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Small slices also make NSCLC the paradigm for personalized medicine

HER2 (ERBB2)
amplifications 2.7%

HER2 (ERBB2)
mutations 3.8%

EGFR mutations
30.3%

& RET fusions 2.3%
ROST1 fusions 1.9%
ALK fusions 4.4%

~

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

FGFR1 or FGFR2 amplification
or mutations 0.7%

KRAS mutations 29.9%

— KRAS®"2€ mutations
11.7% of all NSCLCs

(39% of all
KRAS-mutant NSCLCs)

N Others 9.5%

RIT1 mutations 0.2%

\

HRAS mutations 1.2%

NTRK fusions 0.1%
NRGT1 fusions 0.1%

NRAS mutations 1.2%

BRAF mutations 5.5% \/

v" ROS1 fusions

v" BRAF V4600 mutations

v" RET fusions

v NTRK fusions

AR S QY

v" METex14 mutations

v" HER2 mutations

v NRGI1 fusions

v MET amplifications

Otano | et al, Nature Reviews Clinical Oncology 2023



Predictive Biomarkers in advanced NSCLC

[ (;5-,5;;3\/5;3?;;59) ] » Reflex testing preferred
(TAT is shorter)

[
« Targeted NGS designed to

m cover panels of genes is the
de facto adenocarcinoma® recommended Opﬂon

S & ‘ * Priority for careful handling and
[ lziggffngl?rlﬁlt %‘_[ oncggegﬂwr::gdtﬁ\rferfsy I % l;laorgagtllgllanb(:e l{%jit_)markerlesting f;rdoncogem;: pl'esel'VCﬂ'ion Of ﬁSSUG
rivers recommended in never,
former light smokers, long-time ThrOUQhOUT The pI’OCGSS

ex-smokers or in those under 50

years, otherwise not routine
» MDT discussion outside of clinical trials

< )
Therapylsdetermlned EGFR ALK ROSl BRAF MET RET NTRK EGFRCXZOI"S HERZ KRAS (GlZC)
blomarker dings shou/d be evaluated.

biomarker findings

O Currently, MET, RET, EGFRex20ins, KRAS G12C are for second-line treatment decisions
(HER2 not yet druggable in clinical practice)

Oncogene-addicted metastatic NSCLC ESMO Clinical Practice Guideline 2023
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Standard of care BRAF
Dabrafenib-trametinib in 15" line [BRAF p.V4600]

ORR: 66.7% (95% CI 52.9, 78.6)

01 - -,
Fatigue ———————— / o pyresa All grades D D+T
-204 Headache @ | Eyetoxicity:Serous Fever 35%  146%
1 T ‘(\ = ‘;\ retinopathy, Blurred vision,

E
pgs
g2
g5 _ z 1
. _.’ PR ) T Nausea IR | B
né‘% ] Best confirmed responset 3 /,{/ L ; o) e Vomiting 20%  135% *
R A Ress Dy sk ' Diarrhea 16%  134%
= 10 :gg mPFS: 10.9m (7.0-16.6) T Cardiactoxcity: LVEF Skin carcinoma 17% 8%
207 M1 e [ ‘ Hyperkeratosis 29% -
Arthalgia, Myaliga —# 7 ;\ )E::‘}Ezsvlr;:i%\'a f::lsr:ipation, SAES 42 % T560/0
OS in ireqimeni'na.l.ve: + Edema @ Decreased appetite RedUCtiGn 18% T350/0
0 \ i 0, 0
| Median 17.3 ms Discont. 6% 112%
il s ; 4-y OS 34%
PR I L T 5-y OS 22%
E 0.7 i\_‘ Ee— . . . M
3 g g 18% still alive « Continue if mild and freat to ameliorate symptoms
;f » —— a - ° « It goes away/get better when you stop the drug (!)
E oo Basomng — * Fever— acetaminophen, naproxen, steroids
A 02 S R [ . . . . .
- HH ‘ * Monitor with echocardio and ophthalmologic reviewsl!

T T T T T T T T T T T T T T 1 T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81

Time from First Dose (Months)
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
Gouda MA & Subbiah V, ASCO Ed Book 2023



Trying to improve risk-benefit R BRAF
Encorafenib — binimetinib in 15" line [BRAF p.V600E]

Antitumor activity endpoints by IRR

Key eligibility criteria
Netasaic SRAFVGO0E T o Treatment naive (n=59) Previously treated (n=39)
ey 450mg QD Objective response rate (95% CI), %® (75)62, 85) (46)30, 63)
ECOG performance status 0 or 1 % Binimetinib:
! ) = 45mg BID Complete response 9 (15) 4 (10)
No EGFRmutation, ALK fusion, or (|
ROS1rearrangement _%_:: 28-day cycles Partial response 35 (59) 14 (36)
No more than 1 prior line of & Previously Treat until progression
treatment in the advanced setting = t'::é%d or UntaCF‘?tptabb Stable disease 10 (17) 13 (33)
oxicity
Ha pior freatinent vt BRAF O - Progressive disease 2 (3) 3(8)
No symptomatic brain metastases Primary endpoint Disease control rate at 24 weeks (95% Cl), % 64 (51, 76) 41 (26, 58)
ORR® by IRR
Secondary endpoints uration of res onse, me ian (s} , montns < U . -4,
Durat f resp d 95% ClI th NE (23.1, NE 16.7 (7.4, NE
- - +  ORR by investigator
BRAF mutationtesting DOR, DCR, PFS, and TTR (all by IRR
Determined locally by PCR- or NGS Selibiedigho]
‘ - - .- 0s All grades D+T E+B
based assay; sent to central
lab a .+ Safet
:I orat:yd f L Exm;:t;’ryendpoims Fever 46% | 299, Change frort? baseline in the sum of diameters of target lesions by investigator
leural fluid, fresh and archive +  Biomarker and pharmacokinetic asseasinenn Treatment naive (n=57) Previously treated (n=35)
o analyses Nausea 40% 50% !
80
Vomiting 35% 29% % o] * o
£ 40 £ 80
Diarthea 34% 43% Il i
Fatigue 28% 32% g || II ” $ o ll.ﬁ..“I N
g ~401 g -20 “rr r
eaema (i 0 |
Oed 23% 1% e
—_— ) . o | -80
Xi - Wi u i upti e & :
Pyrexia (treatment-related) was the cause of dose interruption of SAEs 96% 141% " | i
. g ca 2o sin . . . H | Conpiete respones WS Parksl resonse WD Siable cleese W Progreses dleeses W Nofevalusble |
encorafenlb'plus binimetinib in one patleqt but <_j|d ngt result in Reduction 35% 124%
dose reduction or permanent treatment discontinuation :
Discont. 12% 15%

Ahn MJ et al, ASCO 2023



How to manage disease PD¢ BRAF

Role of IO & mechanisms of resistance
““ | Outcome by 1° line regimen

|BRAF 24% | =57 m | ———— |

MET 50% 34% 16% o= PD-(L)]. mono [N = 26] 7.6 ms

- KRAS 51% 23% 26% (::: :Z:

IO HERD T T .- PD-(L)1 + ChT [N = 13] 17.5ms
67% 21% 12% st q
FOTR M Pembro + platinum + pem [N = 12] 20.7
ALK 68% 32% 0 o
RET % e N S N N (N AN NN (N A N BRAF V600E: rwTOT and rwTINT similar for PD-(L) 1
ROS 83% 0 17% R R mono but markedly longer for PD-(L) 1+ChT VS other
ercent ot patien . . . .
TOTAL 5% 4% 1% S _— cohorts, including the driver-negative cohort
Mazieres J et al, Ann Oncol 2019 Garassino MC et al, JTO 2023

MEK-independent
MEK- dependent progression

progresswn

ovgje'j(:g;gfon Reactivation of ERK signaling either upstream or
NRASEH downstream of BRAF kinase (= melanoma) through:
BRAF,,,h L - BRAF splice variants (16%)
| - BRAF gene amplification (13%)
| CoT overexprosson | Q BrRap [ - NRAS/KRAS (20%) or MEK1/2 mutations (7%)
N (= MEK | MEKt mutations | @l BRAF-independent reactivation of ERK signaling
@ o
- ERK FacchinettiF et al, JTO 2023

M
SURVIVAL Abdayem P & Planchard D, Clinical Advances in Hematology & Oncology 2022



What about the rest of BRAF worlde

Non-Vé600 mutations

Class | Class I

Class Il

Amplifier

1 | 4
o &

4 MEK/ERK 4 MEK/ERK 4
RAF monomer inhibitor ++ - -
RAF dimer inhibitor + + -
Downstream inhibitor (e.g., MEK, ERK) + (limited by therapeut : index) +
Upstream inhibitor (e.g., RTK, SHP2) — (potential role in feec back disruption) - (potential role in feedback disruption) +

Rational

therapeutic
approach: Rational

therapeutic
approach:

RAF monomer inhibitor MEK or ERK inhibitor Upstream inhibitor (RTK or SHP2)
+ or or
Downstream inhibitor (MEK/ERK) RAF dimer inhibitor Upstream inhibitor (RTK or SHP2)
(+ RTK inhibitor in CRC) + MEK or ERK inhibitor + MEK or ERK inhibitor

BRAF

-

Class-specific therapies
are needed to target
these different subsets

- (limited role as monotherapy)

Yaeger R et al, Cancer Discovery 2019
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Which type of alterationse

point-mutations exon skipping fusions

|. | liltill-.i;l .f'i.‘"“ :" 1 RO K O O T K T O DX O D XXX )
NTRK1

NTRK2 FGFR2
NTRK3 FGFR3

\
— y ’ u
- KRAS established recent novel

B o RET NTRK FGFR NRG1

ERBB2 MET

el
\

_— " <1%
N L Adeno 2-5% 1-2% 1% <1% <1% Mucinous k
/ Cell cycle activation 5-6%
Case Case Case Case
Sq sl reports reports reports I=a reports

Modified from Radonic T, ELCC 2023



Targeted RNA Is better suited for fusion identification

MSK-IMPACT Negative MSK-Fusion positive Clinical benefit of matched
ga s 33")° Targeted therapy Pros Cons

(n=10)
= s < All fusions of interest at once! RNA is unstable

earrangement atc est Response

R Alec.:::w ) Fusion partner agnostic Higher rate of QC fail

CD74-ROS1 Entrectinib SD . .

SQSTMI-NTRK3 Larotrectinib PR** Inframe fusions More tissue necessary
5 inib SD . .

Mfc:;:i;m g,’;ﬁzggfz g::;lc;::m PR* Expressed / upregulated (low tumor % input), Higher costs
187 .
CD74-NRG1 Afatanib SD threshold 50 copies
MET Exon14 Skipping  Crizotonib SD . .
= SLC34A2-ROS1 Crizotonib PD Specific and sensitive (if passes QC)
& SLC34A2-ROS1 Crizotonib SD
SDC4-NRG1 Afatinib PD Failure rate can be up to 20%!

Material at higher risk for failure
n =275 - cytology

- decalified biopsies
- biopsies overweekend in formalin

RNA-based >> DNA-based for fusions
and splice site mutations

Hybride DNA and RNA panels
(one step sequencing)

Benayed R et al, Clin Cancer Res 2019
Modified from Radonic T, ELCC 2023



Standard of care ROS1
Crizotinib & Entrectinib in 15" line

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

100 Cansored gg PFS
gt . 70 =
80+ L End points ROS1-rearranged = 60 17'7 [.I ] 8 394]
E3 L, NSCLC (N=53) o ig """""""""""""""""
i ORR, % (05% C1)* 72 (58-23) 25 5[k i
8 B e o t [95% Cl] [56.2-79.4] 201 Total (n-67)
=z 404 N CR, n () 6(11) 1074 censored
& PR, 1 (%) 32(60) CR 10 (14.9) 04 g 7 = ; ; ; i i 7
SD (26 weeks), n (%) 10(19) 0 e 12 B 0 #ooa 48 54
20 — - " ) PR 36 (53.7) No. patients at risk: Time (months)
mOS - 51 ms PD. 0 (%) 3(6) sD 7 (10.4) B7 60 53 43 36 31 28 28 25 24 22 20 16 14 6 5 3 3 2 NE
. Not evaluated® 204 : 10
o = s s 80 Median time to first turnar response, weeks (range)® 7.9 (43-1036) PD 5(7.5) g 0s
Time (months) Median duration of response, months (95% ()]s 247 (152-453) Non CR / PD 6 (9_0) gn:
] — L |
Mo.atrisk 53 48 42 37 33 31 27 23 20 20 18 17 13 8 5 4 3 0 Median PFS, months (35% Cl) 193(15.2-38.1) Missing/ _ 28-
3 (4.5) S
unevaluable @ ool
. Median DoR, 301 47.7 [43 2 - NE]
204 _ c 0
« On-target resistance — 35.6 i Tl
. [95% CI] [13.9-38.8] N T S R R TR N TR S TR
m U TO TI O nS (GZ 032 R) No. patients at risk: Time (months)

iCORR 6"% 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



Standard of care ROS1
Crizotinib VS Entfrectinib in 15t line

Key eligibility criteria:
- Advanced/recurrent or metastatic .
- CNSd tat /) ble/non- bl Ar
ROS1-fp NSCLC isease status (none/measurable/non-measurable) Entrectinib 600 mg QD
» ROS1 TKI-naive in the advanced/recurrent or
metastatic setting

Stratification factors:

» Brain RT within prior 2 months (yes/no)

(n=110)t

PD, unacceptable toxicity,

death, or withdrawal from

Crizotinib 250 mg BID the study*
(n=110)t

Post-treatment
follow up

+ No prior systemic therapy for advanced/recurrent
or metastatic disease

» Neurologically stable CNS metastases allowed
(measurable and/or non-measurable per
RECIST v1.1)

- ECOGPS 0-2

b4

Primary endpoint

Safety-related endpoints

e e e i Ak e s - Incidence, type, and severity of AEs (including serious AEs and AEs leading to dose

Secondary efficacy endpoints modifications/interruptions)
- Study drug withdrawal or death
- ORR, DoR and PF$ in the ITT population: BICR and investigator assessed (RECIST v1.1) - Change from baseline in treatment-related symptoms (EORTC QLQ-C30)

- 0S8 in the CNS and ITT populations
- CNS-PFS in the ITT population: BICR assessed (RECIST v1.1)

- CNS-ORR and CNS-DoR in the CNS population: BICR assessed (RECIST v1.1) PROs endpoints

- Impact on functioning (EORTC QLQ-C30) and lung cancer-specific symptoms (EORTC QLQ-LC13)

- Frequency of patients’ response of the degree they are troubled by treatment symptoms (EORTC |L46)

Dingemans AM et al, ASCO 2022



Should we escalate 15 line with new gen TKls? ROS1
Repotrectinib [TRIDENT-1]

Overall RR: 79% Overall mPFS: 35.7mo Dose reduction: 35%
Tx-naive RR: 82% Tx-naive mPFS: NR Dose interruption: 35%
e R = Dose discontinuation: 3%

With prior chemo W Without prior chemo 100~ + indicates censored patients All patients with RO57+ NSCLC

treated at the RP2D
n = 320)

All patients treated at the RP2D*

(n = 428)

AEs, n (%)

g

8

“w

1

=]

E

3

=

p %

'; All patients with AEs 472 (99) 409 (%6} 318 (99) 306 (96)

% Leading to dose reduction 163 (38) 149 {35) 112 (35) 100 (31)

“ Leading to drug

g a.;. | interruption 213 (50) 150 {35) | 158 (49) | 107 (33)

E - Leading to treatment i

‘g m | discontinuation | nm ue : BO + ne

g' & Serious AEs 147 (34) 381(%) 106 {33) 24 (8)

E Grade = 3 AEs 216 (51) 122 (29} 156 (49) 86 (27)

E] | 1 !

g Fatal AEs 19 (4) ] 13 {4) o

E 20 i Median PES.* months (35% CI) . The most TEAE was dizz hich d In 62 of patients -16-1 wrade 2 3 treatn . gent dizzines:
. - 5 ' * The most common was dizziness, which was reporte of patients in = 264); grade 2 3 treatment-emergent dizziness

g ﬁ::ﬂnp;::;:?ngé; EEZ)O): 70 (46.58) ® i i All {n = 71): 35.7 (27.4-NE) was repartad in 3% of patients (n = 11}; no patients discontinued repotractinib due to treatment-smergent dizzi

' With prior chemo (n = 20): 31.1 (24.6-NE)
ROREERY i Without prior chemo (n = 51): NE (27.4-NE)
—r—T—Tr—T—TTT

0 — T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 41 45 48 51
Time from first dose (months)

-1004 Without prier chemo (n = 51): B2 (69-92)

# = treatment ongoing

MNo. at risk
71 64 59 52 47 42 29 23 18 14 9 5 1 1 1 1 0

M ROS1 TKI-naive®

= : 4 N 1 prior ROS1 TKI AND
ROS1 naive (n=71) ROS1 pretreated (n=56) ok o o s e e RN o prior chemo
1 2 prior ROS1 TKIs AND no prior chemo® Patients with %NS metastases at baseline, n |éi %;
# = treatment ongoing m [€) 88 (47-100)° 2 (1572) ]
with CNS  without CNS | with CNS without CNS 10 "o ) s09 s (@)

(n=18) (n=53) (n=24) (n=32)
ORR 89% 75% 33% 41%

ol ORR [88% (7/8) | [42% (5/12) |

PFS 87% 77% 57% 75%
(PFS at 12m) (PFS at12m) (PFSat6m) (PFS at 6m)

Maximum change from
baseline in tumor size (%)

Preventive effect of repotrectinib for BM (only 1.8% of TKI-naive pts developed a new brain mets) Cho BC et al, WCLC 2023
Lin Ji et al, ASCO 2023



How to manage disease PD?

150
SN mm  Unknown, 19/49, 38.7% o002
mm G2032R, 14/49, 28.6% = 1007 gy
3 Em G2032K, 4/49, 8.3% =
- @
mEm | 2026M, 3/49,6.1% £
=3 L1174F, 1/49, 2.0% B
Jpost mmm | 2086F, 3/49, 6.1%
biopses o == S1986Y, 2/49, 4.1% o
) mm S1986F, 2/49, 4.1% o &
mm 21558, 1/49, 2.0% & &
& &
& &
S S
& g
i &°
\S’b _cs’b
A &
IC5, (nmol/L) Crizotinib Entrectinib Lorlatinib | Repotrectinib | Cabozantinib |  Ceritinib Brigatinib | Taletrectinib | Alectinib
Parental 1,801.0 1,218.0 1,117.0 000
Nonmutant al 27l o7l 20| 28| 64| eal 26
‘ G2032R 196.6 533
L2000v ara | a9 | 25 | w01 | 76 JEEOIE 789 298
L2086F | s |  4s00 | 3000 | sere | 36 159.3
$1986F/L2000V VM o1 | 24 | 72 | 51 BN T 203
S1986FIL2086F | saa2 | >3000 | 2a12 | 13 SEEEPWRN s | ecze |
G2032RIL2086F | assa | >3000 | aase | sol s7a0 | as0s | 7as2
$1986F/G2032R 651 704 105.4
S1986F/G2032R/L2086F

IC5 < 50 nmol/L
1C5, 2 200 nmol/L

50 nmol/L < ICsg <200 nmol/L

ROST

= Unknown

= ROS1 Point Mutation

Post-crizotinib

Lin JL et al, Clin Cancer Res. 202
Zhang Y et al, NPJ 20221



How to manage disease PD¢
Clinical data

Lorlatinib

(Phase 1/2)

Repotrectinib
(TRIDENT-1 Phase 1/2)

Taletrectinib
(TRUST China Phase 2)

ROST

NVL-520

(ARROS-1 Phase 1)

Patients
ORR

Median PFS
CNS activity

Clinical ROS1
G2032R activity

Most common
TRAEs or TEAEs
(all grades)

Reference

N=40

35%
(prior crizotinib)

8.5 months

12/24 (50%) with measurable or
nonmeasurable CNS disease

Response in 0/6 (0%) patients with
a baseline ROS1 G2032R in plasma

Hypercholesterclemia,
hypertriglyceridemia, edema,
peripheral neuropathy,
cognitive/mood effects, weight
increased
Shaw AT et al., Lancet Oncol 2019

N=56

38%
(only 1 prior ROS1 TKI and no
prior chemo)*

*“FDA breakthrough therapy
designation

9.0 months

5/13 (38%) with measurable CNS
metastases

Respanses in 10/17 (59%)
patients with a baseline ROS1
G2032R
Dizziness, dysgeusia,
constipation, paresthesia,

dyspnea, anemia, fatigue, nausea,
muscular weakness, ataxia

Cho BC et al, WCLC 2023

N=38

50%
(prior crizotinib)*

*FDA breakthrough therapy
designation

9.8 months

11/12 (92%) with measurable
CNS metastases (TKI-naive &
crizotinib-pretreated)

Responses in 4/5 (80%) patients
with a baseline ROS1 G2032R

Diarrhea, nausea, vomiting, ALT
increase, AST increase, anemia,
neutrophil count decrease

Li W et al., ELCC 2023

N=21
48%

* 53% (9/17) with =2 prior ROS1
TKI, =1 chemo

* 50% (9/18) with prior lorlatinib
or repotrectinib

Not reported

CNS responses reported

Responses in 7/9 (78%) patients with
a baseline ROS1 G2032R

No DLTs or treatment-related SAEs

or dizziness reported

Drilon A et al., EORTC-NCI-AACR 2022

Lin JL, WCLC 2023



How to manage disease PD?

Advanced NSCLC

Molecular tests* and PD-L1 IHC & accurate disease staging

ROS1 rearrangement

15t line

Crizotinib or
Entrectinib

Repotrectinib EAP

2nd |ine

* NGS recommended;

Pemetrexed-based CT

Repotrectinib EAP
or
Lorlatinib off label

Courtesy of L. Landi



Standard of care RET
A notf-target 15t line

» Chemotherapy works [ORR~50%, mPFS~6ms, mOS~24ms]

Cutcome All Chermotherapy Agents (n = 108) Platinum Doublet (n = 84) Platinum + Pemetrexed (n = 66)
OUfcomes Best response (95% ClI) 2% (39.8 to 64.4) 36 of 69 evaluable 51% (38.1 to 63.4) 33 of 65 evaluable 49% (35.4 to 62.9) 27 of 55 evaluable
with 1° line CT Disease control rate (95% Cl) 75% (63.5 to 84.9) 52 of 69 evaluable 75% (63.1 to 85.2) 49 of 65 evaluable 75% (61.0 to 85.3) 41 of 55 evaluable
RET R e isfr Median PFS (95% CI) 6.6 months (5.1 to 9.3) 7.8 months (5.3 to 10.2 months) 6.4 months (4.3 to 8.8 months)
g ) 4 Median OS (95% CI) 23.6 months (13.6 to 30.8) 24.8 months (13.6 to 32.3 months) 23.6 months (13.4 to 33.2 months)

Drilon A et al, Ann Oncol 2016
Gautschi O et al, J Clin Oncol 2017

> Still controversies with immunotherapy

1.00-
0.75 NE\-Lk

+ no RETI + RETI

£ Doublet CT qs'f;ﬁ:& CT-ICB ICB MTKi RETi
s 0% N (N=108) (%1=3 g (N=41)  (N=52) (N=21) (N=145)
g 0.25- Lo_g—rank
ol T8 ORR 55% 26% 46% 23% 37% 76%
0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 96
Months mPFS 8.7 3.6 9.6 3.1 3 16.2

MNurmbar at riex

noRETH 302415118 4 4 4 221111100
RETI §7776342292213 2 8 6 6 4 3 3 3 3 0

Aldea M et al, RET-MAP JTO 2023



Standard of care

Selpercatinib & Pralsetinib in 279 line

SELPERCATINIB

RET

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) 38.6% (N =796) 52% (n = 281)
| Discontinuation rate (%, N) 3% (n = 796) 7% (n = 281)

Updated from Belluomini L et al, Expert Rev Anticancer Ther 2022; Drilon A et al, JCO 2022; Drilon A
et al, JCO 2023; Griesinger F et al, Ann Oncol 2022; Murciano-Goroff Y et al, JTO 2023



Standard of care RET
Selpercatinib & Pralsetinib in 279 [ine

e e )
Fa
i N
o N s Hw’i\\rN N\ﬁ" NTNN
. u"@ )d K?N %
Selpercatinib Pralsetinip
160mg twice daily L 400 mg daily

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; Griesinger F et al, Ann Oncol 2022; Murciano-Goroff Y et al, JTO 2023



Should we anticipate in 15" line RET TKIs? RET

AcceleRET LIBRETTO-431

Trial design
Pralsetinib
(400 mg QD)

. » Treatment until progression,
* RET fusion-positive unacceptable toxicity, or death
* Advanced or
metastatic NSCLC
* No prior systemic Optional crossover
treatment for E upon PD
metastatic disease
+ECOG PS of 0-1
N=250

Optional: cross-over
at PD by BICR

PAtionts with ©) Selpercatinib
treatment-naive locally 160 mg BID * Safety assessments
advanced or metastatic * Patient survival,

RET fusion positive disease progression,
non-squamous NSCLC and post-study
therapy details
* Patient reported
health outcomes

Pemetrexed (500 mg/m? Q3W)
-

Progression
Progression 2

Physician's choice of:

o )
o (6] o
@Q@Q Carboplatin (AUC 5 Q3W, 4 cycles)

or
Cisplatin (75 mg/m? Q3W, 4 cycles)
+/- pembrolizumat (200 mg Q3W)
Stratification factors:
» Geography: (East Asian vs non-East Asian)
» Brain metastases: (presence vs absence)
» Intended treatment (arm B) (+/- pembrolizumab)

Besse B et al, ASCO 2020 Solomon B et al, Future Oncol 2021

Selpercatinib is the First Targeted Therapy to Demonstrate
Superior Progression-Free Survival Compared to a PD-1
Inhibitor Plus Chemotherapy for Adults with Newly-
Diagnosed Advanced or Metastatic RET Fusion-Positive

Non-Small Cell Lung Cancer



How to manage disease PD¢

Maximal
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solvent front mutation;
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« MDM2 amplification
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Cancer type
B LCNEC M PD thyroid © Plasma timepoints On target
M Lung adenocarcinoma BEHGNEC | Progression @ Bypass

W Medullary thyroid

On-target: RET kinase domain mutations occur with a low
frequency based on early data

Off-target: Activation of bypass pathways including MAPK
pathway reactivation and MET amplifications

Multiple distinct mechanisms are often observed in the
same patient (polyclonal resistance)

Novello S et al, The Oncologist 2023
Rosen EY et al, Nature Communications 2022



How to manage disease PD?

Retrospective study, 16 institutions
= 105 biopsies from 89 patients progressing on selective RET TK]

@RET mutation or gain Selpercatinib

RET

BMET amp A764G £ Pralsetinib
®MET mut Vo0 - [
BATM mut GME;;’C‘”* 2 GE10X ]
mCell cycle gain in trans® i mu—wm
@CDKN2A/B loss | LBB1V
= ATBAG |
OPIK3CA mut - Gain 1
OPTEN loss Lo V804_G810delins VT sy ] I I |
oMYC gain ERBB2 amp 1
BERBB2 mut or gain E::Ff_": —H:
WECHRoWn G810S, V804M £ Rostfmon
BBRAF mut or fusion in trans g :L;Ash:ﬁ
@KRAS mut or gain :‘ET amplification, -1,- MT::;;;
WEGFRSamp Z MET FisH, 38% | orarhe
@TPD52-ROS1 fusion — Tissue NGS, 31% 5 ﬂmm l
@EML4-ALK fusion — Plasma NGS, 31% -
@Unknown cg:::z:
. . . CCND2 gain
Fig. 2. Putative on- and off-target resistance mechanisms  Fig. 3. On-target (RET) resistance alterations ccggﬁnil
- - - . . H H H *, fain
detected in post-RET TKI biopsies. The diagnostic method ~ detected in post-RET TKI biopsies. *G810 and comang s m H ﬂ:
used for MET amplification detection is listed. V804M mutations known to be in trans. A Il 1T ] m! - H

= Acquired RET mutations in 13% (G810X, 10%)
= Potential off target resistance alterations identified in 44% (MET amp, 12%)

Cooper AJ et al, ASCO 2023



How to manage disease PD?

> New RET TKls that
address solvent front
mediated resistance

» Combos? (+ MET inhibitors, i.e., capmatinib or cabozantinib)

Relative cell growth (%)

125+

1004

~e- HBEC-RET+EV
-#- HBEC-RET+MET

0.001 0.01 0.1 1
Selpercatinib (umol/L)

10

Relative luminescence (%)

RET Substitution Coverage

V804X G810X Other RET
Compound Gatekeeper Solvent Front Mutation

TPX-00461 Less potent
LOX0-2602 v
Vepafestinib34 v
(TAS0953/HMO06)

EP00315 v
(A400/KL590586)

APS031186 v

150 - I—|

100 - |

n
o
1

o
1

Veh
Selper
Criz
Combo

YB06N (hinge)
G810S+V804M

YB806C/N

Y806H

VEGFR2

Other Non-RET
Kinases

TRKA-C, SRC, FGFR1-

2, FLT3, JAK2
TRKC (40x selectivity)

JAK1/2 (10-22x
selectivity)

RET

Phase I/11
(NCT04161391)

Phase I/11
(NCT05241834)

Phase I/1I
(NCT04683250)

Phase I/11
(NCT05443126)

Phase I/1I
(NCT05653869)

Lin JL, WCLC 2023; Rosen EY et al, CCR 2020



Stakeholder cooperation in Rare molecular subtypes

Increased
preclinical
evidence
Patient-derived generation
models and tissue/
plasma banking
Increased

accrual and
nimble design

‘Rare’ cancer
clinical trial

Patients and
advocates

Regulatory agencies,
global harmonization

Cancer care Pharmaceutical Al and RWE
roviders and diagnostic generation
P companies groups
RWE generation
Synthetic Further activity

control group and safety information

Patient advocates, health-care agencies, investigators and companies with an interest in
diagnostics, therapeutics and real-world evidence have already taken steps to surmount the
challenges associated with research into low-frequency drivers

Harada G, et al. Nat Rev Clin Oncol 2023



The value of National Platforms: ATLAS

‘ AI LAS HOME  CHISIAMO CONSULTA I DATABASE

@ATLAS

Lo strumento

innovativo a

La Piattaforma Database interattiva e sempre aggiornata per lo studio, la caratterizzazione Q Pg12 -
e linterpretazione delle mutazioni a carico dei geni RAS servizio de"a

Welcome, Utente
mail@utente.it
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predittiva copyright by Atlas ©2022

Malapelle U et al, Eur J Cancer 2021

hitps://biomarkersatias.com/



Conclusions
BRAF, ROS1 & RET (& beyond)

::. Therapy = optimize 15 line
) | e
x| Strategy - address resistance (how to best sequence?)

E.: Biology & heterogeneity - dig deep into disease details
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