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The historical trio: EGFR, ALK & ROST



Small slices also make NSCLC the paradigm for personalized medicine

—— MET amplifications 2.5%
METex14 mutations 3% V
MEKT (MAP2K1) mutations 0.7%

FGFR1 or FGFR2 amplification
or mutations 0.7%

HERZ2 (ERBB2)
amplifications 2.7%

HER2 (ERBB2)

V mutations 3.8%

KRAS mutations 29.9%

— KRAS®"2C¢ mutations V
11.7% of all NSCLCs

(39% of all

KRAS-mutant NSCLCs)

BRAF mutations 5.5% \/

N Others 9.5%

RITT mutations 0.2%
HRAS mutations 1.2%
NRAS mutations 1.2%

V RET fusions 2.3%

ROST1 fusions 1.9%

ALK fusions 4.4%
\/ \ZVTRK fusions 0.1%
NRGT fusions 0.1%

\

EGFR mutations
ALK fusions
ROS1 fusions

NNRNEN

BRAF V4600 mutations
RET fusions

KRAS G12C mutation
NTRK fusions
METex14 mutations

DN NI N NI N

\

HER2 mutations

Otano | et al, Nature Reviews Clinical Oncology 2023



Targeted therapy in advanced OA NSCLC

State of the art

* Ok % Ok % Ok

Mutazioni classiche Osimertinib | _ | Progressione Chemioterapia
di EGFR a base di plating
Mutazioni
non comuni di EGFR Afatinib, Progressione Chemioterapia
lesoni 18-21) osimertinh [ a base di platin
leceetto inserzions
esone 20)
Inserzioni esone 20 Chemioterapia Progressione Amivantamab
di EGFR a base di platino
1
Riamangiament | | Alectinib, brigatinib, | _ | Progressione I:chlf:r:ﬂglgpla
di ALK lor atinib a base di FI|3t|I'II:I!]'
Riarrangiament Entrectinib, | Progressione Chemioterapia
diROS 1 crizotinib a base di plating
Mutazioni Dabrafenib + | Progressione lm;%;ﬁg;:m
di BRAF-VB00 trametinib a base di platino
Riarrangiamenti Entrectinib, | _ |  Progressione Chemicterapia
di NTRK larotrectinib a base di platin
Riarrangiamenti Chemioterapia Progressione Selpercatinib
di RET a base di plating
Immuncterapia efo
.‘Skl|::|1pe!‘ln’5II o chemlntergpla |  Progressione c?pﬁlﬂlllltlnb'
Esone a base di plating Epatin
Immunaterapia efo
Mutazione Progressione Sotorasib
KRASP.G12C chemioterapia o=

a base di plating

» Treatment enrichment in first-line
(hew combos and new agents)
which strategy for which patiente

« Management of resistance
(sequencing approach)
new sfrategies and new agents

Metastatic OA NSCLC AIOM Guidelines 2024



Standard of care ROS1
Crizotinib & Entrectinib in 15" line

PROFILE 1001: crizotinib Integrated analysis of 3 phase
| and Il frials: entrectinib

100 1 +Censored gg PFS
gt . 70 -

ol L End poins o5 reananged 5 17.7 [11.8 - 39.4]
E3 L, NSCLC (N=53) o ig """""""""""""""""
g 60 ORR, n (%) 46 (68.7) *

g - — ORR, % (95% CI)° 72(58-83)
: ‘ e e { [95% CI] [56.2-79.4] 201_ 1oial (n-67)
® 40 L 1 (%) (] 1074 censored
& PR,n (%) 32 (60) CR 10 (14.9) 04 1 y = T ; T T r T
0 6 12 18 24 30 36 42 48 54
20 — D (26 weels),n (%) 1009 PR 36 (537) No. patients at risk- Time (months)
mOS - 51 ms PD.n (%) 36 ) 7 (10.4) B7 B0 53 43 236 31 28 28 25 24 22 20 16 14 6 5 3 3 2 NE
. Not evaluated® 2(4 : 0
o =2 s s s Median time to first turnor response, weeks (range)® 7.9 (43-1036) PD 5(7.5) g 0s
Time (months) Median duration of response, months (95% CI)* 247(152-453) Non CR / PD 6 (9.0) gn:
No.atrisk 53 48 42 37 33 3 27 23 20 2 18 17 13 8 5 4 3 0 Median PFS, months (95% CI)*" 193(152-39.1) — 704
Missing / 3(4.5) = 6o
- 5[]- —————————————————————————————
unevaluable @ ol
. Median DoR, 301 47.7 [43 2 - NE]
204 _ * ¢
« On-target resistance months 35.6 21 1o =)
0
. [95% Cl] [13.9-38.8] 0 6 12 18 24 30 36 42 48 54
m U TO TI O nS (GQ 032 R ) No. patients at risk- Time (months)

iCORR 6170 67 65 63 54 50 45 43 42 40 39 36 34 28 25 19 13 7 5 2 1

« CNS progression

Grade 2 3 AEs 43% mainly dysgeusia, weight increase,
constipation and diarrhea — discontinuation 7%

Shaw AT et al, Ann Oncol 2019
Drilon A et al, JTO Clinical and Research Reports 2022
FanY et al, WCLC 2022



Should we escalate 15t line?

Repotrectinib [TRIDENT-1]

No previous TKI
ORR 79% [CR 10%]

Previous ROS1 TKI
ORR 37% [CR 5%]

PHASE 1

PHASE 2

Percent Change from Baseline

Patients

M Previous crizotinib [l Previous entrectinib Previous ceritinib

Percent Change from Baseline
|
i

-100-

Patients

160 mg
Once Daily

Mo. at Risk 71

160 mg
Twice Daily

. Repotrectinib
| o

=
[ P [=il oo =
[=] (=] (=] (=] (=]
| | | 1 Y

Percentage of Patients

(=]

» Disease progression
« Unacceptable toxic

ROSI

effects
« Withdrawal of
consent
Patients Median
No.of with Data Progression-free
77 Evenis Censored Survival (95% Cl)
(95% Cl, 66-87) mo
| 70 23 48 35.7 (27.4-NE)
| (95% CI, 59-81)
1
1
1
1
1
1
1
|
1
1
1
1
T

1
1
I
1
|
1
1 R ————
I
1
1
|
T

[=]

3

64 59

T T T T T T T T T 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months since First Dose
52 47 42 29 23 18 14 9 5 1

1 1 1 0

No.of with Data Progl'essioﬁ-ﬁee
Events Censored Survival (95% CI)
mo
g 1007 33 23 9.0 (6.8-19.6)
-% 80+
o 60 41
s (95% Cl, 27-56)
E o ; :
8 |
g 204 :
E 1
0 T T i T T T T 1
0 3 9 12 15 18 21 24 27
Months since First Dose
No. at Risk 56 40 30 22 17 13 11 3 3 0

Drilon A et al, NEJM 2024



New selective, brain penetrant, TRK sparing TKls ROS1T
Phase 1/2 of NVL-520 in ROS1+ [ARROS-1]

2 2 prior ROS1 TKls

N \/L 6 50 All NSCLC Response Any Prior ROS1 TKI (range 1-4) : : 1 prior
. d 1.. . b Evaluable Patients SE—— ROS1 G2032R Resistance Mutation - Repotrectinib- ROS1 TKI
(ZI eSO m Inl ) WOS + chemotherapy naive Prior. . Repotr.ectinih- Lorlatinib naive (crizotinib)
We” TOlerO Ted an d RECIST 1.1 ORR % 44% 51% Rephmb 41% 44% 47% 73%
100 mag QD was /- (31/71) (27/53) (3/8) (13/18) (21/51) (17/39) (17/36) (8/11)
g
selected as the < 2 2 : 2 2 2 2 :
* 2 confirmed CRs ongoing with DOR 19.3+ and 26.3+ months. 5 additional CRs observed among patients without measurable disease (2 prior RO51 TKls [n=2], 1 prior ROS1 TKI (crizotinib [n=1],
R P2 D entrectinib [n=2]}), all ongoing with DOR 3.6+, 3.7+, 13.8+, 13.9+, and 18.5+ months.
(DiSCOﬂﬁﬂUGﬁOﬂ PRIOR REPOTRECTINIB REPOTRECTINIB-NATVE
d ue 1-0 TRAE O%) jg: > 2 prior ROS1 TKIs 1 prior ROS1 TKI
N=104 § =
£ % g
: o ‘ N
§ 2 n N
_ Wl
I s ? 4 ,éé 4/

PD SD 5D PD SD 5D 5D SD 5D 5D 5D SD uwPRPR SD PR 5D PR PD PD 5D PD SD PD 5D SD 5D 5D 5D SD 5D

» Durable responses were observed in heavily pre-treated populations and across patient subgroups
» Durable intracranial responses were observed, including complete infracranial responses in patients

who previously received brain penetrant TKls
» Room for sequencing and/or in earlier setting

Besse B et al, ESMO 2024



Standard of care BRAF
Dabrafenib-trametinib in 15" line [BRAF p.V4600]

40 ORR: 66.7% (95% Cl152.9, 786)

20

Stage IV mNSCLC with BRAF V600 mutation

,20-

-404
—604

BRAF mutations
e BRAF—MEK inhibition using dabrafenib—trametinib is rec-
ommended [lll, A; ESMO-MCBS v1.1 score: 2; ESCAT: I-B]. Dabrafenib—trametinib

[, A; MCBS 2; ESCAT I-BJ**

Best confirmed response’
-804 MCR

Minimum percent reduction from
baseline measurement

-100 M SD

o mPFS: 10.9m (7.0-16.6)

-120~

Dabrafenib plus trametinib is the only approved

targeted therapy available currently for patients
with BRAFV600-mutant metastatic NSCLC

OS in freatment-naive:

Median 17.3 ms

1.0 f e
oof 4-y OS 34%
Oligoprogression Systemic progression 5 0.8 b L L L - 5 - y O S 22 %
—_ 0.6 1 T s
E o 3 i T— : 18% still alive
If no smoking history: platinum-based ChT £ % 04 i !
immunotherapy [IV, A] g 3 S , 1
Local treatment (surgery or RT) and continue If smoking history: immunotherapy + o2 ‘ B , “Happeg
targeted systemic treatment [IV, C] prog platinum-based ChT IV, B] 5 ;
Dabrafenib-trametinib if not
0.0

received in first line - -
[lll, A; MCBS 2; ESCAT [-BJ** 0 3 6 9 12 15 18 21 24 27 30 3

Time from First Dose (Months)

T T T T T T T T T T T T T T T T T T T

3 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81

Number of subjects at risk
Overall Survival36 34 31 26 25 19 16 16 16 15 14 14 13 13 11 11 11 11 11 8 7 5 3 1 1 1 1 0

Planchard D, Lancet Oncol 2017
Planchard D, J Thorac Oncol 2022
Oncogene-addicted metastatic NSCLC ESMO Clinical Practice Guideline 2023



Encorafenib + binimetinib in BRAFV400EmM aNSCLC BRAF

PHAROS & ENCO-BRAF

Stage IV mNSCLC with BRAF
V600 mutation [ESCAT I-B] (a) v1.1-July 2024

Dabrafenib—trametinib [lll, A;

MCBS 2] (b)
Encorafenib—binimetinib [IIl, A;
MCBS 3] (b)

Disease progression

v v
Oligoprogression Systemic progression
—
Local treatment (surgery or RT)
and continue targeted systemic

treatment [IV, C]

Dabrafenib—trametinib if not
received in first line [lll, A;
MCBS 2] (b)
Encorafenib—binimetinib, if not
received in first line [llI, A;
MCBS 3] (b)

If no smoking history:
platinum-based ChT

immunotherapy [V, A]

If smoking history:
immunotherapy % platinum-based
ChT[IV, B]

1stline e *

BRF113928 MVANON ENCO-BRAF
Dabrafenib + frametinib Encorafenib + binimeftinib Encorafenib + binimeftinib
(n=36) (N=59) (n=64)
ORR 64% 75% 66%
PFS 10.8 30.2 10.9
oS 17.3 NR NR

Different toxicity profile:
« DT: G=23 64% - fever, Gl, hepatological
« EB: G=3 50% - fatigue, GlI, hepatological

Modified from ESMO living guidelines — July 2024; Planchard D et al, ESMO 2024; Riely GJ et al, ESMO 2024



Standard of care

Impact of IO in RW [BRAF p.V600E]

Stage IV mNSCLC with BRAF V600 mutation

BRAF mutations
e BRAF—MEK inhibition using dabrafenib—trametinib is rec-
ommended [lll, A; ESMO-MCBS v1.1 score: 2; ESCAT: I-B].
o If patients have received BRAF—MEK inhibition in the
first-line setting, they may be offered platinum-based
ChT with or without immunotherapy in the second-line
setting, if they do not have a smoking history [IV, A].
For patients with a smoking history, immunotherapy
with or without ChT should be considered as per
the ESMO CPG on non-oncogene-addicted mNSCLC
[lv, B1.*

Dabrafenib—trametinib
[, A; MCBS 2; ESCAT I-BJ*®

At progression to BRAF targeted therapies
individualize treatment with 10 or chemo+/-10 [ N ]

according to smoking history Disease progression

[
1 v

A4 A4
Oligoprogression Systemic progression

!

If no smoking history: platinum-based ChT =
immunotherapy [IV, A]

Local treatment (surgery or RT) and continue

If smoking history: immunotherapy +

Systemic
progression

targeted systemic treatment [IV, C]

platinum-based ChT [IV, B]
Dabrafenib-trametinib if not
received in first line
[, A; MCBS 2; ESCAT I-BJ2>

BRAF

CE T

R/PR
I BRAF 46% 30% 24% |

(n=37) BRAF _ I

MET 50% 34% 16% IE=EpnEs
(n=246) KRAS

KRAS 51% 23% 26% R
HER2 67% 26% 7% (n=115) EGFR
EGFR 67% 21% 12% I

(n=16) RET
ALK 68% 32% 0

(n=6) ROS1
RET 75% 19% 6%
ROS1 83% 0 17% 0 10 20 30 40 50 60 70 80 90 100

Percent of patients

TOTAL 57% 24% 19% EEEEE PO EEEEE SO PR/CR

Outcome by 1° line regimen

PD-(L)1 mono [N = 26] 7.6 ms

PD-(L)1 + ChT [N = 13] 17.5ms

Pembro + platinum + pem [N = 12] 20.7

BRAF V600OE: rwTOT and rwTTNT similar for PD-(L) T mono but
markedly longer for PD-(L) 1+ChT VS other cohorts, including
the driver-negative cohort

Mazieres J et al, Ann Oncol 2019; Garassino MC et al, JTO Clin Res Rep 2023; ; Oncogene-addicted metastatic NSCLC ESMO Clinical Practice Guideline 2023



Standard of care

BRAF
The importance of testing our patients!

Baseline imaging

Radiological partial response

Exceptional response in
BRAF p.V600Em enteric-type
adenocarcinoma of the
lung with cutaneous spread

WA A
———f W e  Yem
Dabrafetinib | [ pecember| | Dabrafetinib | [ Febraury | | |
Trametinib | \ 2022 /| Trametinib | 2023 | ]
8y b / 7 \_/ y &
N

TR

Cutaneous disease
spread at diagnosis

Cutaneous partial

Cutaneous complete
response response
" Diangostic
skin biopsy

Skin rebiopsy

l

Sposito M et al, JTO Clin Res Rep 2023




Qur comfort zone still in 2n9 line

Selpercatinib & Pralsetinib

RET

SELPERCATINIB PRALSETINIB

[LIBRETTO-001] [ARROW]
ORR (%, N)
Prior platinum-based chemotherapy 61% (n = 247) 59% (n = 136)
Treatment-naive 84% (n = 69) 72% (n = 75)
DCR (%, N)
Prior platinum-based chemotherapy 94% (N = 247) 90% (N = 136)
Treatment-naive 93% (N = 69) 91% (n =75)
MPFS (months, N)
Prior platinum-based chemotherapy 24.9 (n = 247) 16.5 (n = 136)
Treatment-naive 22.0 (n = 69 13.0 (n =75)
3y-0OS (%, N)
Prior platinum-based chemotherapy 58.5% (n = 247) 58% (n = 141)
Treatment-naive 57.1% (n = 69) 58% (n = 69)
iORR (%, N 85% (n =26 70% (n =10

Grade 23 TRAEs (%, N)

38.67% (N =796)

52% (n = 281

| Discontinuation rate (%, N)

3% (h =796)

7% (n = 281) I

Updated from Belluomini L et al, Expert Rev Anticancer Ther 2022; Drilon A et al, JCO 2022; Drilon A et al, JCO 2023



Our comfort zone still in 29 line RET
Selpercatinib & Pralsetinib

s

Y N &
e | soomgly |
Most common TRAEs Most common TRAEs
Dry mouth 38% Neutropenia 46%
Hypertension 28% Leukopenia 38%
Increased ALT/AST | 28% Increased ALT/AST | 35%
Diarrhea 27% Anemia 32%

Hypersensitivity

Updated from Belluomini L et al, Expert Rev Anticancer Ther 2022; Drilon A et al, JCO 2022; Drilon A et al, JCO 2023



Should we escalate 15t line?
LIBRETTO-431[selpercatinib vs CT+/-pembro]

ITT-Pembrolizumab Population

(Median follow-up of ~19 mo)

ITT Population

(Median follow-up of ~18 mo)

a Key Eligibili
- Stage ne-mc', v non-squamous NSCLC
« No prior systemic therapy for metastatic disease
« RET fusion identified via NGS or PCR
+ ECOG PS 0-2

Criteria 0

RET

Selpercatinib (160 mg BID)
N= 159

100, 100 « Symptomatic CNS metastases excluded 203
Y HR: 0.465 (95% CI, 0.309 - 0.699), p<0.001 HR: 0.482 (95% CI, 0.331 - 0.700), p<0.001
Stratification factors: ,
= 804 = 80 - » . Geography (East Asian vs. non-East Asian) Carboplatin (AUC 5) or Cisplatin (75 mg/m~)
s Selpercatinib s Selpercatinib . Brain metastases (present vs. absent/unknown)” + Pemetrexed (500 mg/m?) _Optional | Selpercatinib
% 60 mPFS: 248 mo 5 60 4 mPFS: 248 mo . Investigator's choice of treatment with +/- Pembrolizumab (200 mg) Crossover | (Upon BICR confirmed PD
a (95% CI: 16.9, NE) 3 (95% CI: 17.3, NE) \__pembrolizumab ) N=102 81 %
@ L P y
£ 4| Control ; ;E 44 Control |
g mPFS: 11.2 mo 1 2 mPFS:11.2mo | Gated Primary Endpoints: PFS by blinded independent central review (BICR) in ITT-Pembrolizumab*and ITT population
2 » (95% CI: 8.8, 16.8) i 8 . (95% Cl: 8.8,16.8) | Secondary Endpoints:
= \ ) i : i 5
g | g ' * Efficacy ([0S, ORR, DOR], CNS [ORR, DOR, time to progression]®)
. Crossover 62% ¢ | - sty
0 : - . ] . ! . . ¢ Patient Reported Outcomes (NSCLC-SAQ [tertiary endpoint EORTC QLQ-C30])
0 [ 12 18 24 30 36 6 12 18 24 30 36
Months Months
No. at Risk No. atRisk '
Selpercatinib 129 105 T2 44 16 2 0 Selpercatinic 159 130 20 52 18 3 a Se' percatlnlb (N - 1 58) Contro' (N- 98)
Control 83 55 2 15 8 0 Control 102 53 13 16 7 1 0 AST increasad % = 9% s _
ATincressed  IEET % % ) Selpereatint Conbel
Hypertension 8% ol % Median time on treatment, months * SD 16.7£8.3 9.8+7.2
Diarrhoea 1% 3% % fz Any AE, n (%) 158 (100.0) 97 (98.0)
Svstemic Out Oedema Y | 39% 8% AE Grade 23 111(703) 56 (57.1)
ystemic Outcomes _ Dry mouth 16% 5% Deaths due to AE, n (%) 7 (4.4) 0
Se':ﬁ"‘:;gmb C;ngl Blood bilirubin Increased 1% I 36% 1% Reli?ted AE. i .and sudden death] 2(1.3) 0 :
= = Rash 2%. % 26% |1% AEs leading te discontinuation, n (%) 16 (10.1) 2{2.0)
ORR, % 83.7 65.1 Fatigue i 20% % I AEs leading to any dose adjustment, n (%) 123(77.8) 74 (75.5)
i 0, ) AEs leading o dose reduction 81(51.3) 28 (28.6;
Median DOR, mo (95% Cl) : a 24.2 (17.9, NE) 11;5 (9.7,23.3 T Thrombosytopenis il m— m— ng (286
Overall Survw?l immature (censoring rate ~80%) and confounded by crossover (75% eflective rate) Leukopenia 1% 2% 6%
HR 0.961 (95% CI- 0.503, 1.835) Risk of CNS Progression X it ! 2% ™ B
. . Selpercatinib Centrel creatinine increased 1% 23% %
Without CNS Metastases at Baseline (N=99) (N=51) Neutropenia P s T
Intracranial Outcomes? 12-month CIR, % (25% CI) 11% (04,52)  14.7% (5.1, 27.6) Constpation 7 — 11%
Selpercatinib Control Cause-specific HR' (85% CI) 0.17 (0.04, 0.69) ECG QT prolonged ] 1%
N=17 N=12 D d appeite 7% 2% Iz
Intracranial ORR, % 824 58.3 Selpercatinib Control Pyrexia 19%]13% 24%
Intracranial CR, % 35.3 16.7 With CNS M at Basell (N=21) (N=21) Vomiting 13% 2%
12-mo Intracranial DOR Rate, % (95%Cl)  76.0 (42.2, 91.6) 62.5 (14.2, 89.3) 12-month CIR, % (85% CI) 257% (B8,467) 333% (143, 538) Nausea 13% 43% J1%
Median Intracranial PFS, mo (85% Cl) 16.1 (8.8, NE) 10.4 (3.8, NE) Cause-specific HR' (95% CI) 0.61(0.19, 1.92) Anaemia 1wl 10% 48% [10% |
Pruritus 10% 2%

[C]Grade <3 [ Grade 23

] Grade <3 [ Grade =3

Loong HH et al, ESMO 2023 & Zhou C et al, NEJM 2023



Standard of care
Larotrectinib & Entrectinib

size (%)

ge in target lesi

=

Larotrectinib (n=30)

Emélcy All biﬁcnis
190 IRC-eligible patients, n 27
80 ORR, % (95% Cl) 74 (54-89)
60 - Best overall response,n (%)
Complete response 3(11)
40 - Partial response 17 (63)
Stable disease 4(15)
20 4 Progressive disease 2(7)
ol ___Notevaluable 1(4)
=20 4
40 -
-£0 4
-80
~100 -
| ORR (%) 74
mPFS (ms) 33
2y-PFS (%) 52
mOS (ms) 39.3
2y-0S (%) 67
Grade 3 AEs (%) 17
Discontinuation (%) 0

Best improvement from baseline

in SLD (%)

1 1 1
o 8 % o ¥ 8
PR T S S N

NTRK

Entrectinib (n=51)

100

~
o
1

A
8
1

* k k¥ ¥ % % %

Individual patients
% With baseline CNS metastases Ml CRPR (n=31) SD(n=5) M PD (n=3) M Non CR/PD (n=1) MNE (n=3)

| ORR (%) 62.7 |
mPFS (ms) 28
2y-PFS (%) 52
mOS (ms) 41.5

| 2y-0S (%) 73 |
iORR (%) 64.3
Grade 3 AEs (%) 43.6
Discontinuation (%) 5.5

Lin J et al, ASCO 2023
Cho BC et al, Lung Cancer 2024



Age: 44 years
Sex: M
Never smoker

NTRK1 fusion (SQSTM1-NTRK1 fusion)

29 Jun 2023

30 Oct 2023

NTRK

— —




MET

MET deregulated NSCLC ex14

Three realities

MET exonl1l4 mutation MET amplification MET overexpression
~30%

3%

No TREATMENT APPROVED No TREATMENT APPROVED

EITHER AS PRIMARY or Promising ADC Teliso-V in
AS AQUIRED RESISTANCE High MET expression

J. Remon, Lung Summit 2023



Qur comfort zone still in 279 line

Standard treatment
MSKCC

Histolog sf2l e ejeg|pelele ele|leleje|e|e|e|le|jefafele
a EHHHHEHHHEHHHAHHEHHHEEIREE
PD-L1 2|8|8|3|3|=|=|=|Z|Z|8|8|Z|8|-|=|8|8|E|Z[2|8]|8|=

100

80

60

40

Change from baseline (%)

1

_go| PD N
_go | SO
100 PR

N =147
ORR 17%
MmPFS 1.9 ms

Responses not enriched in PD-L1
high nor high TMB

IMMUNOTARGET

(n=37) BRAF
(n=32) MET
(n=246) KRAS
(n=27) HER2
(n=115) EGFR
(n=19) ALK
(n=16) RET

(n=6) ROS1

0 10 20 30 40 50 60 70 80 90 100
Percent of patients
N PO BN s PR/CR

N = 36
ORR 16%
MmPFS 3.4 ms

Sabari JK et al, Ann Oncol 2018; Mazieres J et al, Ann Oncol 2019; Guisier F et al. Clin Lung Cancer 2022

GFPC 01-20

MET
ex14

[ Pembrolizumab
| Subsequent treatment
[] Observation
=» Pembrolizumab ongoing
Subsequent treatment ongoing
= Observation ongoing
* Complete response
* Partial response
* Tumour progression
+ Death
Adenocarcinoma
NSCLC NOS
Squamous cell carcinoma
Adenosquamous carcinoma
‘Sarcomatoid carcinoma

Days

N =30 PDL1 high
ORR 43%

mPFS 3.5 ms
mOS 12.1 ms




QOur comfort zone still in 279 line
Capmatinib & Tepotinib

[GEOMETRY monol]

MET
ex14

CAPMATINIB TEPOTINIB

[VISION]

ORR (%, N)

Pre-treated

447 (n = 100)

45% (n = 149)

Treatment-naive

66.7% (n = 60)

57.3% (n = 164)

mMPFS (months, N)

Pre-treated

5.5 (n =100)

11 (n = 149)

Treatment-naive

12.3 (n = 60)

12.6 (n = 164)

{  Glesatinib ® ::{ Merestinib @

P p ?’;:) F ot

P T i el e

WHO TR —C}*J\}Qr :

@ WMultik i - i
® Select ‘.o -" "‘*u’““ .'.

mOS (months, N)

Pre-tfreated

13.6 (n = 100)

19.3 (n = 149)

Treatment-naive 20.8 (n = 60) 21.3(n = 164)
iORR (%, N) 54% (ﬂ = ]3) 66.7% (n = ]5) target
Grade 23 TRAEs (%, N) 37.6% (N = 364) 34.8% (N = 313)
Discontinuation (%, N) 10% 14.7%

Wolf J et al, NEJM 2020; Wolf J et al, ASCO 2021; Mazieres J et al, Jama Oncol 2023




Qur comfort zone still in 2n9 line

Capmatinib & Tepotinib

Pleural effusion

Conduct thoracentesis and cytological testing to rule out
malignant effusion.

Other concomitant therapies and/or treatments should
be considered as potential sources of pleural effusion.

ILD

Although rare, monitor patients for signs of ILD throughout
Imag::ﬂ duration and beyond, and consider previous
treatments.

™

bronchiolar lavage, bronchoscopy.
Discontinue MET inhibitor treatment.

Initiate steroids.

Consider a referral to pulmonary specialists.

Rule out other causes of ILD.
Consider ethnicity ~ Japanese patients may be more likely
to develop ILD than non-Japanese patients.

. Rule out other causes of ILD; evaluate lung function,

Hypoalbuminemia

|

ld /' Monitor for reductions in albumin without stabilization.

All 16%
G 23 2%

High protein diets may not be effective.
Albumin transfusion or furosemide may provide

Etiology unknown. ‘

Peripheral edema e

Monitor all patients for asymptomatic edema followi
MET inhibitor initiation. 8
Monitor skin for erosions.

Consider prophylactic measures.

Consider MET inhibitor dose reduction, and interruption
or intermittent dosing.

All 50%-63% e
G 23 ‘I %_‘I ‘I % mmme {manual or mechanical) may

Peripheral edema is a cumuiative, late-onset
adverse event.

Consider whether other medications might cause
peripheral edema.

Rule out systemic causes of edema.

© & ®

Gl disturbances

with food.

Diarrhea can usually be managed by standard

antidiarrheal theragyss

Ensure that there are no underlying reasons for Gl

disturbance, and treat non-MET TKi-related causes of

Gl disturbance appropriately as needed.

Although symptoms are usually low grade, proactive
@ management should be considered to minimize the

impact on quality of ife.

! Increased liver
transaminases and phosphatases

u‘ Proactively monitor liver function.

. Gl events may be reduced when MET TKIs are taken

if necessary.

’ Consider MET inhibitor dose reduction or interruption
Switch MET inhibitors.

fransient benefits and/or prevent deterioration. ——

Most events are low grade and reversible.
@ In asymptomatic patients, fransaminase increase may
not require dose reduction or interruption.

Increased creatinine

Transient MET inhibitor-related increased creatinine

| may indicate creatinine transporter inhibition rather
than renal impairment.
Consider methods other than creatinine-driven GFR
to assess renal function and guide therapy.
Close and frequent monitoring in early months of
therapy will help identify clinically relevant increases
in creatinine.

. Before deciding on an intervention based upon

li|

increased creatinine levels, check GFR using
non-creatinine measures.

Consider MET inhibitor dose reduction or interruption
if clinically relevant increases in creatinine levels,

or impaired renal function, is identified.

Refer to a nephrologist for assistance with
determining GFR.

@ Non-clinically relevant increases and plateau in creatinine
levels might be expected with MET inhibitor use.

ld Monitoring . Management . Other considerations

MET
ex14

Nausea
All 26%-46%
G231%

Cortot A et al, Clin Lung Cancer 2022



MET

Standard of care ex14

The importance of testing our patients!

86 yo, female

ECOGPS 1

NSCLC IV stage (bone and
lung) with MET exon 14
Start Capmatinib Sep 2021
Best response: PR

Ongoing

YV VYV

YV VV




SOTORASIB

KRAS G12C finally druggable!

KRASP.G12C (OFF) inh

CodeBreak100

1.0 . 7
_ os) ORR 41%; DCR 84%
£ 0.8 - )
= 074 Median OS (95% Cl):
= 12.5 (10.0, 17.8) months
g 0.6
o 0.5 =
S 0.4+ 0" -
= 0.3 4 ' U
w ) i I
o 0.2 - [N I
0.1 4 1-year OS (95% Cl): 1 | 2-year OS (95% ClI):
) 50.8% (42.8, 58.2) ! | 32.5% (25.0, 40.2)
T 1 T T I T T L] T T 1 T 1 T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3
No. at risk: Time (mnnths}
174 163 141 121 101 88 77 71 65 659 52 46 32 22 6 4 2 1 0
CodeBreak200
10 b 960 mg Docetaxe
§ 0.94 HR (95% Cl)t 0.66 (0.51, 0.86)
= 0.8 P-value (1-sided)* P=0.002
= 0.7 Median PFS, months (95% CI)8 5.6(4.3,7.8) 45(3.0,5.7)
[= = )
g8 oo
2o 054
(g 2 04- 12-month PFS* = 24.8%
SO ad 12-month PFS* = 10.1%
'1% 0.3
& 927 e _L_H"_"—ﬂ—..,,
5] Median study follow-up:
<] 14 I ! J
a 017 17.7 months Tt ¢ |
0.0 T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 139 93 63 56 38 30 24 14 6 2 1 0
Docetaxel 4 3 62 20 3

CodeBreaK 200 met its primary endpoint with sotorasib demonstrating superior PFS over

docetaxel (HR 0.66, P = 0.002); 12-month PFS rate was 24.8% for sotorasib and 10.1% for docetaxel

Dy GK et al, JCO 2023; De Langen AJ et al, The Lancet 2023

ADAGRASIB

KRYSTAL-1

KRAS
G12C

1.0 =
> Median OS: 14.1 months (95% ClI, 9.2—18.7)
= 0.8 =
=
©
805 ORR 43%; DCR 80%
o
E i
3 04 |
- | 1
w ! !
+Censored | i
0 T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40
Time, Months
Patients atrisk 132 98 74 59 48 37 30 16 7 2 0
ADA DOCE
100 - (n = 301) (n=152)
Events, n (%) 164 (55) 93 (61)
80 ~ Median PFS, mo 5.5 3.8
(95% Cl) (4.5-6.7) (2.7-4.7)
< 60- HR (95% Cl) 0.58 (0.45-0.76)
[ ) o P val < 0.0001
m 4SA value
a 40 !
20
H ADA
O T i T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months from randomization
No. at risk
ADA 301 160 77 M 19 8 5 1 0 0 0

Gadgeel SM et al, WCLC 2023; Mok T et al, ASCO 2024



: KRAS
KRAS G12C flnCI“y druggcble! G12C
Italion RWE from the ATLAS registry (n=196 pfs)

ORR
100 .—'.00" 100%
S0 é
1st line N=20 > 2nd line N= 176 g 5% mPFS: 5.8 months (95% Cls: 5 - 6.5) Z 75%1 mOS: 8.2 months (95% Cls: 6.3-9.9)
‘g 0% 4 UZ:) 50
:: 25% 26,1% § ?
20 E 25% 6 258
N I
0 o
1st line >2nd line % (.) # r-. { 1} _;B— -7.477 0““‘(.) ': "'.'?_ 71-8 5 Y 7?-4-
time [months) time [months)
Grade 3—4 TRAEs
Pts with BM (N=64) overal - | 16.3%
Intracranial RR 15 (23%) ‘“'"'f““ 0:5%
CR 2 ( 4%) Fatigue  0,5%
PR ‘I O (‘l 9%) Nausea 0,5%
Intfracranial DCR 31 (48%) Bilrubin ncrease 0.5%
Median time to CNS response 2.9 months (IQR: 1.8-4.5) GGT increase %
Median duration of CNS resp 14.2 months (95% ClI: 6.9-19) e 2
Intracranial mPFS 8.6 months (95% Cl: 6.0-11.2) s a2
Prior brain radiotherapy 24 (38%) . . .
Local CNS treatment 5 (8%) 88% treated with previous anti-PD-(L)1
(o]

Passiglia F et al, Lung Cancer 2024




KRAS G12C finally druggable!

The future is likely to be in combo

» Develop improved/more potent agents

» Develop agents with different mode of action

Maximum % Change from Baseline

» Combination therapies

ORR 88.9% (80%CI 76.9-95.8%, 95%CI 70.8-97.6%)

Sotorasib + ChT
[SCARLET]

ORR 63%
DCR 84%
Hepatotoxicity 16%

R \II\IllH"H“"“

' Change in Target lesion from baseline (%)

ORR did not
differ by PD-L1
expression level
or TP53 co-
mutation

Time to response: 1.5 months (1.1-3.0)

I
Adagrasib + pembro
[KRYSTAL-7]

at Risk
Evaluable Patients TPSES% 51 »n

== yoshioka H et al, ASCO 2024
Garassino M et al. ESMO 2023 3

—
Pl%K \PEN/

T P 1 P(pss )(p1 16\
gzﬂf 5845 m (—J
293 = -
(GTP) (RAS-on inhibitors )

(Ras JF—| -rm-o18 raser

@ «RMC-6291 (KRAS

KRAS
G12C

ZRMC.0805/RM.0% AKT) < @TOR
oy AKT (mTORC2
= MRTX1133(KRASS=)
=RMC-8839 (KRAS®) l
C— - %:-6236 (xs“")" =
KRAS-off inhibitors | = JAB-23400 (KRAS™<T) @sca/rscz
= Sotorasib (G12C) RaF =BBP454 (KRASY™) Q
= Adagrasib (G12C) 2 > _—.{GDP !
« ARS-853 (G12C) Y :
- AR5-1620(G12C) [ Q'EB/ ==
=D-1553(G120) (P = Trametinib /"‘—AQTE
- |DQ#43 (G12C) MEK )— RHEB
+ RG6330/GDC-6036 U Coblmetinbl j nien g P =
gmq = 1 Everolimus
- Bl 1823911(G12C) e
«JAB-21822 (G12Q) BT GTOR_(DI——J
=LY3537982 (G12C) Ci E@ -
= INJ-74699157 (G12C) =
« MK-1084(G12C) i
= MRTX1133 (G12D) « Ribociclib
« JAB-22000 (G120}
|7 JAB-23000 (G12V)
N ————

‘AURKA nnhm\
VIC-1911

survival
= Angiogenesis

= Cell growth and

= Migration/invasion

«mRNA-5671/V941
= ELI-002
»mDC3/8-KRAS

vaccine

{C.ICQI’ vaccines

4

T‘\ siRNA-based
'WEE1 inhibitors | ‘approach:
= Adavosertib l ‘iExosomes
= LY3295668 -

Punekar SR et al, Nature Reviews

Clinical Oncology 2022



HER2 mutations

« HER2 dysregulations encompass
heterogeneous and distinct alterations

* Lack of correlation between overexpression
(6-35%), amplification (10-20%), and mutations

e — i « Patients should be considered as three distinct
3 HER2-altered subgroups

p.LB66M; n=1; 2%

p.G778_S779insCPG;
oy "~ - Exon 20 insertions affecting TKD, 3-12 bp, less heterogeneous than
ssom e 2 EGFR ex20 insertions (YVMA variant ~85%)
PVESID; n=1; 2% 7
ot —— ‘ . . : :
pemesisrne / ‘ * Point mutations in the TK, fransmembrane and extracellular domain

P780_Y781insGSP (Exon
20 insertion); n=4; 9%

Yu X et al, Front. Oncol. 2022
Han Y et al. J Thorac Oncol. 2021



The rise of a new ADC [TDX-d]

DESTINY-LungO1

Unresectable/metastatic
nonsquamous NSCLC

Relapsed/refractory to standard

treatment

Measurable disease by RECIST v1.1

Asymptomatic CNS metastases at

baseline?
ECOGPS0Oor1

Locally reported HER2 mutation

(cohort 2)°

Best Percentage Change in
Sum of Diameters From Baseline

Primary endpoint: Confirmed ORR by ICR¢

Cohort 1¢ (n = 49)
HER2 overexpressing
(IHC 3+ or IHC 2+)
T-DXd 6.4 mg/kg Q3W

Cohort 2 (n =42)
HER2 mutated
T-DXd 6.4 mg/kg Q3W

Secondary endpoints: DOR, PFS, OS, DCR, and safety

=100 ~

100 7

80 7

60

40 7

Cohort 1ac¢ (n = 41)
HER2 overexpressing
(IHC 3+ or IHC 2+)
T-DXd 5.4 mg/kg Q3W

Cohort 2 (n = 49)
HER2 mutated

T-DXd 6.4 mg/kg Q3W

A cohort 1 (trastuzumab deruxtecan 6-4 mg/kg; n=49)
1009 Baseline HER2 IHC status
B HC 2+ (n=35,
80 EQIHC3+(n=9)

ORR 26.5%
1 I_]l-‘"_h_”_"_"—l["ll—'lmﬁ ------

. u\_,uuuLJULIULIUUL"MHL | JHHHHH

C Cohort 1A (trastuzumab deruxtecan 5-4 mg/kg; n=41)

100 Baseline HER2 IHC status
BB HC 2+ (n=17)
80 EDIHC3+(n=17)

ORR 34.1%
iz

- - SRR LNREN

m of diameters from baseline (%)

Best percentage change in sui

Exploratory endpoint: biomarkers of response

Best (Minimum) Change (%)

n  Median Minimum Maximum
85 -43.0 -100 14

20

0

-20 7

—40

—60

-80 7

Confirmed ORR by ICR 54.9%

Confirmed ORR by ICR similar across subgroups:
« 54.5% and 55.2% in pts with/without CNS met
« 55.7% and 53.3% in pts with £2/>2 prior lines

mPFS 8.2 ms
mOS 18.6 mos

Li BT et al. NEJM 2022, ESMO 2022; Smit E et al, Lancet Oncol 2024



Randomized dose-finding studies

Key Eligibility Criteria® Primary Endpoint

T-DXd 5.4 ma/kg

Efficacy summary

T-DXd 5.4 mg/kg
N =102

T-DXd 6.4 mg/kg
N =50

+ Metastatic HER2mP NSCLC * Confirmed ORR by BICR

« >1 prior anticancer therapy Q3w Confirmed ORR,? n (%) [95% CI] 50 (49.0) [39.0-59.1] 28 (56.0) [41.3-70.0]

= . - . N = 102¢

(2L+), including platinum- Secondary Endpoints CR|PR 1(1.0) |49 (48.0) 2(4.0)|26 (52.0)

based chemtherapy . Confirmed ORR by INV SD |FD . 45 (44.1) | 4 (3.9) 18 (36.0) | 2 (4.0)
» Measurable disease N =152 + DoR by BICR and INV Non-evaluable 3(2.9) 2(4.0)

E?:r ggglngv{: A 1 « DCR by BICR and INV DCR,C n (%) [95% CI] 95 (93.1) [86.4-97 2] 46 (92.0) [80.8-97 8]
- [s] or

T-DXd 6.4 mg/kg g';s by BICR and INV Median DoR,%¢ months (95% CI) 16.8 (6.4-NE) NE (8.3-NE)
Stratification Factor: 3:1":0 - Safety Median TTIR,% months (range) 1.8 (1.2-7.0) 1.6(1.2-11.2)
» Prior anti-PD-(L)1 treatment
L Median follow-up, months (range) 11.5(1.1-20.6) 11.8 (0.6-21.0)

Patients and investigators were blinded to the dose level

Overall Safety

B T-DXd 5.4 mg/kg
N=1012

B T-DXd 6.4 mg/kg

Drug-related TEAE, % N =502

Any grade 960 1000
Grade 23 386 [ 580
Serious 139 [ 240

Associated with drug discontinuation

13.9 | 200
16.8 | 320
267 480

1.0 |2_0

Associated with dose reduction

Associated with drug interruption

Associated with death

100 50 0 50

100

Adjudicated Drug-Related ILD

T-DXd 5.4 T-DXd 6.4

mg/kg mglkg

Adjudicated as drug-
related ILD

N =1012 N =502

Any grade, n (%) 13 (12.9) 14 (28.0)
Grade 1 4 (4.0) 4 (8.0)
Grade 2 7(8.9) 9(18.0)
Grade 3 1(1.0) 0
Grade 4 0 0
Grade 5 1(1.0) 1(2.0)

Lower incidence of drug-related G=3 TEAEs, serious TEAEs,
discontinuations, dose reductions, and interruptions & ILD rate

were observed with the 5.4 mg/kg dose

Janne P et al, WCLC 2023
Goto Ketal, JCO 2023



Moving to 1t line
Will TDX-d be enough?

DESTINY-Lung04

DESTINY-LungO03

Phase 3 study of T-DXd as 1L treatment of NSCLC harboring HERZ2 exon 19 or 20 mutations

*  Treatment naive for advanced 11

*  HERZ2mut exon 19/20 by central

* Metastatic or unresectable
nonsquamous NSCLC T-DXd 5.4 mg/kg Q3W

disease e

N = 264
or local test

Pembrolizumab + platinum

+ RECIST v1.1 evaluable + pemetrexed

*  Primary endpoint: PFS by BICR

+  Prespecified subgroups include HER2 co-ampilification; PD-L1 status (21%)

+ Metastatic/unresectable Part 1 — Dose Escalation

nonsquamous HER2+
NSCLC* by central Arm 1A: T-DXd + durvalumab + cisplatin Q3W Primary Endpoints
assessment
Part 1: 2L/3L Arm 1B: T-DXd + durvalumab + carboplatin Q3W * Safety -
Part 2: previously Arm 1C: T-DXd + durvalumab + pemetrexed Q3W seg:nr%?:g ggngInts
untreated Arm 1D: T-DXd (monotherapy)
unresectable/mNSCLC * DOR

+ DCR
ECOGPSOor1 Part 2 — Dose Expansion - PFS
RECIST v1.1 evaluable + 0OS
(N=1 36)b Arm 2A: T-DXd + durvalumab + cisplatin Q3W - PK

Arm 2B: T-DXd + durvalumab + carboplatin Q3W * Immunogenicity

Arm 2C: T-DXd + durvalumab + pemstrexed Q3W

Arm 2D: T-DXd + durvalumab Q3W

HER2




Conclusions

T in Advanced NSCLC TEST!

|
:c- Therapy = optimize 15 line (RB ratio & multidimensional patient’s selection)
? . S

X Strategy - Adequately manage 1% line to reach 2" line if TT is there

‘# Biology & heterogeneity -2 dig deep into disease details (NGS!)




Estimated prognostic horizons according to 1st line biomarkers
Long-term benefit

D

D

Addiction Biomarker Current Options N(\fn(ﬂ(r:;‘hgs I(E)s;ir(ggi;c:

Alectinib Phase 3

YES | ALk+ Brigatinib Phase 3 N.R. 627
Crizotinib Phase 1b

YES ROS1+ it Pooled 48 mo. 45%
Entrectinib

Ph.1b

YES EGFR+ Osimertinib Phase 3 40 mo. 35-40%

YES | BRAF+ Dabrafenib + Phase2 | 18-20 mo. 22%
Trametinib
Pembrolizumab Phase 3

NO PD-L1 >50% Atezolizumab Phase 3 24 mo. 30-35%
Cemiplimab Phase 3
4 Chemo + PEMBRO | Phase 3

NO | PD-LT1-49% | 5 Chemo + NIVO-IPI | Phase 3 19 mo. 20%
4 Chemo + PEMBRO | Phase 3

NO | PDLT<I% | 5 Chemo + NIVO-IPI | Phase 3 6 mo. 10%

10

—PD-L1>50% —PD-L11-49%
—PD-L1<1%

6 12 18 24 30 36 a2 48 54 60

* Pending Important Limitations/Variability with regard to
Histology, Data Maturity and Follow-Up

Modified from Emilio Bria



The 2024 |IASLC Global Survey on Biomarker Testing

Knowledge, awareness and perception of current practice

1,677 responses across 90 countries and 14 disciplines (mainly oncologists, pathologists, pneumonologists
and thoracic surgeons)

Do more than half of individuals with
lung cancer receive biomarker testing in
your country?

e = <0-0001 > 43% sometimes/often
80% treat patients prior to
ranked highly important o receiving biomarker
to perform biomarker ok results
testing in respective stag I

2018 2024

27.2%
13.9%
13.8%

12.8%
8.0%

=

Smeltzer MP et al, WCLC 2024



The value of National Platforms: ATLAS

‘ AI LAS HOME  CHISIAMO CONSULTA IL DATABASE

@ATLAS

Welcome, Utente
mail@utente.it

La Piattaforma Database interattiva e sempre aggiornata per lo studio, la caratterizzazione

Q Pg12
e linterpretazione delle mutazioni a carico dei geni RAS
TYPE KRAS colon
NUCLEOTIDE CHANGE ©.34_35delinsCT
AA CHANGE p.G12L
_ ‘ LITERATURE (R
REAL ITALIAN SAMPLE 0
PMID TYPE KRAS colon
KRAS i NUCLEOTIDE CHANGE ¢.35_36delinsCA
AA CHANGE p.G12A
::;;2?2?) LITERATURE 1
5
m E 22672749 REAL ITALIAN SAMPLE 0
3 23456389
m 22672749 TYPE KRAS colon
- 23456389 NUCLEOTIDE CHANGE ©.34_35delinsCA
m AA CHANGE p.G12H
LITERATURE 1
REAL ITALIAN SAMPLE 0
SURVEY
egios rr—— TYPE KRAS colon
NUCLEOTIDE CHANGE c.35G>T
8 SANOER AA CHANGE p-G12v
LITERATURE m3
®RT-PCR Reterance range Quality REAL ITALIAN SAMPLE 142
PYRO
" NOS TYPE KRAS colon
NUCLEOTIDE CHANGE €.34G>T
AA CHANGE p.G12C
LITERATURE H6
REAL ITALIAN SAMPLE 64
1 atlante relativo alle mutazior ;) lei geni RAS che rappresenta ur to nel comprendere il carattere predittivo d
vecifica mutazione. | contenuti sono stati sviluppati e curat n gruppo drcspertl di oncologia e patologia molecolare
predlmva

copyright by Atlas ©2022
e ————

Malapelle U et al, Eur J Cancer 2021

hitps://biomarkersatlas.com/
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