOTIDE/CTONG2104)
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Zang C, et al. Cell Reports Med 2024
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TAKE HOME MESSAGES

PD(L)1 Immune Checkpoints Inhibitors have low efficacy in advanced pts w AGA (except in KRASm & BRAFm)

Alone

In addition to standard platinum-based chemotherapy

In addition to VEGF inhibition
AGA TME is enriched in immunosuppressive cytokines and cells (MDSCs, Treg and TAM)
Targeted strategy (amivantamab) +/_ standard chemotherapy remains the SoC after TKI exhaustion
New strategies (BITES, Cell therapy, etc) are therefore being explored

Extrapolation of these results in earlier setting should be made with caution

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m
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Thank You

Contacts ESMO X @barlesi

European Society for Medical Oncology . .
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T. +41(0)91 973 19 00
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