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Agenda

PDL1 >50%

e Pembro, Atezo o
cemiplimab ?

e Nuove formulazioni

 |vonescimab
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PDL1 < 50%

CT+Pembro o CT + Cemiplimab
o CT+Ipi-Nivo ?

Dati sui PDL1 <1%

Prospettive furure (ADC, LAG3,
vaccini ecc)
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(_Pembrolizumab | + (4 cycles ot chemo )~ ( Mamtensnce | = [ | |}

( Atezolzumab |+ (4cyclescichema )~ Mantenance | = |

|: Atezolzumab -:|+I:d.t=_|dm:iduml+_-l': Maintenance j =

Squamous

(_Pembrolizumab ) + (4 cycles of chemo )~ [ Maintenance ) %= [ ll
Both histologies

( Mwolsmasb -+ Ipilimumab BE= Oniy in POLT 2 T NSCLC
(_Mwolumab )+ Ipiimumab  +(2eyclesofchema))+ ( Maintenance ) E= [ER )
( Durvalumab |+( Tremelimumab j*‘(dtal:lm:idumj-ﬂ: Maintenance :' %

( Cemiplimab | + (4 cycles of chemo )~ [ Maintenance ;EHEHRW?IHF‘DLI—:IENED_CLI

Mod from Hendricks L.E.L. Nat Rev Dis Primer 09/2024
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KEYNOTE-042: 5-year Update of OS — PDL1 > 50%
[ vents n | m0S,month 5% ) | i 954 G

Pambrolizumab 299 234(783) 200(159-242) 068
[ Chemotherapy  [EOIIFCTCCE) 122(104145)  (057-081)

112-month rate
1635%

124-month rate 136-month rate 1 48-month rate 1604
5% 3% 53 2

month rale
1263% 121.9%

mO0S:20.0m e o

0 * 2 48 51 50 86 ] 7

;17702 S

IMpower110: OS in the TC3 or IC3 subgroup - longer follow up

Arm A (atezo) Arm B (chemo)
100 Landmark n=107 n=98
20 B-month OS 76.5 704
. (95% CI), % (68.5, 84.8) (61.2,79.6)
12-month OS 66.1 523
L (85% Cl), % (57.1,75.1) (42.2,62.4)

HR,* 0.76 (95% CI: 0.54, 1.09)

Overall Survival (%)

L Median follow-up,
31.3mo
mOS: 20. 2 m .rs?:o (range, 0-52)
.. HR 0,76

100+
90
80+
70+
60+

40-

Overall Survival, %

30+

KEYNOTE 024 — 5-YEAR (60 months) OS UPDATE

Events, n HR
N (%) (95% CI)
Pembrolizumab 154 103 (66.9) 0.62

Median (85% CI) Chemotherapy> 151 123 (g81.5) (0.48-0.81)
26.3 Mo (18.3-40.4 mo) . :

13.4 mo (9.4-18.3 mo)

143T%
i 31.9%
1 16.3%

se%
S 19.8%

mOS: 26.3 m

4 30 36 42 48 54 60 66 72
I IR 0 62 Time, months
V4

8 73 66 62 54 51 20 0

Chemotherapy 151

oo

108 80 61 8 44 35 33 28 26 13 3

EMPOWER - Lung 1: 5-year Update of OS — PDL1 > 50%

PD-L1 =50%

i 5,
population, n_Median OS (95% C1) HR (95% CI) P-value
1.0 Cemiplimab 284 26.1 mo (22.1-319) 0.585 <0.0001
09 Chemotherapy 281 133 mo (10.5-16 2) {0.476-0.718) o

70.3%

Probability of OS (%)
=]
n
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EMPOWER-Lung-1

i |

/Key eligibility criteria \ Arm A Optional
. p o Cemiplimab monotherapy . .
Treatment-naive advanced NSCLC 350 mg IV Q3W Progressive continuation of
" Disease cemiplimab + 4 cycles

*PD-L1 250% ; : :
Treat until Progressive Disease or

*No EGFR, ALK or ROS1 mutations 108 " of chemotherapy o
« ECOG performance status 0 or 1 08 weeks 3
« Treated, clinically stable CNS metastases and _E-E] __§_
controlled hepatitis B or C or HIV were allowed =
(~ v
T Arm B Optional crossover to
Stratification factors , : , : Progressive ks
« Histology (squamous vs non-squamous) e 46 Cycles of investigator's choice s cemiplimab
chemotherapy monotherapy o

* Region (Europe, Asia or ROW)

Endpoints
* Primary: OS and PFS ITT (N=7121)
= Secondary: ORR (key), DOR, HRQoL and
\Safety ) PD-L1 250% population (N=565)
PD-L1 testing by 22C3 assay performed per instructions for use

Here we report data per cutoff of 4 March 2022
Median time from randomisation to data cutoff: 37.1 months (range: 24.0- 56.5)
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Cemiplimab with addiction of chemotherapy beyond progression

. ORRT and Progression Free Survivalt 10- Overall Survival
Sl ) Patients Median 0OS
0.9 Patients GRR, e Median PFS 0.9 : 90.3% I“]‘ {95% c“
{m} (95% CIyt (95% CIF a4 : From 75 27.4 mot
_ 0.8+ Initial cemiplimab 24.T% 5.0 mo ﬁ : randomization (23.0-31.9)
i monotherapy (1L) 5 24.0-46.5 1.7 6.2 = 0.7+ | After added — 151 mo
£ 07 ( ) ) b 5
. 1 y r = 3—18.
0 0.6- After added 28.0% 6.5 mo O 064 | : chemotherapy (11.3-18.0)
E_- . chemotherapy (2L) 75 (18.2-39.6) (6.2-8.3) 5 : I
o ' ' ' = 0.5 |
> 0.5+ = L I
£ 3 _ I |
3 041 5 04 : |
£ 031 & 037 | |
I
o i 0.2 i ' |
0.2 9.6% | : :
— |
0.1 | : 0.1 . | i
| | [
0.0 ! | 0% 0.0 ' I |
I I I I I I I I [ [ [ [ [ [ I [ [ [ [
0 6 12 18 24 30 36 42 0 [i] 12 18 24 30 36 42 48 54 B0
Pafients at risk, n Month Patients at risk, n Month
inittal comiplimab. _ - . s . . . . Cemiplimab 75 74 &3 &5 3 26 15 12 12 10 4
monotherapy !
After added 75 46 18 g 5 4 3 ]

chemotherapy

Una nuova strategia ? Potenziamento di una prima linea....NON approvato AIFA

Verona 28-10-2024 Carcinoma del polmone: quali novita nel 2024 ?



Impatto psicologico della via di somministrazione

.... allora non sono
cosi grave

.... Insomma
potevo stare

peggio

.... SONO proprio
messo male !!
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IMscin001 (Part 2) — Ph 3

Co-primary endpoints:

Atezolizumab SC « Cycle 1 C

1875 mg q3w . trough
CIT-naive patients with (n=247) Progressive Cycle 1 MP AUC,,, .
advanced/metastatic disease, Secondary endpoints:
NSCLC for whom prior unacceptable |« MP steady state C, , and AUC

toxicity or loss

platinum therapy has « Efficacy: ORR, DOR, OS, PFS

z of clinical &
falled (n=371) Atezolizumab IV benefit FROs A
1200 mg q3w * HCP-reported experiences
(n=124) « Safety
« Immunogenicity
1004
0 Ay PR CR 25

4054
95% CI: -6.56, 7.63

204 HR.0.88 (95% CL 067, 1.16

Median DOR, 15.1
months (96% CI) (5.8, NE)

The median administration time:
* 7.1 minutes for atezolizumab SC
* 40 minutes for atezolizumab IV

Administration time (min)

Burotto et al Annals of Oncology 2023, volume 34, Issue 8 (693-702)

IMscin002 — Ph 2

Eligible patients Cross-over period Continuation period
Atezo SC Atezo SC
18 years
ECOaPe 0.1 sk ot i
EGFR/ALK wild type odicd .
Resected stage II-liB (T3N2) NSCLC :;;;ms
- mmadjum t stage II-11IB NSCLC)
- positive (21%)’ OR
Shw_ Q:wmw NSCLC e N=179t Atezo SC Atezo IV * INV-assessed LOCB
L Nt oo 18 1,200 mg (stage IV NSCLC)

Stratification factors: Primary endpoint: Proportion of patients who Key secondary endpoints: Patient-reported
preferred atezolizumab SC vs IV at C6D1 , patients’ choice of treatment,
assessed by patient the safety of switching between formulations)

Patients (%)

Secondary endpoint: Patients’ choice of
treatment for the continuation period (n=107)

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

100
70.7%

80 (n=87) 79.4%
sC (n=85)
60
40 21.1%
(n=26) v 20.6%
20 (n=22)
0 F % T T T 1
SC v No preference 0 20 40 60 80 100

Patient's main reasons for preferring atezolizumab SC:
Requires less time the clinic (64.4%, n=56)
Feels more comfortable (46.0%, n=40)
Is less emotionally distressing (29.9%, n=26)

Patients (%)

All patients who preferred atezolizumab SC
chose SC for the continuation period

HCP-reported experiences

14%
If used in routine practice, do you M Yes
think administering atezolizumab Bl Unsure
SC could save staff time compared
with atezolizumab IV? H No
75%
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Come fare la scelta terapeutica ? Opinione personale

Dati OS a 3-5 anni
Modulazione ++ ++
intervallo ricicli
Modulazione via +
somministrazione

Tossicita + + +
Costi + ++ +

Prezzo s.c. ?
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§ | 2024 World Conference | SEPTEMBER 7-10, 2024 H#HWCLC24

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

HARMON|'2 (AK112‘303) StUdy DESIgn Ivonescimab (AK112) is a novel

bispecific antibody against PD-1 and VEGF

Arandomized, double-blind, phase 3 study?

Patient Population lvonescimab
Stage I1IB-1V aNSCLC 20 mg/kg Q3w (N:198) Treatment until
No prior systemic therapy ho clini_cal

benefit,

NO EGFR mutations (0] 8 ALK unacceptable
rearrangements Pembrolizumab toxicity or up
ECOGPSOor1 N=398 200 mg Q3W to 24 months
PD-L1 TPS >1% (N:200)

Stratification Endpoint

ndpoints
* Clinical stage (I1IB/C vs. 1V)
« Histology (SQ vs. non-SQ) Primary: P_FS by blind IRRC per RECIST v1.1
Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety

Potential issues
-relevance of pembro monotherapy as comparator for TPS 1-49%
-all China enrollment

Caicun Zhou | HARMONi-2 1 -




2024 World Conference | SEPTEMBER 7-10, 2024 H#WCLC24

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

Primary endpoint: PFS per IRRC

Ivonescimah Pembrolizumab

(n = 198) (n = 200)

100 = mPFS, mos 11.14 5.82
(95% CT) (7.33,NE) (5.03,8.21)
"7 Stratified HR 0.51
80 (95% CT) (0.38.0.69)
70 p-value =0.0001
5 60 — 9-mo: 56% (47, 64)
R T S KNO42 mPFS 5.4 m
| S ] IM110 mPFS 5.8 m
30 ' 9-mo: 40% (32, 48) E
201 E E
+ Censor | :
10 Ivonescimab ! | Median Follow-up: 8.67 months
Pr.'m b ohz:mn 1h : :
PFS beneflt iS strlkmg, W|th almost doublmg of mPFS.
[vonescom ISR 1893 175003 156026) 148{32) [ 28(4 S0} SHETY 3RGEY 1471
Peml |\|| I 2000y 18T 141052y 1214 L1701 'l\I I T H “ P A5(102) 250 10a) La':l'_‘: "I'I!- i} I |

Ivonescimab demonstrated a statistically significant impmvement in PFS vs. pembrolizumab with HR = 0.51,
and a 5.3 months improvement in mPFS.

Abbreviations: mPFS, median progression-free survival; IRR.C, independent radiolegy review commuittes; mo, month; NE, not estimable; HR: hazard ratio; CL confidence interval.

Caicun Zhou | HARMON;i-2



HWCLC24
wclc2024.iaslc.org

| 2024 World Conference | SEPTEMBER 7-10, 2024

on Lung Cancer | SAN DIEGO, CA USA

Key PFS Subgroup Analyses
~ 0, 1
., PD-L1 Low (TPS 1-49%) . PD-L1High (TPS 250%) O CEI e
. Stratified 054 i Stratified 0.46
o . HR (95%cCl)  (0.37,0.79) o HR (95%cCl)  (0.28,0.75)
PD'Ll 2 50 él 504
expression o] ! o]
0 Squamous Non-Squamous
2 Stratified 048 &%) Stratified 054
I HR(95%cl) (031,074 HR(95%CI)  (0.36,0.82)
NSCLC : - : o
Histology - o] it
= 45,5 % dei paz
0 1 3 k! - | (Jr =(X/ )X 9 10 11 1 13 14 5 6 w:( 9 10 11 1 13 14

Ivonescimab showed meaningful improvement in PFS vs. pembrolizumab in patients with both low and high PD-
L1, with squamous or non-squamous advanced NSCLC.

Abbreviations: PFS, progression-free survival; PD-L1, programmed death ligand 1; TPS, tumor proportion score; HR: hazard ratio; Cl, confidence interval; NSCLC, non-small cell lung

Caicun Zhou | HARMONi-2

.



2024 World Conference | SEPTEMBER

on Lung Cancer SAN DIEGO,

7-10, 2024
CA USA

HWCLC24

ORR, DCR and DoR per IRRC

TRAEs

wclc2024.iaslc.org

Gr>3 TRAEs almost
doubled although no
increase in TRAE leading to
discontinuation or death

Safety Summary, n (%) lvonescima Pembrolizuma
b(n= b(n=
100 1974) 1999)
TRAEsS (all grades) 177 (89.8) 163 (81.9)
89.9% | Grade>3 58 (29.4) 31 (15.6)f
80 DCR Serious TRAES 41(20.8) 32 (16.1)
| Leading to discontinuation 3 (1.57) 6 (3.0) l
0
- 70.5% Leading to death 1(05) 2 (L0)
s 60 DCR
~
O Ivonescimab
[a] Total 898 294 * 156
r_'dn Proteinuria - 315 300 101
24 40 Aspartate aminotransferase increased 198 05 156
C Hypercholesterolacmia 162 10.1
Blood bilirubin increased 157 10405 116
Hypertension ‘ 157 SN 25
Alanine aminotransferase increased 147 0505 121
20 Hypothyroidism 142 95
Anaemia B2asR0s 146
Hypoalbuminacmia 117 1705 111
Amylase increased nz sy 3o
0 Hyperglycacmia n205410 e
Ivonescimab Pembrolizumab s ““’\::ﬁ;j o2 .
Hypertriglyceridaemia 102 (20005 70
Rash 76 105 141

Caicun Zhou | HARMONi-2

Pembrolizumab
819

@ Ivonescimab, >=grade 3
O Ivonescimab, all grades
@ Pembrolizumab, >=grade 3
O Pembrolizumab, all grades

T
100 90 80 70 60 50 40 30

Patients (%)

T T T T T T T

20 10 0 10 20 30 40 50 60 70 80 90 100



PDL1

‘BXpression
%)
ICB 3= monotherapy _ comibdnation
Hon-squamous
Both histologies (without EGFR |
mutation, or ALK or ROST I: Pembrolizumab :I+I@c:_|dm:idumj+li Maintenanca j E- ll
translocation)
B et ) == g
BB temimas ) 2= R
_ ( Pembrolizumab | + (4 cycles of chema )~ [ Maintenance jg“l‘
L e Both histologies
\
(( MNwolumab )+ Ipilimumab  + (Zeycles of chema )~ maintensnce ) Z= R |
> ( Cemiplimab | +(4cyclesofchema )~ ( Maintenance j%“m&mﬂnmummml‘

EMA I_l AIFA o A

Mod from Hendricks L.E.L. Nat Rev Dis Primer 09/2024
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CT + Pembrolizumab

KEYNOTE-407
Platinum + Taxane +/- Pembrolizumab
SQUAMOUS NSCLC

Events n (%) Median (95% Cl) HR (95% CI)
100 Pembro + chemo 225(80.9) 17.2 (14.4-19.7) 0.71
90- Placebo + chemo 248 (88.3) 11.6 (10.1-13.7) (0.59-0.85)

164.7%
$49.6%

" 17.2 m
60- °
.......................................................... e
;18.6% 121.9%

112.3%

24 36 48 60 72

Time, mo
278 180 100 83 60 10 0
PD-L1TPS 250% PD-L1TPS 1%-49% PD-L1TPS <1%
Pembro + Placebo + chemo Pembro + Placebo + Pembro + C O E D

chemo (n=73) chemo chemo chemo (n=99)
(n=73) (n=103) (n=104) (n=95)

OS HR (95% Cl) 0.68 (0.47-0.97) 0.61(0.45-0.83) 0.83(0.61-1.13)

5-y OSrate,® % 233 83 20.6 7.6 10.7 131

Novello S. ESMO 2022

KEYNOTE-189
Platinum + pemetrexed +/- Pembrolizumab

NON-SQUAMOUS NSCLC

100

Events, n (%) Median (95% CI) HR (95% CI)

90 .

80 169.8% Pembro + chemo 329 (80.2) 22.0(19.5-245) 0.60
$48.0% (0.50-0.72)

70 Placebo + chemo 183 (88.8) 10.6 (8.7-13.6) i

60

0S8, %

- 0
| 22.0m
; 11.3%

40 (17.4%

36

Time, mo
Pembro + chemo 410 283 184 126 95 77 0
Placebo + chemo 206 98 55 34 27 22 0
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1TPS<1%
Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo
(n=132) (h=70) (n=128) (n=58) (n=127) (n =863)
OS HR (95% Cl) 0.68 (0.49-0.96) 0.65 (0.46-0.90) 0.55 (0.39-0.76)
5y OSrate® % 296 214 19.8 77 96 5.3

aplan-Meier esimate. Data cuioff date: March 8, 2022.

Garassino M, ESMO 2022
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CT + Cemiplimab

Phase 3 Study of Cemiplimab Plus CT in Patients With Advanced NSCLC
(Study 16113; EMPOWER-Lung 3 [Part 2]) - NCT034096141

EMPOWER-Lung 3 is a two-part, double-blind, placebo-controlled, randomised Phase 3 study

Key Eligibility Criteria
= Treatment-naive stage IlIB/C* or IV NSCLC

(non-sguamous or squamous’) Primary endpoint
= Any PD-L1 expressiont - 08
= No EGFR, ALK or ROST aberrations
« ECOGPS0or1 R2:1 Secondary endpoints
N=466 - PFS? ORRY DOR?,

= Adequately treated, clinically stable
CNS metastasess safety, PK, PROs, and

Stratification Factors: immunagenicity

= PD-L1 expression (<1% vs 1-49% vs =50%)

= Histology (squamous vs non-squamous)
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CT + Cemiplimab
Empower Lung 3: PD-L>1% -2y FW

G D Per PDL1 <1%
;g 12m0 OS HR 0.94
08 vs 510% 28.5m
w 07 1 ’ 24mo OS
2 061 vs 284% :
= 051 , ; Da luglio 2024
3 041 i :
§ o ; rimborsato
o1 5 I CT+Cemiplimab per
0.0 0 é 1’2Month 1'8 2!4 PDL1 1-49%
:turzrslliber 110 77 49 32 22

Nell’ITT (anche PDL1 < 1%) HR 0.65, mOS 21,1 m
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CT + Cemiplimab

Empower Lung 3: PD-L>1% -2y FW

Squamous NSCLC

1.0 4=
" — 12-manth 05
08 Ty Ea
0.7 - .
i6 L
0.5 -
0.4
0.3 -
0.2 -
0.1 -
0.0 ,

o & 1

24-month 05
¥5 358

Probability of 05

0 I

Humbes
atriske 51 u

Een‘liflimd_l +CT

n=93)

12,6 (8.3-21.2)
0.61 {0.40-0.94); P=D.0241%"

Median 05, months (95% C1)
HR (95% CI); P value

Non-squamous NSCLC

'|.|:|'I..|_|_
09
i
AT +
b 4
R
m_
R

12-manth 05
ws 303

24-maonth 05
v 217

Probability of 05

w
e et ST

il risk: -] 4

Placabo + CT
(n=54)

100-17 0%

Cemiplimab + CT
n=122)

Median 05, months (95% CI) Z1(10.0

HR (25% CI): P value 0.44 (0.30-0.66); P<0.0001**
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CheckMate 9LA Study Design®

L L NIVO 360 mg Q3W - Post-Induction
Key Eligibility Criteria IPI 1 mg/kg Q6W NIVO 360 mg Q3W
» Stage IV NSCLC + +
* No prior systemic therapy Chemo¢ QEW IPI 1 mg/kg Q6W
 No sensitizing EGFR mutations (2 cycles?) Treatment until disease
; rogression, unacceptable
or known ALK alterations — eﬁ prog roxicity. OR P
« ECOG PS0-1 for 2 years for NIVO + IPI
Stratified by Optional
PD-L1b(< 1% vs 2 1%), . e
sex, and histology (SQ vs NSQ) Chemo® Q3W Pemetrexed
(4 cycles) maintenance
(NSQ histology)
Induction Dosing
Pri m ary S econ d ary EXp loratory {NIVO 360 mg Q3W + IPI 1 mgikg Q8W + platinum-based chematherapy Q3W) Maintenance Dosing
endpoint endpoints endpoint o %0 ) NIVO (360 mg) Q3W +
mg mg mg IPI {1 mg/kg) Q6W
* OS * P FS by B I C Rd : Safety * Treat until disease progression
° ORR by BICRd ;:\;ie;l:metoximty, or for up
* Efﬁcacy by Platinum- (el Histology|
tumor PP-L1 bascd o e
éxpression Weeks 0 1 2 3 4 5 6 7 8 9 10 11 1
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CheckMate 9LA Study
OS in all randomized patients

(5-year clinical update)
A. All randomized

100 -
NIVO + IPI + chemo Chemo
(n=361) (n=358)
80 Median 0S,? mo 15.8 11.0
0, —|
63% HR (95% Cl) 0.73 (0.62-0.85)
60
S
(%]
O 1
40 :
1 1
X X 27%
! ! ' NIVO + IPI + chemo
20 - i 26%
1 1 1 1 - 2
1 1 1
1 1 1 1 .
1 1 1 1 =
1 1 1 1 o, b 1
1 1 1 1 11A) 1 chemo
0 T t T t T t T t T t T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at risk
NIVO + IPl + chemo 361 292 227 170 138 115 96 87 74 69 48 13 0
Chemo 358 260 168 115 93 74 63 55 50 42 30 9 0
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CheckMate 9LA Study
OS in subgoups

0, 0,
B.PD-L1<1% C.PD-L121%
100 5 100 4
NIVO + IPl + chemo Chemo NIVO + IPI + chemo Chemo
(n = 135) (n=129) (n = 204) (n = 204)
80 Median 0S,< mo 17.7 9.8 804 Median 0S,* mo 15.8 10.9
HR (95% CI) 0.63 (0.49-0.83) HR (95% Cl) 0.73 (0.59-0.90)
\ 63%
60 \ 60
g A 3
Py 7
) <}
40 4 40
NIVO + IPl + chemo
22%¢ NIVO + IPI + chemo
20 ' 201 18%"
0 : —_— 0 : .
[ 6 60 66 72 0 6 72
Months Months
No. at risk
100 100 -
D- S NIVO + IPl + chemo Chemo NSQ NIVO + IPl + chemo Chemo
(n =115) (n=112) (n = 246) (n = 246)
80 Median 05,2 mo 14.5 9.1 80 Median 0S,' mo 17.8 12.0
HR (95% CI) 0.63 (0.48-0.84) HR (95% CI) 0.77 (0.64-0.94)
63%
60 - 60 -
€ 3
8 | 50%
404 40
40%
24% NIVO + IPI + chemo NIVO +IPI + chemo
] e 20% | 18%" ] 19%)
20 T i 20 e —
H {pampeo-an-a0
S
10%} ™ o Chemo
0 r — — 0 r —
0 6 12 36 42 48 54 60 66 72 0 6 12 60 66 72
s n 13 4 0 246 204 154 122 98 82 68 63 52 48 35 9 0

No. at risk
NIVO + IPI + chemo 115

quali novita nel 2024 ?
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CT + pembrolizumab vs CT + nivolumab-ipilimumab
in aNSCLC in Japan (JCOG2007):
an open-label, multicentre, randomised, phase 3 trial

B
A OS 7 PFS Pembrolzumab maediz
i rolzum rOU n
109 - F-e.rnhr\dn:ur!'nl:! group progressian- Frmgmﬁal}'-d. mante
— Hivolumab-ipiimumab group "g’ = B4 [95% (15-9-B.9)
£ 0B E 5 Niwvalumab- ipilimumab group median
i _ g oG- progression-free surs vl 60 months:
£ . RS [95%C155-8-8)
EE Bc Unstratified HR 0.95 [95% Cl0.73-1-35):
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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 » |ICl+antiangiogenic
- Cancer vaccine drug
» Oncolytic virus e ICI+TKI

» |Cl+novel agents
Wen-Zhao Zhong WCLC 2024 ES 22.05
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LAG-3 as a treatment target for lung cancer

“Pushing the accelerator on immune resp ” = APC activati ing the break on the T-cell” - Blocking the interaction Sample
Trial Compound Sponsors  Phase Population size Intervention
" Efveder S0 KEYNOTE- Pembro+Favezelimab vs
_— 495/KeyIm Favezelimab MSD hig Untreated 318 Pembro-+Lenvatinibvs
| PaCT mNSCLC Pembro+Quavonlimab
LAG-3 (LAG3 mAb)
ARS |
:. Dandiitc o8 " "’ MK-1308A (Quavonlimab+ Pembro) vs MK-
Ted . (#) KEYNOTE- Favezelimab 1308A+Lenvatinib vs MK- 1308A+MK-4830
Bo8 avezelimal MSD Ib/II ES-SCLC 80 vs MK-4280A
q ) AAMAT % (LAG3 mAb)
@ ) G Eftilagimod .
- TACTI-002 Alpha(Soluble Immutep i Stage I1Ib/IV NSCLC 189 Efti+Pembro followed
abinn il i LAG3) byPembro
Relatlimab Nivo vs Nivo+Dasatinib vs
LAG-3lg, an MHC Il agonist (eftilagimod alpha) LAG-3 antagonist antibodies FRACTION- (BMS-986016) BMS i mNSCLC 295 Nivo+Relatlimab vs Nivo+IPI vs
Lung (LAG3 mab) Nivo+BMS-986205
NCT01968 o Relatlimab vs Relatlimab-+Nivo vs BMS
1 i i H BMS-986016 i elatlimab vs Relatlimab+Nivo vs -
* LAG-3is an immune checkpoint receptor protein found 109 i weo sold turior MO o3
. o ] (including NSCLC)
on effector T-cells and Tregs that can inhibit regulation of NCT02460 o _ soldt
. . . . . 224 Novartis i 0lid tumor 490 LAG525:+PDR00L
T-cell activation, proliferation, and homeostasis? (LAG3 mAb) (indluding NSCLC)
Solid tumor (including
) ) yg‘-'l"°3355 LAG525 Novartis i NSCLO) and 76 PDRO01+LAG525
=  LAG-3 binds to MHC class Il molecules on APCs; during (LAG3 mab)
. . Treated and
prolonged exposure to an antigen in the TME, cITRING TSR033 Tesaro 1 unresectablecr 1t TSR033:dostarimab
metastaticNSCLC
.. LAG3 mAb
upregulated LAG-3 desensitizes T-cells and causes a ¢ )
- - NCT04140 Untreated
loss of their effector function?3 500 RG:6139 (PD- Roche ! treated mNSCLC 0 Ro7247669
1xLAG3 BiAb)
Solid tumor (including
XmAb®22841
s ; F iR - NSCLC.  SCLC XmAb®22841:+Pembr
= In preclinical studies, LAG-3 inhibition puET-4 (CTLA4LAG3 Xencor ! ) 2 MADE22841 xPembro
BiAb)

restored T-cell effector function4

1. Bhagwat BJ et al. Inmunol Methods. 2018;456:7-14. 2. Pardoll DM. Nat Rev Cancer. 2012;12(4):252-64. 3. Workman CJ et al. J Immunol.
2002;169(10):5392-95. 4. Grosso JF et al. J Clin Invest. 2007;117(11):3383-92. 5. Puhr HC, Ilhan-Mutlu A. ESMO Open. 2019;4:e000482.
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KEYNOTE-495/KeylImPaCT (NCT03516981)

ongoing biomarker-directed, adaptively

: Biomarker Adaptive randomization to
randomized phase 2 study subgroups pembrolizumab-based combination
—
Group | (n = 66
Tcell;;GEPlow
TMBlow
Pembrolizumab
Key Eligibility Criteria 200 mg Q3W +
Age 218 years Lenvatinib (TKI)
20 mg QD
Confirmed diagnosis . Group Il (n = 66 —
of advanced NSCLC Tumor blomarker Tcell. .GEPlow b
_ ' screening TMB*I'?éh 4
'\:]0 P“OffSyStgmlC g g Pembrolizumab ORR.PFS
therapy for advance = 200 mg Q3W + ) )
: * Tcell;,GEPa = 9
disease .« TMBb g Quavonlimab (anti-CTLA-4) OS, safety,
Measurable disease = 75 mg Q6W and follow-up
per RECIST v1.1 Group Il (n = 66 S
ECOGPSOor 1 K/Ieé'ligvaGEPh‘gh &%
EGFR/ROS1/ALK/ FEELAIES
; 200 mg Q3W +
BRAF-negative limab .
T el Favezelimab (anti-LAG-3)
200 or 800 mg Q3Wwe
Group IV (n =90
Tcell;,GEPhigh
TMBHhigh
aThe cutoff of —0.16 used to define high and low. —

bThe cutoff of 175 mut/exome (equivalent to 10 mut/Mb on FoundationOne®CDx) was used to define high and Iow
cThe initial prespecified dose was 200 mg but was changed to 800 mg based on emerging data.



Mechanism of Cancer vaccine

* Rationale: initiate or amplify adaptive anti-tumor immune responses by introducing tumor antigens

v_

Antigen release

Draining
lymph nodes

Tumor site

@
's@

b
o i/

. Reco

r" Infiltration into
top  tumor
<

gnition and killing

cancer cells

@ WES, RNA-seq and
mass spectrometry

‘ L

@ In silico neoepitope
prediction and MHC binding

%

f P T cell priming and \ @© Sample acquisition @ Synthesis of candidate
Soluble antigen activation neoantigen vaccine
presentation PP &
L —¥=e -3 B
< L @ .
Therapeutic @ f o \
cancer vaccine : . ; Tumor Peripheral blood
! . T cell migration peptide |

® Vaccination

« Proper candidate

« Dose and vaccination schedule
« Route of administration

« Combined therapy

® Immune response and
clinical monitoring

L « ELISpot/Tetramer/ICS
B——— « TCRsequence
« Tumor marker/ctDNA

 Clinical outcomes

Each patient has a unique vaccine.

W.Z Zhong| Novel Immunotherapies WCLC 2024
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Select ongoing NSCLC vaccine studies
I S L N

KEYNOTE-603
[NCT03313778)

INTerpath-002
[NCTOE077760)

LuCa-MERIT-1
(NCTO5142189)

EMPOWERVAX Lung 1
(NCTO5557591)

MCTO05254184

mRNA-4359-P101
[NCTOS077760)

STEMWAC
(NCTO5242965)

MCTO5950139

mRMA

mEMNA +
pembrolizumab

mRMA +/-
cemiplimab or
docetaxel

mRMNA + cemiplimab

Long peptide +
ipilimumab/nivo
mRMNA +/-

pembrolizumab

DMA +
alimta/pembro

Long peptide

Personalized neocantigen

Personalized neocantigen

Multiple tumor associated antigens

Multiple tumor associated antigens

KRAS-mut

PD-L1/IDO1

Cancer stem cell related (CD105, YE1,

50X2, CDH3, MDM2)

ALK resistance mutations

Randomized Il

Randomized Il

Randomized Il

Adjuvant

Adjuvant

1L metastatic or with progressive disease

1L metastatic

1L metastatic

ICl-refractory (or 1L metastatic; expansion)

1L metastatic on maintenance therapy

Metastatic with stable disease on TKI
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Take home messages 1°L PDL1 <50%

« CT-ICI e lo standard. Non esiste una chiara superiorita di uno schema di
combinazione rispetto all’altro.

« E’ necessario selezionare i pazienti su base clinica condividendo la scelta con i
pazienti stessi

« Sono in corso numerosi studi che stanno esplorando altre modalita di
stimolazione del sistema immunitario ed altri target, ma attualmente nessuno
utilizzabile in pratica clinica.

« Sfruttiamo al massimo le opportunita di inserimento dei pazienti in studi clinici.
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