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Agenda

e Terapia adiuvante con ICI

* Ruolo della fase adiuvante nella strategia
neri-operatoria con ICI+CT

* Prospettive future
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Sopravvivenza in paz con NSCLC resecabili
stadio II-11l (AJCC 8°)

» ~ 25% dei pazienti con

5-year survivall .
B O Y NSCLC si presenta con
\ -t - — Stage IA1 ) .
08 AN sape Stage | 68-92% malattia resecabile
LR RN st (St.1)22
8, S Stage Il 53-60% 20 o _
g O S - » La chirurgia rimane il
S Stage I1IB 35%DG .
02 9 = Stage Il 13-36% trattamento curativo
0.0 T T T T T 1 Sta;w d’e|eZi0ne per |
° ' ’ ° ¢ ° ° Stage IV 0-10% pazienti elegibili con
Time (years) . .
NSCLC in stadio
precoce?

»~ 35-60% dei pazienti sviluppa una
recidiva dopo la sola chirurgiat?2

1. Goldstraw P et al. J Thorac Oncol. 2016;11(1):39-51
2. Howington JA, et al. Chest. 2013
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CT adiuvante e neoadiuvante incrementano significativamente
OS nei pazienti con stadio I-1ll NSCLC

100 Neoadjuvant Adjuvant
T chemotherapy? chemotherapy?
100 1
_ 2%
80
80 -
S 60- : < _
S improvement S 601 HR=0.89
8 401 in 5-year OS2 3 404 =
204 — Preoperative chemotherapy (N=1,178) 20 —— Chemotherapy (N=2,281)
= No preoperative chemotherapy (N=1,207) = No chemotherapy (N=2,303)
o T T T T T T T 1 0 T T T T T T

0 1 2 3 4 5 6 7 8

Time (years)
-
90.4%

0 1 2 3 4 5 6+

Time (years)

60.9%

Percentage of patients completing
three cycles

Pignon JP et al. J Clin Oncol. 2008;26(21):3552-3559
NSCLC Meta-analysis Collaborative Group. Lancet.
2014;383(9928):1561-1571

Percentage of patients completing
three cycles
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The current neoadjuvant and perioperative ICl-based treatment landscape
INn NSCLC: phase 3 trials

Resectable NSCLC

| |
v ! v

Neoadjuvant Adjuvant Perioperative

Trial Regimen Regimen
Nivolumab + KEYNOTE-091/PEARLS? p ; Nivolumab + Chemotherapy
1 embrolizumab CheckMate 77T7 :
CheckMate 816 Chemotheran —» Nivolumab
3 i Atezolizumab + Chemother
IMpower010 Atezolizumab IMpower0308 tezolizumab C emotherapy —
Atezolizumab
CCTC BR314 Durvalumab
Durvalumab + Chemotherapy
. AEGEAN?®
ANVILS Nivolumab — Durvalumab
. Pembrolizumab + Chemotherapy
+ - 10 .
NADIM-ADJUVANTs  Nivolumab KEYNOTE-671 — Pembrolizumab
Chemotherapy —
Toripalimab + Chemotherapy
Neotorcht! — Toripalimab +
Chemotherapy — Toripalimab
1. Forde PM et al. N Engl J Med. 2022. 2022;386(21):1973-1985. 2. O'Brien M et al. Lancet Oncol. 2022 Oct;23(10):1274-1286. 3. Felip E et al. Lancet.
2021;398(10308):1344-1357. 4. Clinicaltrials.gov. NCT02273375. 5. Chaft JE et al. Journal of Clinical Oncology 36, no. 15_suppl 2018. Abstract TPS8581. 6. Calvo
V et al. Journal of Clinical Oncology 39, no. 15_suppl 2021. Abstract TPS8581. 7. Cascone T et al. Journal of Clinical Oncology 38, no. 15_suppl 2020. Abstract Adapted and Updated from ESMO Congress
TPS9076. 8. Peters S et al. Annals of Oncology. Volume 30, Supplement 2, 2019. Abstract 82TiP. 9. Heymach JV et al. Cancer Res (2023) 83 (8_Supplement). 2022 Industry Satellite Symposium

Abstract CT005. 10. Wakelee H e al. N Engl J Med. 2023 Jun 3. 11. Lu S et al. Journal of Clinical Oncology 41, no. 16_suppl 2023. 8501-8501.
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« Lobectomy/pneumonecto
+ Tumour tissue for PD-L1

IMpower010

Completely
resected stage
IB-IIIA NSCLC

per UICC/AJCC v7

1-4 cycles
cisplatin +
pemetrexed,
gemcitabine
, docetaxel

« Stage IB tumours 24 cm
« ECOGPSO0-1 or

vinorelbine

analysis N=1280

Design: open label

Adjuvant immunotherapy for NSCLC

Randomized studies design

No crossover

Atezolizumab
1200 mg g21d
16 cycles

N=1005

Platinum-chemo: mandatory

(96%)

Adiuvant carboplatin: NO
Stage IA/N2: 40%/30%

Squamous: 34%

Primary endpoint: DFS II-111A

PDL1> 1%

PEARLS/KEYNOTE-091

Eligibility for Registration
« Confimed stage B (T24cm), |  PO-L1testing

Il or HANSCLC perAJCC v7 | o celaly g
PDAIHC

+ Complete surgical resection with | 2203 shamix

Eligibility for Randomization

+ Noeridence ol disase S AN

for 18 administrations (+1 yr)

+ ECOGPSDor

+ Adjuvant chemolherapy

+ Considered for stage B
(24 om) disease

+ Strongly recommended for
stage Il and llA disease

+ Limied o <4 cyces

negative margis (R0)
+ Provision of fumor tissue for
PO-L1 festing

Placebo Q3W
for 18 administrations (~1yr)

Design: placebo controlled
Platinum-chemo: recommanded
(85%)

Adiuvant carboplatin: 30%

Stage IIA/N2: 30%/21%
Squamous: 35%

Co-Primary endpoint: DFS Ib-1l1A
PDL1 > 50%

CCTG BR.31

Study population:
Stage Ib (>4cm)-llIA 20 mg/kg Q4W x 12 months
(AJCCV7)
Complete resection
RCOG PS 0-1)
EGFR-ALK+ pts

eligible

Platinum
doublet

Placebo

20 mg/kg Q4W x 12 months

+ Design: placebo controlled

* Platinum-chemo: recommanded
(85%)

+ Adiuvant carboplatin: 24%

« Stage IlIA/N2: 31%/23%

* Squamous: 28%

* Primary endpoint: DFS PDL1 > 25%
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Adjuvant immunotherapy for NSCLC

Randomized studies results

I I
IMpower010 I PEARLS/KEYNOTE-091 I CCTG BR.31
[*) I : I o,
Stage II-IlIA, PD-L1 21% I All randomized lb—IlIA I PDL1>25% EGFR-/ALK-
bl | R Y sl
ey 100. : e Permbeoi bor =Y
RN HR 0,70 I %] - oy | " e
N " I = 80 (63-71) 58% Hazard ratio 076 I " o 719%
. & . | z ~ : p=00014 l i . ": :ssfso}a"f-‘-w_'
5 - P o = O B
“ AlFA | % (55-63) 50% | H il : i
< 40+
l % ol (45-55) HR 0 76 | g y : : : e
» z :
approval, , [ i i , | ) i1 1 HRO0,94
‘ PDL1 > 50% 4 o
{ | T I I il
Ho.at i 1, 11 1
dekomah 28 5 T 1 I : Time since randomisation (months) I T ij ‘c % \Ix
I I Time:from randamizabon rorfs)
[Tedmet _—— Davar --—- Rao]
PD-L1 250%: I PD-L1 >50%: stage Ib-llIA I e | e
All EGFR-TALK- | —] 062 (0.75. 1.08)
I “ H ;  Hazard ratio 0 82 I Histology! Squamous e 0.2 (067, 1.28)
- 68% ! i1 (95%01057-118);p-014 Non-squamous —— 080 (065, 0.98)
%! =t B —_— 0.61 (D45, 1
HR 0,40 HR 0,44 ' ] b s I e 30 s e
H— | T | I R . I (RS Stage lIA g 0584 (065, 1.11)
J | A . ] &7 ; 0mgm s Tomanam
R T T | E . (59-74) | 53\\_.1"“\ - | ey Y <w0mgn? —— @ 034084 111)
. L | [ S 1 (48-66): No chemotherapy —— 0.00 (0.60. 1.38)
£ — . H : [als H H Nodal sampling Yes —e—l 0,82 (0.67. 1.02)
w - | (IWRS) X
m es| == I ) - HRO0,82 I e o
| I ] - (0.57-1.18) I omuse o sl —
L prEmAma e o l : . ! ' - ' . s . - < I 50 P — 007 (068 141)
= e 0 6 12 18 24 30 36 42 48 54 60 66 0 02 04 0§ 08 12 14 16 18 2
| Time since randomisation (months) | Favors D Favors FBO
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ctDNA positivity was strongly prognostic, with DFS favouring
atezo in both ctDNA+ and ctDNA- patients

DFS in ctDNA-defined subgroups In all ctDNA-evaluable stage II-111A

101 (stage II-lIA population) patients, mDFS was NR (atezo) vs
0.9 1 31.4 months (BSC), with an
0.8 1
07 1 HR of 0.69 (95% CI: 0.53, 0.89)
0.6
n | i ————+ CtDNA— ctDNA—= BSC
L 05 (n=204)
0.4 1 mDFS, mo NR NR
0.3 ! HR (95% CI) | 0.72(0.52, 1.00)
0.2 1 CtDNA+ R "o
tezo
0.1
| CtDNA+ (n=53)  (n=59)
00 II 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 MDFS, mo -
No. at risk Months HR (95% CIf| 0.61(0.39, 0.94)

Atezo, ctDNA 218 206 199 192 189 180 170 166 151 131 112 73 58 33 24 12 8 3 2 0
Atezo, ctDNA+ 53 47 37 33 29 28 27 25 23 17 14 10 6 3 2 0 0 0 0 0
BSC,ctDNA+ 59 53 34 24 21 16 15 13 13 9 8 6 4 1 1 0 0 0 0 0

Zhou et al, Ann of Onc 2021
https://doi.org/10.1016/j.annonc.2021.10.018
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DFS by treatment arm and post-chemo
ctDNA clearance status

La clearance del ctDNA post-CT
predice un outcome favorevole

3.1

5

ctDNA
cleared

ctDNA
not cleared

CtDNA - @ CtDNA cleared
B ctDNA+ Hl ctDNA not cleared
100
100 1 posmmm--------- 90 1
] \ 38 TD -
\\ %
v 60
60 T Y = |
X ' o 50
g \ 5 40
S 40 - \
b= \ 30
o
80 20 1
20 A %
% 10 1
\
0 : 0
Post-op Post-chemo
(n=600) (n=103)

Atezo, ctDMA cleared
Atezo, ctDMNA not cleared
BSC, ctDNA cleared
BSC, ciDNA not cleared

Months

36 3520 28 2524 24 23 2117 12 10
19139 6 5 5 4 4 4 2 21
282824181512121212 8 7 6
2016 4 3 2 2 211110

=R Y

O = =

o o oo

o o o o
oo oo

(= =T =T =}

mDFS, mo

ctDNA evaluable patients (ctDNA BEP) N=600 F

482 ctDNA-
patients post-op

103 evaluable patients post chemo

118 ctDNA+
patients post-op

(post-chemo ctDNA) at C1

64 ctDNA cleared 39 ctDNA not cleared

Atezo BSC
(n=36) (n=28)

31.3 13.3

HR (95% Cl)

0.7 (0.37, 1.34)

ctDNA not

cleared
mDFS, mo

Atezo BSC
(n=19) (n=20)

4.2 3.9

HR (95% Cl)

0.67 (0.34, 1.32)

Verona 28-10-2024 Carcinoma del polmone:

quali novita nel 2024 ?



Role of ctDNA/MRD in early-stage and locally advanced NSCLC

Baseline blood
collection

My \
> -
chemotherapy + PORT

. > ;‘;',3 : — |
Surgical resection plus adjuvant ‘ =
K 4 w

; targeted therapy
b OR
o/

MRb(+) ( Adjuvant ICl or ] MRD()

Pfreg

| l
Neoadjuvant ' — ¥
chemotherapy plus ICI ‘

; VL -

\ ’
. #&
\

. : . MRD (-) e )
(Surglcal resectlonJ

o~

=]
'—P(Surgical resection |—> ®_,

ctDNA (=) '

| — Surveillance

MRD (-)

Most studies have demonstrated ctDNA/MRD as optimal predictors for recurrence and prognosis
However, whether it could help conduct personalized treatment modalities remained unclear.

W.Z Zhong| Novel Immunotherapies WCLC 2024
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Impatto psicologico della terapia adiuvante

IMscin002 — Ph 2

. . Eligible patients Cross-over period Continuation period
1 anno di terapie ety aozosc Y AezolV Atezo 5C
- ECOG PS 0-1 1,875 mg 1,200 mg 1,875 mg Follow up:
endovena * EGFRALK wid type ot - Fora sl of 216
. Resected stage II-IIB (T3N2) NSCLC ke friescied
Ma non ero guarita ? B et (2e0e B NSCLC)
* Stage IVNSCLC Atezo IV Atezo IV INV-assessed LOCB
= mﬁmw e M';e 1 goso“rlng 1,200 mg (stage IV NSCLC)

preferred atezolizumab SC vs IV at C6D1 mmmmdwm
assessed by patient preference questionnaire (including the safety of switching between formulations)

Primary endpoint: Patients’ preferred administration
A method (assessed by questionnaire’) (n=123)

100
45

70.7%
g 4 _ 80 (n=87)
£ £
£ s 2 &0
H 13
5 25 2 40
g &
= 20
2 20
E 15
20 0
5 SC v No preference
N Patient's main reasons for preferring atezolizumab SC:
sC v

+ Requires less time the clinic (64.4%, n=56)
« Feels more comfortable (46.0%, n=40)
- Is less emotionally distressing (29.9%, n=28)

The median administration time:

« 7.1 minutes for atezolizumab SC
* 40 minutes for atezolizumab IV
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Aggiungere 'immunoterapia solo nella fase adiuvante
aumenta significativamente I’'outcome ?

Stando ai dati degli studi, i risultati potrebbero essere considerati
controversi :

* IMP 010 OK

« KN 091 forse ('OS non e significativa)

* BR 31 e ANVIL negativi
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Ha piu senso aggiungere 'immunoterapia nella fase adiuvante dopo
una CT-ICI neoadiuvante ?

Frequency of Three T-Cell Clones before _ _
and after Treatment Adiuvant No adjuvant

S u rge ry p— NIVO ‘onc::e;:\;)/NlVO C?:;:;:/‘SP{I’O S NIVO ;"(EE;YI;T/NIVO CP;:E?;]BO
Nivolumab Nivolumab] (day 0) . i T e T
* Neoadjuvant ICI "N » b
. ,
< 0.03 m 1 inadeguate for "l pa prmepee | 1
()] d q t f g 60 S, g 60 \
< o e -
.9. —0\ - d T I I @ 40~} remalp o ] NIVO + chemo/NIVO
R sustaine ce o CM77T m
[ . . |
oz 0.02- activation P P Bl B m B % 4 pod BE & ¢
s3
€+
: -g . Received Adjuvant Treatment Did Not Receive Adjuvant Treatment
oo « Large but transient
£ oo g
1 . 10 (95% Cl: 0.44, 0.86) 10 (95% Cl: 0.60, 1.14)
g expansion of shared .
e H % 06 %06
'S Z Z
| intratumoral T-cell
3 3
0.00 ? . T Clones £oy AEGEAN £o2
_28 _14 _3 '04 81215102‘4Z‘si‘ZSSAOﬂdJBSZSSS‘OSGSE 6 a v811lt62(114133ll3’6404&48525’56‘05"153
No. at risk Time from randomization, months No. at risk Time from randomization, months
Days Relative to Surgery

Forde NEJM 2018
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Studi di fase Il

Experimental Control arm  Primar Pathological Primary Endpoint
arm y EP Response Result
CheckMate-816 \358 IB-llIA Platinum doublet  Platinum doublet pCR PCR: 24% vs 2.2% pPCR: 24% vs 2.2%
Forde PM (2022) + Nivo(x3) + Placebo(x3) EFS MPR: 36.9% vs 8.9% MEFS: 31.6 vs 20.8 m
Keynote-671 786 II-1IB  Platinum doublet  Platinum doublet EFS pPCR: 18.1% vs 4% 24-m EFS: 62.4 % vs
Wakelee H + Pembro (x4) - + Placebo(x4) (O MPR: 30.2% vs 11% 40.6%
(2023) > adj 24-m OS: 80.9 % vs
Pembro(x13) 77.6%
AEGEAN 800 IIA-1IB  Platinum doublet  Platinum doublet pCR pPCR: 17.2% vs 4.3% MEFS: NR vs 25.9
Heymach JV + Durva (x4) ->  + Placebo(x4) -> EFS MPR: 33.3% vs 12.3% months

(2023) adj Durva (x12) adj Placebo

(x12)
NEOTORCH 406 [lIA-IlIB  Platinum doublet  Platinum doublet MPR pPCR: 24.8% vs 1% MPR: 48.5% vs 8.4%
Lu S (2023) + toripalimab(x3)  + placebo(x3) -> EFS MPR: 48.5% vs 8.4% mEFS: NR vs 15.1
-> adj cycle x1 adj cycle x1 -> months

-> placebo(x13)

toripalimab(x13)
/\
CheckMate 77T \461 IIA(>4c  Nivo+CT -> Nivo Placebo+CT -> EFS PCR 25.3% vs 4.7% mMEFS HR 0.58
Cascone T m)- g4w(x13) Placebo (x13) MPR 35.4% vs 12.1%

NB(N2
)




Landmark EFS (BICR) from definitive surgey

100
Periop NIVOa

807 s, (CheckMate 77T)
< 60 o VPN Weighted (ATE)b
E Periop Neoadj

Neoadj NIVO + chemo NIVOa
w40+ (CheckMate 816) (n = 139.49 NIVO + chemo
: (n = 147.5¢)
20+ | HR (95% Cl) 0.61 (0.39-0.97) |
0 6 12 18 24 30 36 42 48

The 1stdirect comparison study indicated superiority of periop NIVO to neoadj NIVO using patient data of
CM77T and CM 816.

 +40% reduction in risk of disease recurrence or death

* Regardless of baseline stage, with greater magniture on PDL1 < 1%
Forde PM WCLC 2024 PL02.08
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Landmark EFS (analysis population) by pCR status

pCRc No pCR
100 — —
80
& 60-
wv
m
40
Periop Neoadj Periop Neoadj
204 NIVOd NIVO + chemo 20- NIVOd NIVO + chemo
(n = 50) (n =43) (n=73) (n =96)
0 HR (95% CI) 0.58 (0.14-2.40) 0 HR (95% ClI) 0.65 (0.40-1.06)
0 6 12 18 24 30 36 39 0 6 12 18 24 30 36 42 48
No. at risk Months from surgery Months from surgery
Periop NIVO 50 50 48 47 36 18 4 0 73 62 55 53 35 22 8 4 0
Neoadj N+C 43 40 39 35 19 6 2 0 9 75 60 47 19 7 1 0 0

Forde PM WCLC 2024 PL02.08
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| 2024 World Conference  SEPTEMBER 7-10, 2024 H#HWCLC24

x | on Lung Cancer | SAN DIEGO, CA USA wclc2024.iaslc.org

Perioperative strategy improves EFS in
patients without a pCR

. KN671 NEOTORCH
T B
- — Pembrolizumab group, with pathologic 'FS for Patients withou <
Neoadjuvant approach 904 s EFS for Patients without pCR
80+ 100

Toripalimab + Chemo, no pCR. n~152

g 70 " Placebo group, with pathological 90 Placebo + Chemo, no pCR, n-200
CM816 = complete response o
§ 60 — 80
a  sod Pembrolizumab group, without § —_
g pathological complete response )
E 404 . | 55 o
o —— = E 30 EFS HR in non pCR Placebo group, without @ = %
e ey 2 g pathological complete respon ¥ =
. & ] HR: 0.69 (0.55-0.85) -
1 [ . »
FS HR -

Event-free Survival (%)

~  Are you comfortable with 3 cycles of #R: 08 n non pCR

\ . 3(0.38-0.74)
»/ EFSHRinnon pCR

wosoa-iz)  Chemo+ ICl for a patient without pCR’P T

o

18 21 20 27 30 IWUETETTEZTTEEE 90 o m Toripalimab + chemo, 10 pCR 152 107 80 45 16 0
Months LY Nivolumab with pCR . Ny
w 804 - Placebo + chemo, no pCR 20X 137 84 42 14 0
§ 704 T ey, M OMedian EFS 24.5 versus 15.1 months
é 60 2oy JHR= 0.53 (95%CI 0.38-0.74)
s 'o—0. Chemotherapy wiui pun
o 50 “hoeo— m —oe —oe Nivolumab without pCR
S 404 Chemotherapy without pCR
§ 30
g 2 EFS HRin non pCR
HR: 0.73 (0.49-1.09) Perioperative
104 rruzaro e witodt P, U3 (9350 0ty Ua9—1.09)
—r—r—— approach
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months since Surgery

Forde NEJM 2022, Wakelee NEJM 2023, Lu JAMA 2024, Cascone NEJM 2024
Ross Soo | Why sandwich strategy is best ! 18 -




AEGEAN: a phase 3, global, randomized, double-blind,
placebo-controlled study

Study population

Durvalumab 1500 mg IV +
+ Treatment-naive platinum-based CT#
Q3W for 4 cycles

Durvalumab 1500 mg IV
Q4W for 12 cycles

+ ECOGPSOorl

* Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8th ed)

Randomization stratified by:
« Disease stage (Il vs IIl)
« PD-L1 expression (1% vs <1%)

* Lobectomy, sleeve resection, or

bilobectomy as planned surgery* Pl bo IV +
acebo

+ Confirmed PD-L1 statust platinum-based CT* Q45J?§relbzocl\éles
+  No documented EGFR/ALK N=802 Q3W for 4 cycles Y
aberrations* randomized

Endpoints: All efficacy analyses performed on a modified population that excludes patients with documented EGFR/ALK aberrations'

Primary: Key secondary:
* pPCR by central lab (per IASLC 20201) * MPR by central lab (per IASLC 20201)
* EFS using BICR (per RECIST v1.1) * DFS using BICR (per RECIST v1.1)
+ OS

In Italia attivo da poco programma di EAP
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How could we raise the bar higher?

Novel
Immunotherapies

Novel agents Novel combinations
* Novel targets . ICI+Ch§mo_ |
« Cell based therapy  [Cl+antiangiogenic
« Cancer vaccine drug
» Oncolytic virus e ICI+TKI

» |Cl+novel agents
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Bispecific and multispecific antibody

Bring immune cells close to tumor cells Blocking multiple signals

T cell
a b Tumour cell : R
-y a
a A
¢ . |
— S _——_ CTLA4 Antibody /
e ‘ \ N\ g J -
£ 7\l \ £ S p » g ¥
( \ A ( A | . 3 [ '
\ \ / [ b
/ ' \ /
/ / \ / |
\ {}\:\\. N (& \ 0 ® %
e Y T \ (X7
Teell i Tumour cell Tcell 9X40 \ %, = Ang;
cD28 « PD-1 T cell Tumour cell
ggiz) = ICOS Tumour cell
CD40
PD-1

Rationale: Bind multiple target in one time to
increase efficacy and decrease risk of toxicity.

Maria-Elisabeth Goebeler et al. 2024 nature reviews clinical oncology
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A Phase Il Study of Perioperative Ivonescimab (anti-PD-1/VEGF bispecific
antibody.) Alone or Combined with Chemotherapy in Resectable Non-Small Cell
Lung Cancer (pCR rate was 43.6%, MPR rate was 71.8%)

2024 World Conference  SEPTEMBER 7-10, 2024
on Lung Cancer SAN DIEGO, CA USA

Study Design

Key Eligibility Criteria

Cohort 1

* Resectable NSCLC (stage II-|
HIB[N2], AJCC 8%)

* No prior anticancer therapy

* EGFR/ALK wild type

* ECOGPS 0-1

Primary Endpoints: MPR, Safety

Cohort 2

Neoadjuvant treatment

Ivonescimab 20mg/kg
Q3W, 3-4 cycles

Ivonescimab 20mg/kg
or 30mg/kg + CT*
Q3W, 3-4 cycles

Surgery
(Within 4-6 weeks
post-neoadjuvant treatment)

#WCLC24
wclc2024.iaslc.org

Adjuvant treatment
(Start within 3-8 weeks
after surgery)

Ivonescimab 20mg/kg
Q3W, 16 cycles

b 20mg/kg

or 30mg/kg
Q3W, 16 cycles

*Chemotherapy: Cisplatin/Carboplatin + Paclitaxel

* Secondary Endpoints: pCR, EFS, OS, ORR, the rate of R0 resection and downstaging

2024 World Conference SEPTEMBER 7-10, 2024
on Lung Cancer SAN DIEGO, CA USA

Pathological Response

Cohort 1 Ivonescimab monotherapy

#WCLC2
wclc2024.jaslc.o

- 0 .
Cohort 1 Cohort 2 £ ol w
(N=10) (N=39) i Ll
MPR (RVT<I0%)  60.0% 71.8% F
-RVT*<5% 50.0% 69.2% 3
pCR 30.0% 43.6% g My -
-100 L
Cohort 2 Ivonescimab + CT
Dose (:mup-l sanw =u R N sssssmnmn ";;:“;::‘"';m
0 W 30mg/k Q3W
= Non-MPR
£ -20 m':
i 40 =L
&
&
3 60
¥
: 80
£ e AL L L L) NEH AN
-100
*RVT : residual viable tumor cells in both primary tumor and lymph nodes.

W.Z Zhong| Novel Immunotherapies WCLC 2024
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Personalized neoantigen mRNA vaccine for
resected NSCLC

KEYNOTE-603 Neoantigen specific T cells INTerpath-002
NCT03313778 NCT06077760

MRNA-4157 (V940) with
pembrolizumab
Resected Stage II-111B NSCLC

* Part A of multi-tumor Phase 1
* Adjuvant mRNA-4157 monotherapy
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for resected NSCLC treated with adjuvant chemo
* 4 biomarker-evaluable pts De-novo and polyfunctional CD4 and CD8 * Randomized Ph3, N = ~868
(2 Stage IA, 2 Stage IIB) responses

Patients with resected NSCLC treated with

n=20
5% adjuvant chemotherapy
Enrollment and randomization 1:1

Combination treatment arm T ey _—

*  Most common mRNA-4157 related
AEs: pyrexia (n=2), influenza like illness
(n=2), and injection-site pain (n=1)

* No recurrences observed in early

W Immunogenic M Non-immunogenic W De novo Pre-existing (pembrolizumab + INT) (pembrolizumab + placebo)
fO”OW'Up (15'30 monthS) CD4 CcD8 INT up to 9 doses g3w pembrolizumab up to 9 doses g6w
c4D8 c4D8 pembrolizumab up to 9 doses g6w

25% l J
67% Disease free survival (DFS)
Primary analysis

Charu Aggarwal, MD, MPH, FASCO| Cancer Vaccines and Oncolytic Viruses -

Slide Courtesy Dr.Vincent Lam, TTLC
2024 Gainor et al, SITC 2023
Moderna Corporate Presentation,




CONCLUSIONI

e Terapia con ICl post CT adiuvante e lo standard di terapia
nei pazienti PDL1 >50%

* A breve possibilita di infusione sc.....quanto costera ?

* l'apporto della fase IClI adiuvante nella strategia

perioperatoria sembra essere maggiore nei pazienti NON in
pCR

« Aperto EAP per CT-ICI perioperatoria secondo schema
AEGEAN (CT+durvalumab)

e Dati preliminari interessanti con anticorpi bispecifici
* [n Italia in corso studi anche con vaccini ad mRNA
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