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Change From Baseline (256)

| start with 15 generation ALK TKI
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0.45 (95% Cl, 0.35-0.60)
P<0.001 (two-sided stratified log-rank test)
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] Median follow-up ~46 months in both arms
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THok et aP'asco 2617, B.J sdlomon et al, Jco 2918



Impact of Subsequent Therapy on OS: ALK TKI versus treatment ~ roussy

other than ALK TKI
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T.Mok et al, ASCO 2017, B.J Solomon et al, JCO 2018



2nd generation ALK-TKI in crizotinib-refractory roussy

NSCLC

Design/Assessment

Median PFS

ORR
IC ORR

Duration of Response

Ceritinib Alectinib Brigatinib
Phase 1/2 Phase 2 Phase 2
6.9M 8.9M 15.6M
(5.6-8.7) (5.6-11.3) (11.1-NR)
56% (49-64) 50% (41-59) 55% (44-66)
36% 57% 67%
8.3M 11.2M 14.8M

Kim et al Lancet Oncology 2016; Shaw et al. Lancet Oncology 2016; Kim DW et al, JCO 2017



3nd generation ALK-TKI in crizotinib-refractory Reussy
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NSCLC LORLATINIB: Pooled Efficacy (EXP2-3A)
(ALK™*, Crizotinib Only)
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2 Patients with at least one on-study target lesion assessment as per independent central review were ncluded. If any pro d ure was dff ent and not i t h ngeable from th e procedure at ing, the percent change from baseline could not be calculated and is not displayed.
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Updated Efficacy and Safety: B.Besse et alr ASCO 2019 Benjamin J. Solomon et al, WCLC 2017; lancet onco 2018



| start with 2"d generation ALK TKI

Ceritinib

Alectinib
Brigatinib
Ensartinib




| start with 2"? generation ALK TKI

Ceritinib
ASCEND-4
HR 0.55

Ensartinib

eXalt3
HR 0.51

Frogressian-free sunival (%)

Survie sans progressian %

Kaplan-Meier median progression-free survival
Centinitr 16-6 months (95% O 12.5-27.2)
Chemaotherapy 81 months {95% C15-8-11-1)
HR 0-55 {95% C1 0-42-073)

p<0-00001 by stratified log-rank test
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0 3 G 9 12 15 18 2I 24 27 30 33 36
Temps, mMais

M. & risgue

Ensartinib
Crizotinib

143 125 106 98 86 7& T2 54 30 21 10 5
147 124 94 75 56 A3 32 23 10 & 2 1 1

Horn L. et al. JAMA Oncol. 2021
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No, (%) of Patients Median PFS, PFS Probability, % (95% Cl)

With Events Months (35% Cl) 3Years 4 Years
—— Brigatinib (n = 137) 74 (54) 30.8 (21.3-406) 45 (36-54) 36 (26-48)
== Crizotinib (n = 138) 101 {73) 9.2(7.4-127) 18 (11-26) 16 (9-23)

1.0 4
084 HR for disease progression or death: 0.43 (95% CI, 0.31-0.58)
° e > p = 0.0001 by log-rank test
Brigatinib 2
@ 064
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o
o 041
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o
0.2
0.0 T T T 1 T T T T 1
0 6 12 18 24 30 36 42 48 54
No. at risk Months
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Crizotinio 138 80 46 35 22 18 17 T 1

Camidge R et al, JTO 2021

This made 2"d generation TKI Standard of Care



INSPIRE: Phase lll, Iruplinalkib

Primary Endpoint: IRC-Assessed PFS (ITT)

Iruplinalkib
= == = Crizotinib

INSPIRE: Phase I, Open-Label, Randomized, Multicenter Study s
i = s P
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Iruplinalkib (N=37) Crizotinib (N=44)

Median PFS (95% Cl). mo 21.95 11.01
{18.23-MNE) (7.46-14.T2)
Hazard ratio (95% CI) 0.242 (0.119-0.493)
P value (log-rank test) =0.0001

Runxiang Yang et al, WCLC 2023



Second-Generation ALK inhibitors given in frontline vs crizotinib

Alectinib Brigatinib :
ALEX ALTA-1L :

BM, %

Prior Brain RT

Previous chemoT

HR for PFS, investigators

HR for PFS, BIRC

Pts with BM at baseline, HR for PFS
Pts without BM at baseline, HR for PFS
|IC response rate, mesurable lesions, %
IC complete response rate, %

Cumulative incidence of CNS progression
as first event at 12 mo

T. Mok et al, annals of oncology 2020
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Maurice Perol and Aurelie Swalduz, JCO 2022



Which 2"d line after alectinib/ceritinib: Brigatinib? ROUSSY.
Efficacy of Brigatinib in patients who progressed on alectinib or ceritinib: ALTA-2 Study
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B .9 5D SD NE _
©
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8
E —20 "
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H Confirmed ORR?® by IRC assessment, n (%) 27 (26) [18-36]
—— [95% ClI]
5 60 ;
% mPFS by IRC assessment, months [95% CI] 3.8 [3.5-5.8]
o

-80 4 DCR, n (%) [95% CI] 56 (54) [44-64]

i6 Median DOR, months [95% CI] 6.3 [5.6-NR]

Ou S.HI, et al. Journal of Thoracic Oncology (2022)
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Ou S.HI, et al. Journal of Thoracic Oncology (2022)



Disctinct profiles of ALK resistance mutations after ROUSSY
failure of a second generation ALK TKI

NDOH

B L1196M/Q B G1202R B E1210K G1202del
[ G1269A (] H1T1TINIS Bl F1174C >2 ALK mutations
B C1156Y [] s1206Y [] v1180L ] ALK WT (ALK-independent)

updated from Gainor et al., Cancer Discov 6: 1118-33, 2016



Lorlatinib-ORR in previously treated patients with ALK+ NSCLC ~ RoUs%Y
harboring the most frequent ALK mutations in cfDNA (EXP2-5)
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Updated Efficacy and Safety: B.Besse et al, ASCO 2019



Lorlatinib in patients with at least one prior 2"d-generation ALK TKI 25/
(EXP3B-95) phase 1/2 study
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ALK resistance mutations in tumor tissue predict response to
lorlatinib after a 2"d generation ALK TKI

PFS (probability)

0.2

1 Tumor ALK mut negatlve

Tumor ALK mut positive .

mPFS: 11.0mo s Tumor ALK mutation positive (n = 29)
Median PFS, 11.0 months (95% ClI, 6.9 to NR)

mmmmm Tumor ALK mutation negative (n = 81)
Median PFS, 5.4 months (95% CI, 3.9 to 6.9)
HR, 0.47 (95% Cl, 0.27 to 0.83)

mPFS 5. 4mo

0 1 2 3 4 5 6 2 8 910111213 141516 17 18 19 20 21 22. 23 24 25 26 27 28
Time Since First Dose (months)
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Shaw et al, JCO 2019



The 3" Generation ALK/ROS1 TKI Lorlatinib has become Eﬁﬂ%‘é}j
a standard therapy after 2"d Generation TKls

1st generation TKI 2nd generation TKI 3rd generation TKI

crizotinib ceritinib lorlatinib
alectinib
brigatinib
2"d generation TKI 34 generation TKI
ceritinib lorlatinib
alectinib

brigatinib



| start with 3"d generation ALK TKI

Ceritinib

Alectinib
Brigatinib
Ensartinib

Lorlatinib

Increased potency against ALK
Increased CNS penetration and activity
Broader coverage of ALK resistance mutations




| start with 34 generation ALK TKI (CROWN Study) &=

------

Crzotnis [ ceriini [ Aictini> [ Brigatiis I Ensartnis N Loratini

Lorlatinih Crizotinib
(n=149) (n=147)
Events 49 92
Number censored 100 55
1004 Median progression-free ~ NR 93
90 survival, months (95% Cl) ~ (NR-NR) (7:6-11-1) . .
o i s J— Patients with event, 49 9
z 68 n (%)
g 70+ - 4 L %
£ 6o ﬂ"-ﬂl—sl?ll:"ﬂ f :
! o mPFS NE VS 9 3 mO Mecojlan PFS, months NE 9.3
oy | (95% Cl) (NE-NE) | (7.6-11.1)
2 2% | 19%
i — Lorlatinib ; | HR 0'27
10+ b : |
i | ; (95% Cl) (0.18-0.39)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 1-sided P value* <0.001
Number at risk
(number censored)

. .
ol 149 133 122 18 114 111105 104 9B 95 %0 8 88 8 5 8 2 55 0 3 u » 5 7 4 2 o Dy Stratified log-rank test.

(0) (5) (8) (9 (11) (12) (13) (13) (15) (16) (17) (17) (17) (18) (19) (21) (31) (45) (50) (66) (69) (77) (85) (93) (96) (98) (100)
Crizotinib 147 126 100 85 64 54 40 33 26 25 19 ¥ 7 17 6 1 9 7 6 5 4 2 1 1 1 0 0

(0) (13) (18) (23) (29) (30) (32) (35) (37) (37) (40) (40) (40) (40) (40) (44) (46) (48) (49) (50) (S1) (53) (54) (54) (54) (55) -

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NE, not estimable; PFS, progression-free survival o ,
Benjamin J Solomon et al, Lancet Respir Med 2022



| start with 37 generation ALK TKI (BM)

IC time to progression in patients

without baseline BM

Patients without intracranial progression (%)
A
T

99%

99"’&
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IC time to progression in patients
with baseline BM

M tlme to IC: NR vs 30.8mo
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Time since randomisation (months)
Number at risk
(number censored)

Loratinib 112 99 96 93 90 87 85 84 81 79 76 74 74 73 7L 69 61 49 44 3N 7
(0) (12) (15) (28) (21) (24) (26) (27) (30) (32) (35) (37) (37) (38) (40) (42) (50) (62) (67) (80) (84) (92) (98) (104)(108)(110)(112)
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(0) (17) (28) (34) (43) (49) (55) (57) (62) (63) (67) (68) (68) (68) (68) (72) (74) (76) (77) (78) (79) (81) (82) (82) (82) (83) -

Events 8 26
Number censored 29 13
Median time to NR 73

intracranial progression,
months (95% CI)

(NR-NR) (37-93)
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Time since randomisation (months)
Number at risk
(number censored)
lorlatinib 37 32 31 29 27 27 24 24 24 23 22 2 0 220 19 17 14 13 10 8 T 5 4 1 1 0 0
(0) (3) (4) (5 (6) (6) (8) (8) (8) (9) (10) (10) (10) {10) (11) (12) (15) (16) (19) (21) (22) (24) (25) (28) (28) (29) -
Crizotinb 39 29 21 16 11 7 3 1 3 1 0 ¢ 0 ¢ 0 0 O 0 O O O O O O O 0 ©0

0 3 @ 7@ (9 (10) (12) (12) (12) (12) (13) - R T U

Benjamin J Solomon et al, Lancet Respir Med 2022



Main Results in Terms of Efficacy of Available Second- and Third-Generation &Sty

ALK Inhibitors Given in Frontline Versus Crizotinib

Brigatinib
ALTA-1L

Alectinib
ALEX

BM, %

Prior Brain RT

Previous chemoT

HR for PFS, investigators

HR for PFS, BIRC

Pts with BM at baseline, HR for PFS
Pts without BM at baseline, HR for PFS
|IC response rate, mesurable lesions, %
|C complete response rate, %

Cumulative incidence of CNS progression
as first event at 12 mo

38
0
0.43
0.50
0.37
0.46
81
45
9.4

13
27
0.43
0.48
0.25
0.65
/8
45
9

Lorlatinib
CROWN

0.19
0.27
0.21
0.29
82
60
2.8

Maurice Perol and Aurelie Swalduz, JCO 2022
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Best sequence? ROUSSY-

1st generation TKI ond generation TK 3d generation TKI
crizotinib ceritinib lorlatinib
alectinib
brigatinib

3 generation TKI
ceritinib lorlatinib
alectinib

brigatinib

3rd generation TKI ?
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Overall survival (ALEX study) ROUSSY

AL EX J 'AL EX Alectinib Crizotinib

n=103 n=104
Patientwithevent 42 (40.8%) 41(39.4%)
100 - Patient without event 61 (59.2%) 63 (60.6%)
o 100 = Median (months) NE NE
— Crizotinib (n = 151) (95% CI 70.6-NE) (95% Cl 68.5-NE)
— Alectinib (n=152) P value 09105
80+ Censored Hazard ratio 1.03 (95.0405% C 0.67-1.58)2
80 4
60
G 60+
S oLy SE
0 | 2
40_ H H ° 0 0 ° ° . o
Cross over to alectinib : 21.1% o Cross over to alectinib : 78.8%
Ceritine: 21.1%, Brigatinib: 9.6%, lorlatinib:8.8% Brigatinib: 1%, lorlatinib: 2.9%
20 p0 ] — Alectinib (n=103)
HR 0.67 (95% C1 0.46-0.98) = Crizotiib (n = 104)
P=0.0376 <+ Censored
00 lﬁ 1|2 1‘8 2I4 3‘0 3|E 4|2 4‘8 514 5|0 0 LI 1 1 I 1 I 1 I I 1 I I T I 1 I I 1 | I I T 1 I I 1 |
013 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 (months)
Time (months)
Nurnber &t risk No. of patients at risk
Meclnib 12 142 131 127 120 11 103 %8 o4 o4 & & & 888 7 @ & B 8 o 104103103 102101 98 98 96 91 88 86 80 77 74 72 70 69 67 67 67 66 54 42 27 20 10 2
Crizotinib 151 141 128 116 104 100 93 84 V3 71 67 63 60 59 55 51 48 3H»H 18 12 3 >
Alectinb 103103 103 101 97 95 94 89 87 85 82 79 76 74 72 71 70 70 69 64 62 48 40 31 23 13 3

T. Mok et al, annals of oncology 2020 K. Hotta et al, ESMO open 2022



Ove ra" Su leal ( ALTA.1 L stu dy) with brain metastases at baseline GRL[IJSLEE?

1.0~
" HR for death: 0.43 (95% Cl, 0.21-0.89)
= p =0.020 by log-rank test
S 0.8
'Q LIE LB 11 unill Ll 11} J
e
. ; 0. 0.6
Overall Survival: ITT Population T
- E L“_‘.H_I.A_N_A_M_l
1.0 & 047
> l
= =
—_ © Deaths, Survival Probability, % (95% CI)
% 0.8 1 g 0.2 No. (%) of Patients 3 Years 4 Years
0 e m i O ] = Brigatinib (n = 40) 11 (28) 74 (57-85) 71 (53-83)
o) - W ~— Crizotinib (n = 41) 22 (54) 55 (38-60) 44 (28-59)
-
00 1] ] I 1 1 1 1 1] 1
0 6 - 0 6 12 18 24 30 36 42 48 54
©
> ] HR for death: 0.81 (95% CI, 0.53-1.22) No. at risk Months
c p =0.305 by log-rank test Brigatinib 40 38 35 32 29 26 26 16 4 0
(?) 0.4 1 Crizotinib 41 33 29 27 22 21 21 9 1 0
= without brain metastases at baseline
g Deaths, Survival Probability, % (95% CI)
0 0.2 No. (%) of Patients ~_ 3 Years 4 Years 1.0
e} | = Brigatinib (n = 137) 41 (30) 71 (62-78) 66 (56-74) 2
== Crizotinib (n = 138) 51 (37) 68 (59-75) 60 (51-68) B o8
OD ] I I I I I 1 1 | -8 4
0 6 12 18 24 30 36 42 48 54 o 6 HR for death: 1.16 (95% CI, 0.69-1.93)
il Months % P =0.603 by log-rank test
Brigatinib 137 121 108 97 92 88 84 52 7 @ 047
Crizotinib 138 123 116 106 94 90 84 42 5 =
© Deaths, Survival Probability, % (95% CI)
g 0.2 1 No. (%) of Patients 3 Years 4 Years
| —— Brigatinib (n= 97) 30 (31) 70 (59-78) 64 (52-74)
cross over to ALK TKI : 93% @ — Crizotinb n=97) 29 (30) 73 (62-81) 67 (56-76)
DO 1 I I 1 I L] 1 L] 1
alectinib : 68%, crizotinib 5%, ceritinib 3%, brigatinib 21% ? 4 = L aa 0 8 ® ® #
No. at risk Months
Brigatinib 97 83 73 65 63 62 58 36 3 0
Crizotinib 97 90 87 79 72 69 63 33 4 0

Camidge R et al, JTO 2021



Safety profile of Lorlatinib

ALEX StUdy {/@P
\ N
\, J}—"

= Bradycardia
.1% of patients in A (8.6% of patlents In ALEX;
all grade 1 or 2) all grade 1)

Renal toxicity
6% of patients in 5
2.6% of pati in ALEX
grade 3, 4 or 5)

Liver function

abnormalities

(34.2% of patients in ALEX;
moe it o

Constipation
(36.8% of patients in ALEX;
mostly grade 1 or 2}

Rash
(13.8% of patients in ALEX;
all grade 1 or 2

Peripheral oedema

all grade 1 or 2)

Anaemia
(26.3% of patients in ALEX; —
mostly grade 1 or 2)

/

K Myalgia
/) 4 > Fatigue

\

R. Dziadziuszko et al, ESMO open 2022 o

(19.1% of patients in ALEX;

Liver fonction
& Peripheral oedema
o

Preferred AE/cluster term

GUSTAVE /

CROWN study %=
Asian patients

Lorlatinib  Crizotinib

» Hypertriglyceridemia® -
Nausea =

Edema’ -
» Hypercholesterolemia’

Diarrhea -

Weight increased -

Constipation -

Alanine aminotransferase increased
Vision disorder’ -

Vomiting -

Aspartate aminotransferase increased
sPeripheral neuropathy® -

Arthralgia -

Cough -

Pyrexia -

Rash -

Dizziness -

Decreased appetite

Upper respiratory tract infection -
Blood creatine phosphokinase increased
Anemia

Fatigue® -

Cognitive effects’ -

Neutrophil count decreased -
Hypertriglyceridemia
Hypercholesterolemia

|

I

Grade 1/2
B Grade 3-5

Weight increaded |
Peripheral neuropathy «
Cognitive effects

I I

60 80 100

?
:

Incidence, % .
Qing Zhou et al, ESMO 2022
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How does resistance to targeted therapy develop ? ROUSSY

Disease at diagnosis Response to therapy Disease progression Response to new therapy

&

G1202R/L1196M
— G1202R/G1269A
\ |, 11171T/D1203N
G1202R /" _ M171N/D1203N
4 _—~ M171N/L1198F
— C1156Y/L1198F
X
3 ALK muts
MET '
O ™~ G1202R
: ™
17N, 2"2'3,{ Gr1269A
G1269A 7 / \. 11171N
L1196/ 11171
V1180

2G TKI Lorlatinib

Dagogo-Jack | et al, CCR 2020



Frequencies of compound, single, vs no ALK mutation detected in  ro¥ssy
lorlatinib-resistant tissue biopsies

Post-Lorlatinib tissue biopsies

Compound mutation
(29%)
No mutation N=48

Single mutation
(19%)

Aya Shiba-Ishii et al, Nat cancer 2022
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Overcoming ALK-Dependent resistance to lorlatinib: g
Novel 4th-Generation ALK TKis

Overcoming ALK-Dependent Resistance to Lorlatinib:
Novel 4th-Generation ALK TKis

TPX-0131 (NCT04849273) TPX-OI31 baund to ALK
Ba/F3 EMLA-ALK TPX-0131 Crizotinib® Alectinib® Brigatinib® Cerltinib* Lorfatinib* , )” af
L1196M/L1198F N=3 <02 252 2250 253 1410 1310 V‘Q" N =A ‘“"‘.\ 0 3 4
LT198F/C1156Y N=3 <02 193 776 102 1310 140 F,L[. N i ; -.
GI202R/C1156Y N=3 02 745 2420 810 1300 521 OK,N-" 27 Ly
GI1202R/L1196M N=3 07 808 10000 1100 1260 4780 8 e & 7, 'D‘:
GI1202R/L1198F N=3 <02 188 3000 2040 2010 1710 s CYACES o1
G1202R/G1269A N=3 9.9 705 7200 164 303 636 ~¢ { é e [}
G1202R/G1269A/L1204V  N=3 149 634 6740 176 345 673 D Sy
GI202R/G1269A/L1198F  N=3 02 596 >10000 %07 1670 6330

* Proxy reagents purchased from commercial sources

Cui JJ et al., AACR 2020; Brion WM et al., Mol Cancer Ther 2021
NVL-655 (NCT05384626)

Cell with ALK fusion NUV-655 | Crizotinib  Ceritinib  Alectinib Brigatinib Lorlatinib

No kinase NCI-H2228 (EML4-ALK v3) 0.70 20 55 13 13 <11
domain NCI-H3122 (EML4-ALK v1) 2.0 180 48 22 22 35
mutations { Wild-type 1.6 270 90 25 42 42

7 G12om | <073 | 950 570 1600 - 400 120

G1202R+ G1202R/L1196M 7.0 1500 1400 2200 820 3900
mutations G1202R/G1269A 3.0 1100 350 1300 240 970
G1202R/L1198F 2.0 170 1300 2200 470 720

. L Pelish HE et al., AACR 2021
Slide courtesy of Jessica Lin, MD elsnmketa



4G ALK TKI NVL-655: Preliminary Efficacy and Safety %

ALKOVE-1 global phase I/ll study

Coverage of single and compound ALK mutations demonstrated clinically

E/

Activity in heavily pre-treated patients including those with and without compound ALK resistance
mutations [ORR 56% (9/16) with compound mutations], those who have received prior lorlatinib

[ORR 40% (10/25)], and those with history of brain metastases [ORR 52% (15/29)]

No known ALK resistance mutation Single or Compound ALK resistance mutation(s)
ORR =5/23 (22%) ORR = 15/28 (54%)
80
60
KEY:
401
B oomgan £
&
2 20
B 1somgap 3
8 0
B 00 mgap £ PD PD PD PD SD SD SD SD SD
g 50 sp sp sp
B somgap 2 201
5
B 2smgap R -401
g
15 mg QD D g0
_BO-
-100-
UL A LA « 001 100) 25 1200 100] 56 ] 100{ 1001 100{200{ 35§ 25 B 100{200] 50 1 38 }100] 100] 50| 50
Prior ALK TKI 4 2 2 2 1 3 1 4 2 4 2 2 4 2 2 2 1 2 1 4 3
Crizotinib . . PR . . P
Alectinib s+ = = = a2 3 8 = s & = a =
Brigatinib
Ceritinib
Larlatinib . s = = s s+ ® & s s« = s ®w = . = = s s s ®8 ® ®8 = ®= & ® 32 = s s s ®s s s = ®= s ® &®
Prior lines, chemaotherapy 2 22200 2 0D 1902 1 001 01000 2 2 i1 001110110002 311002 2 0010 2
Priar lines, anticancer
therapy ! B & & 2 1 5 1 & 2 & F 2 & 5 3 5 1 21 &5 3 3 4 2 2 3 4 4 4 6 1 3 2 4 7 4 3 3 2 4 8 3 2 5 2 5

Lin JJ et al., AACR-NCI-
EORTC 2023



TROPION-Lung05: Datopotamab deruxtecan : previously treated NSCLC with AGA
_ Screening |

Key Inclusion Criteria Primary: ORR by BICR
« Stage lIIB, llIC or [V NSCLC Secondary:

* Presence of 21 actionable genomic alteration (EGFR, ALK, ROST, Dato-DXd | M. | * ByBICR andinvestigator: DOR,
NTRK, BRAF, MET exon 14 skipping, or RET) 6 mg/kg > DCR, CBR, PFS, TTR
«ECOGPS=0o0r1 QW |17 | . Byinvestigator ORR

« 08, safety, PK, immunogenicity

* 21 line of targeted therapy

* 1 1o 2 prior cytotoxic agent-containing therapies in the metastatic setting
* Radiographic disease progression after targeted therapy

All Pﬂ::;;:ts f Patients \
Response per troated EGFR with ALK
RICR (N=137)  mutations ma’:;';g‘:;"“m
(N=78)
ORR confirmed, 49 (35.8) (1)
34 (43.6 2535 ?
EGFR n (%) 127.8,44.4 [32.:(1 55.3},] [10.7.41.2]
mutation ks htll ] ' o
positive® ”'“"?1“ DO, 7.0 7.0 7.0
57% TN 4298 4.2,10.2 2.8,8.4
ROS1 rearrangement [95% Ci] [ : : : : ]
% DCR confirmed e
A ' (78.8) 64 (82.1) 25 (73.5)
RET rearrangement AR [71.0,853 [71.7.89.8] [55.6,87.1]
6% [95% CI] ]
. MET exon 14 sKipping Median PFS
4 54 58 4.3
RA . ion months®
BRAF m_utatlo [95% CI] [4.7.7.0] [5.4,8.3] \_ [2.6,6.9] Y,

3%

L.Paz-Ares et al, ESM02023




Efficacy of HER3-DXd (Patritumab deruxtecan) in NSCLC without ~ RoUssy,
EGFR-activating mutations (dose expension cohort 2)

MET, RET, ROS1, EGFR Ex20ins, KRAS, ALK, NRAS

BORBbyBICR

4 BR B 50 WP BN+ Tramentongorg
e 0 il i
8, O_IF
28 + ; : e
%E 20 . Driver Alteration Identified
g
-y
% 40 Outoomse . " 0
A ORR: 28.6%
) - Disease confroi rate (95% Q1L % . .
p i n=21 DCR: 76.2%
40 Duraion of msponse, medan (B4 CIL M0 4(42NE) _
i o i o o Median DOR: 9.4 months
- £ IR =R EaBscBuB% mPFs: 10.8mo
i W s
D:ﬁl!ld Gﬂ‘.\ﬁﬁ Lirs SI208F

mechanizm S

Of-target resistance 8F
mechamsm VEE t t

Conor E.Steuer et al, ASCO 2022
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ALINA: efficacy and safety of adjuvant alectinib versus ROUSSY
chemotherapy in pts with early-stage ALK+ NSCLC
IB-lIIA
Resected Stage 1B (24cm)-IllA Alectinib ”
i Al Chemoth
ALK+ NSCLC 600 mg BID Recurrence Characteristic (ne:1t Iz.nul)b e(I::: zg;apy
Other key eligibility criteriz: 2 years Further .
» ECOGPS 01 Itreatmlents e!1t Median age 0 54 years 57 years
o Eligile o receive platinum-based R mveshthalors <65 /265 years, % 719/21 13127
choice
;hdem‘Terapd? o S i Sex: femele | male, 542 46154
o Adequate end-organ function Phatiniinhased _ |
o+ No prior systemic canoer therapy or chematherapy’ Reclnaris Tnloweap Smoking status: never / former | current, % 65/32/4 55/4312
ARTHS Q3. 4 cycles Race: Asian / non-Asian, % 5543 5644
Stratification factors:
. 0,
¢ Diseasestageper UICCAJCC 7 ECORESED/A. % B o
editon: 1B 2 dem)vs lvs 1A v Disease assessments (incuding brain MRIJ were conducted: af basefing Stage at diagnosis*: B /11 1A, % 11136153 9/35/55
+ Race: Asian vs non-Asien every 12 weeks for year 1-2 every 24 weeks for year 3-8, then annually
Nodal status: NO/N1/N2, % 16/35/49 14/34152
; : . 4 0
Primary endpoin OtherenFlpOInts | ; . Histology: squamous / non-squamous, % 5195 2198
DFS per investiaator s tested hierarchically: * O deasefee sunivel €T, We report daia
SRR WES eI SRR o (ORGCRIERIEII  Surgical procedure:
. Stage [HIIA - ITT (Stage [B-llIA) . Sl interim analysis of DFS Lobectomy / Other, % 97/3 9218

B.J. Solomon et al, ESMO 2023



Disease-free survival; stage II-llA*

Disease-free survival: ITT (stage [B-IIA)*

GUSTAVE/
ROUSSY

CAHCER CAMPS 'f
AL A,

; 10+ it
L 93.8% Mectiih  Chemotherapy Alectinib  Chemotherapy
(N=116) (N=115) {=130) (Het27)
804 Mectinb | ; 4 Alectirb | | s e
g Patients with event 14(12%) 45 [39%) 3 Patiarts wih zven] 151125 30 (385
o Death 0 1 . kel ) i
3 Recurrence 14 4 2 Recurrence 13 4
E 60 4 I E fill o :
g : Chemotherapy |Median DFS, Not reached 44 R | Chemotherzpy | Median DFE; Tkt rzthes 43
T rEskSheRsa S LI rhonths (95°% ) (278, NE) 6 T e RS, "o stelb s (4 ) leB5.E)
b 40 + | I I 4= I I ;
; | | DFSHR 0.24(0.13,045) b | | DFSHR 0.24 013,043
9 H R- 0 2 4 | (%5 Cl) of<0.0001 g H R- 0 2 4 . Has ol L0
a] | |
2 il | 0 " Vel .
I | | |
| | | |
| | | I
1 | | I
0 T T T : T I| T T T ] T T T 1 T T T T T
0 6 12 18 2% 30 3% £ 48 5 i ; i B ¥ % B £ & 0w Athe data cutoff daie, 08 data
Time (months) Tirme {months) were immature wih only
No. at risk o, at risk (2.3%) 05 events reportedt
Mectinib 116 " m 107 67 49 35 21 10 3 Haink 130 12 143 il T ) H . 10 3

Chemo 113 102 88 78 48 35 2 17 10 2 Cheme 107 11 k] 1 & 4 &7 1 ) :

Median survival follow up: alectinib, 27.9 months; chemotherapy, 27.8 months Median survival follow up: alectinib, 27.8 months; chematherapy, 28.4 months

B.J. Solomon et al, ESMO 2023
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| ] | | | |
Disease-free survival subgroup analysis (ITT) ROUSSY
Subgroup No. of events / patients DFS HR (95% ClI)
All patients 65 /257 B 0.24 (0.14-0.43)
1
Age <65 43 /196 = 0.26 (0.13-0.52)
265 22 | 61 - 0.24 (0.08-0.71)
|
Sex Male 35 /123 & 0.26 (0.11-0.60)
Female 30 /134 E- 0.22 (0.10-0.50)
|
Race Asian 31 /143 L : & 0.36 (0.17-0.79)
Non-Asian 34 /114 ——— 0.16 (0.06-0.38)
ECOG PS at 0 32 /137 : - 0.20 (0.09-0.46)
baseline 1 33 /120 b —= 0.31 (0.14-0.69)
1
Tobacco use Never 37 /154 k = 0.27 (0.13-0.55)
history Current 0/ 8 : NE
Previous 28 | 95 + — 0.22 (0.08-0.57)
Stage* Stage IB 6 / 26 « - 0.21 (0.02-1.84)
Stage I 22 | 92 « ® 0.24 (0.09-0.65)
Stage IlIA 37 /139 } # 0.25 (0.12-0.53)
1
Regional lymph NO 117 39 ‘ — 0.19 (0.04-0.88)
node status N1 20 / 88 b — 0.34 (0.13-0.89)
N2 34 /130 . = 0.21 (0.09-0.47)
1
1
1 1 1
0.1 0.3 1.0 3.0
e >

Alectinib better Chemotherapy better

Adjuvant alectinib represents an important new treatment strategy

for patients with resected, stage IB-IlIA, ALK+ NSCLC

B.J. Solomon et al, ESMO 2023
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ESMO Guidelines

Stage IV NSCLC with ALK translocation

Alectinib [1, A; MCBS 4; ESCAT |-A]=>+
Brigatinib [I, A; MCBS 4; ESCAT |-AJ*®*

. orlatinib [I, A; ‘ -Apee St. nd I
Piorto AKTH oA 1°- 37 generation
sl 2G and 3G: Preferred option

First Gen ALK TKI | i

Later line crizotinib
+ +
AV N
Oligoprogression ] [ Systemic progression ]

M

+
' . ' .o 1 %
FlrStlme Cf|20t|n|b — Logal treatme ;
i ! g Systemic Rebiopsy recommended
(surgery or RT) and continue targeted (not mandatory for decision)
systemic treatment [IV, C]
_-fia.__o |

AT | )
JJ Atter crizotinib:

Firstline 4 Alectinib [1, A; MCBS 4; ESCAT I-AJ*
Brigatinib [Ill, A; MCBS 4; ESCAT I-AJ**
Ceritinib [1, A; MCBS 4; ESCAT |-A]=

After at least 1 ALK-TKI, other than crizotinib:
Loratinib [Ill, A; MCBS 4; ESCAT I-AJ*

37 Gen ALK TKI

Firstline [ Systemic progression ]
o 1 2 3 4 5 6 9 10 +

If no previous lorlatinib; lorlatinib [lll, A; MCBS 4; ESCAT I-A]*

l 8
Time (Years) 6-8Y.... Sein oo O A

Atezolizumab—bevacizumab—paclitaxel-carboplatin [lll, B; MCBS 3]°




Patients with ROS1+ NSCLC ROUSSY.

ROS1 rearrangements are associated with:

SLC34A2

East Asla USA/Europe

BRAF mutation
(0.5-1%) EGFR mutation

(40-55%)

— 12%
mutation BRAF

- Unknown
(2-3%) m 10-15%
RET fusion i
(1-2%) _

b -l HER2 ROS1 fuslon
mutation RET fusion | (1-2%)

(2-3%) (1-2%)

Incidence : 0.9 - 2%

TMEM106B (<1%)
TPD52L1 (<1%)
CLTC (<1%)

Jessica J. Linet al, JTO2017
Davies CCR 2012, Park JTO 2018, Lin JTO2017, Kron Ann Oncol 2018, Aisner CCR 2018, Aggarwal JCO Precis Oncol 2018



1st 2nd and 39 Generation ALK and ROS1 inhibitors

"‘i|iii‘iii‘i|ii‘i|i‘ii‘ii""""""“““““““““““‘\"‘iii‘ii""‘ii‘i‘i1"11‘ii‘i‘1"""“““““““““““‘\ ‘[:).l:lk‘ ‘E! I' -I:Ei l-ig:‘a!i:!; ‘t\klc, I:, '.(]""E! I

CANCER CAMPLS
GRANT PA

Ceritinib
Alectinib
Brigatinib
Entrectinib
Lorlatinib
Repotrectinib
Taletrectinib

NVL-520

2nd
2nd
2nd
3rd
3rd
3rd
3rd

ALK, ROS1, IGFR-1

ALK, RET, LTK

ALK,ROS1, Mutant EGFR
ALK, ROS1, TRK

ALK, ROS1

TRK, ROS1

ROS1

ROS1

1L-2L ALK

1L-2L ALK

1L-2L ALK

1L+ ROS1

2L/3L ALK, ROS1
1L-2L ROS1
1L-2L ROS1

2L ROS1



PROFILE 1001: CRIZOTINIB - ROS1 EXPANSION COHORT (N=353)

TKI naive patients

GUSTAVE/

ROUSSY
CANCER CAMPUS / \

GRAND BARIS

100
Best % change from baseline in target lesion size (N=51)? ROS1-
80 rearranged Shaw et al.
ORR: 71.7% (577'832) NSCLC 2014
60 (N=53) (N=50)
°\\°/ mPFS: 19-3m0 (15.2-39-1) BOR, n (%)
2 40 Best overall response: CR 6 (11.3) 3 (6)
?} 204 M Complete response M Partial response PR 32 (60.4) 33 (66)
5 Stable disease M Progressive disease SD 10 (18.9) 9 (18)
e 0 * PD 3 (5.7) 3 (6)
(@] N a
2 NE 2 (3.8) 2 (4)
S 20 ORR, % 71.7 72
_(CCU * 95% ClI 57.7-83.2 58-84
© 401 Median TTR, wks 7.9 7.9
Range 4.3-103.6 4.3-32.0
—-60]
" Median DORP, 24.7 17.6
_80- mos 15.2-45.3 14.5-NR
95% ClI
_1004 ‘Indicates tumor assessment by RECIST v1.1.

aExcludes 2 patients: one with early death and one with indeterminate response.

aResponses could not be evaluated in 2 patients because of early

death or indeterminate response.
bEstimated using the Kaplan-Meier method.

Shaw.A et al, ELCC 2019 and annals onco 2019

BOR, best overall response; Cl, confidence interval; CR, complete response; DOR, duration of response; mos, months; NE, not evaluable; NSCLC, non-small cell lung
cancer; ORR, objective response rate; PD, progressive disease; PR, partial response;
RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; TTR, time to response; wks, weeks.
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ROS1 inhibitors in TKI naive patients ROUSSY
Crizotinib - ORR 72% ., Ceritinib — ORR 62%

807
607
407
207
o=
-207]
—407
—607]
—807

mPFS: 19.3m  mPFS: 19.3m
2 Entrectinib - ORR 67% Lorlatinib — ORR 62%

0 -

-25

50 -

-75 -

Best change from baseline (%)
i]«
o
——
—
[ T—

o
-----

100 -

Best Overall Response
M CRorPR H SD W PD W NE/ND

mPFS = 15.7 mo mPFS: 29mo




ROS1 inhibitors in TKI naive patients

80
60]
40
20

00 mMPFS: 19.3m

%54 Entrectinib - ORR 67%

-25

-75 4

100 { Best Overall Response

mPFS =15.7 mo

"% Crizotinib — ORR 72%

100

-100 -

Best change from baseline (%)

20
40 4
-60 -
-80 4

80
60
40
20

Ceritinib — ORR 62%_

I PR

mPFS: 19.3m

Maximum change from baseline
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Lorlatinib — ORR 62%
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® Off treatment or progre
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GUSTAVE/
RDUSSY

CAMCER CAMPUS !

Repotrectinib — ORR 79%
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Taletrectinib - ORR 92.5%




Summary of ROS1 TKils in TKI-naive ROS1+ NSCLC

Crizotinib
(Profile 1001)

N 53

ORR 72%

mPFS 19.3mo

CNS N/A

activity

Reference Shaw et al, annal

oncol 2019

Entrectinib
(ALKA,

STARTRK-1,
&)

168
68%
15.7mo

(25/48)
52% pts
with
mesurable
or
nonmeasur
able IC
disease

Dirlon et la, JTO
CRR 2022

Ceritinib
(Korean
phase 2)

20
67%
19.3mo

(2/5) 40%
pts with
mesurable
or
nonmeasura
ble IC
disease

Lim et al, JCO
2017

Lorlatinib
(Phase %)

21
62%
21mo

(7/11)
64%

pts with
mesurabl
e or
nonmeas
urable IC
disease

Shaw et al,
lancet oncol
2019

Taletrectinib | Repotretinib
(TRIDENT-1,

(TRUST
chinese
phase 2)

67
92.5%
33.2mo

(11/12)
92% pts
with
mesurable
IC disease

Li W et al, ASCO
2022

Phase %)

71
79%
35.7mo

(8/9) 89%
pts with

mesurable
|IC disease

Cho et al, ENA
2022

Cho et al,
WCLC23

GUSTAVE/

ROUSSY
ol A

GRAND PARIS

NVL-520
(ARROS-1)

~100-fold
increased
potency for
ROS1 and
ROS1
G2032R
over TRK

A Drilon et al,
cancer discovey
2023



On-Target resistance to ROS1 TKis ROUSSY.

Disease at diagnosis

Crizotinib-resistant biopsies
(n=42)

- Up to 40% of crizotinib-resistant patient

ROl 2 biopsies harbor on-target, ROST resistance
Unknown mutations

2% ' . The most common ROS1 resistance mutation
/-ROS13'3/2°33N after crizotinib is ROS1 G2032R

\\Ros1 S1986F +  Solvent front mutation (analogous to ALK

— G1202R) refractory to several TKIs
Pl o » Detected in ~1/3 of resistant biopsies

Lin JJ et al., Clin Cancer Res 2021:27:2899-909



Post-lorlatinib resistance...

32 post-lorlatinib biopsies

ROS1 mutations identified in 46%
ROS1 G2032R: most commonly occurring
mutation in approximately one third of cases

Additional ROS1 mutation

L2086F(3.6%) Also identified

G2032R/L2086F (3.6%) MET amplification (4%)

G2032R/S1986F/L2086F (3.6%) KRAS G12C (4%)

and S1986F/L2000V (3.6%) KRAS amplification (4%)
NRAS mutation (4%)

and MAP2K1 mutation (4%)

J.J.Lin et al, CCR 2021



ROS1 inhibitors in TKI pre-treated patients ROUSSY.

EANCER CAMPUS I \
GRANT) PARIS

ROS1 G203 2R resistance mutation

Repotrectinib - n=56 Repotrectinib

40- [n = 56)
ORRE<, % (95% Cl)
100 - (R, n (%)
PR, n (%]

Maximum % Change From Baseline in Tumor Size

1 prior ROS1 TKI AND no prior chemo

Phase 1/2 - RP2D N=17, ORR: 58.8%
ORR: 37-5% 40 - 2 ]ggg; Zg; :Elli_ﬁ :oplpar:?r:u?-ebrz:ed chemo

CBRES, % [95% CI)

Byoung Chul Cho et al, ENA 2022

RP2D : recommended

I 2 prior ROS1 TKIs AND no prior chemo
MPFS = NR 2
g 0
N
- .20 -
i E
£ -40 -
= i
c -60- _ : ; ;
= Patients with ROS1 G2032R resistance mutation
_80 | (n = 17)
37.5 (24.9-51.5) ORR=4, % (95% Cl) 58.8 (32.9-81.6)
3(5.4) 100 7| CR.n(®%) 1(5.9)
13 [32‘” P03 el # = treatment ongoing
82.1 (69.6-91.1) # = treatment angoing CBR=#, % (95% CI) 70.6 (44.0-89.7)
DOR = 6 months, % (95% Cl) 70.0 (41.6-98.4)

phase 2 dose Byoung Chul Cho et al, ENA 2022



ROS1 inhibitors in TKI pre-treated patients ROUSEY.

1y Lorlatinib — ORR 35% NVL-520 - n=21
| N=40 Phase 1 — dose escalation
: 1 % ORR: 48%

e

il ORR: 780/0 ptS Wlth ® PR pR
' gt * ROS1 G2032R Pﬂ

i
- Pon T - I?ETIEGD E -X= S0 0 0 D
) Buomer S -

| J 2smeco

Best %% ch

1 Not potent on Q1 meremmte et e
T T FR
- GZO 32R IR Dhose Level Cahvort [mg 001 135 - LT
1 Prior ROS1 TH) 2 3 AR 2
° Crizeinh i i " ¥
| resistance N b . AR :
. Lorating 0 W M i " ¥ i
7 m Utath n N Repatrectini ' P '
Prinr lines, chemotheragy 3 | & i f 1 3 1 1 1 1 | 1 ) i 1 1 i
e rrrrrrrrr et Prorloes,aticncertherapy 3 2 11 3 1 4 & 3 3 6 3 4 4 4 3 8 1

Shaw Lancet Oncol 2019 Drillon ENA 2022



ROS1 TKils in crizotinib/TKl-pretreated; Next-generation ROS1 TKis

ORR

mPFS
CNS activity

Clinical ROS1
G2032R activity

Most common
treatment-related
or trtt-emergent
AEs

Reference

Lorlatinib

(Phase 1/2)

40

35%
(prior crizotinib)

8.5mo

(12/24) 50% pts with baseline
measurable or nonmesurable

CNS metastases

Response in 0/6 (0%) pts

with baseline ROS1 G2032R

in plasma

Hypercholesterolemia,

hypertriglyceridemias, edema,
peripheral neuropathy, cognitive

effects, weight increaded,

dizziness, mood effects, lipase

increased

Shaw et al, lancet oncol 2019

Repotrectinib
(TRIDENT-1 Phase
1/2)

56

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

9.0

(5/12) 42% pts with
baseline mesurable
CNS metastases

Response in 10/17
(59%) pts with baseline
ROS1 G2032R

Dizziness, dysgeusia,
constipation, paresthesia,
dsypnea, anemia, fatigue,
nausea, muscular
weakness, ataxia

Cho et al, AACR-NCI-EORTC
2022, Cho et al WCLC23

Taletrectinib
(TRUST Chinese
Phase 2)

38

50%
(prior crizotinib)

9.8

(11/12) 92% pts with
baseline mesurable
CNS metastases

Response in 4/5 (80%)
pts with baseline ROS1
G2032R

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

Li W et al, ASCO 2022; Li W et
al, ELCC23

GUSTAVE/
ROUSSY

CAMNCER CAMPUS ! LY
GRS PARIS

NVL-520
(Phase 1)

21

48%
53%(9/17) with=2prior
ROS1TKI, 21 chemo

NA

(8/11) 73% pts with
baseline CNS
metastases

(7/9) 78% pts with
baseline ROS1
G2032R

Fatigue, nausea, ALT and
AST increased, oedema,
myalgia

Drillon et al, ENA 2022



Advanced ROS1+ NSCLC

1.0 S1986F
Current 2L treatment Paradigm
0.8
Entrectinib
. .rec."TI Next-gen ROS1 TKI e
Crizotinib
0.6
% 0.5
Entrectinib Chemotherapy = o4
Crizotinib Clinical trial 0.3
Entrectinib:Preferred over crizotinib in patients with BM 0.2
(ESMO Guidelines)

Next-gen ROS1 TKI (Reprotrectinib...) ? | Post-crizotinib

15 Nov2023, FDA approved repotrectinib (AUGTYRO) for the treatment of pts ROS1-positive NSCLC
Not EMA approved

Lin JJ et al, CCR 2021
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Clinical features of RET-rearranged NSCLC S

RET fusions Non-small cell lung cancer (2%)

FISH: RET, 630x

Papillary and other

/ '_\ thyroid cancers (10-20%)

Pancreatic cancer (<1%)

W\_) Salivary gland cancer (<1%)

P 8 Spitz tumors (<1%)

( \ Colorectal cancer (<1%)

;" ||| Ovarian cancer (<1%)

[ ;'. i \\ Myeloproliferative disorders (<1%)

f r’ \L / '*\ Many others (<1%)
| SR | \

®PE®

: ] ' @ .
| - Dimerzaton i Median age 61

\ \ I —
|

/ / j _ 'alll \ \| i - 1 - 2 % of N S C Lc

@®@e e e

More frequent in adenocarcinoma
Predominance of non-smokers

\ x' "'\ [ ¢ KIF5B (most common in lung cancer)
\ [\ ;' CCDC6 or NCOA4 (most common in thyroid ¢

Drilon Nature Reviews Clinical Oncology 2018; Gautschi JCO 2018; Michels et al. JTO 2015



G
Multi-kinase RET Inhibitors N

drug

discontinuation
[1]
(months) (months) rate (%) rate (%)

multi-kinase mPFS mOS dose-reduction

0
RET inhibitors study type (n) ORR(%)

Cabozantinib Phase |l trial (26)’ 9.9 73 8
Phase |l trial (17)? 11.6 23 NA
Vandetanib
Phase |l trial (19)° 11.1 53 21
Lenvatinib Phase Il trial (25)* NE 64 20
Sunitinib Retrospective series (9)° 6.8 NA NA
Retrospective series (4)° NA 0 25
Alectinib
Phase I/l trial (25)" NA 31 NA
Phase | trial (22)° NA NA NA
RXDX-105
Phase I/lb trial (31)° 19 NA NA

Within the ranges of 16%-53% and 2.3-7.3 months for ORR and mPFS, respectively.



RET: LIBRETTO and ARROW Trials
SELPERCATINE I PRALSETINIB

20———————————O-R-R—:_85% ______________ “:.“:‘ 10+ ORR 720/0

m .|||||m
L S0 I 5 1 0 0 5 U o 0 VA A u:f 201
40 | E—
601 =Y _40.
o L m -0
80 B 801
N mPFS:NE . Em {1 mPFS:13mo

T £L -8) 4 ICCDCS

ﬁ 20 B Other N=67
¥

-1 0) =TT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T

- ORR: 57% PRETREATED e ORREDO Y0

e B

% Change from Baseline by IRC

% Change from Baseline by IRC

5] weos mPFS:16.5mo
i o WO N=120

=100 ST T T T T T T T T T T T T T T T T T T T T T T T T T T I

100 A Patients
Drilon A et al, NEJM 2020 F.Griesinger et al, annals of onco 2022



Specific RET inhibitors - intracranial activity

Pralsetinib Selpercatinib

20 m | 7] H B || [} ||
A A A A A A A A A A A
® ® & & o ® ® o ® ® ¢ & & o ® o
301 IR E R RRE * ¢ ¢ ¢
2[] ............................................................................................................ 0— II-I_|_"
13' | ‘ )
-0 |

|
]
=

- 40
40+
—50 -
-601 60
= Il Prior platinum-based chemotherapy
gl Il Prior non-platinum systemic thera W SRS
g y " -804 A MKI W sp

® Chemotherapy H PR

4 Anti-PD1/PD-L1 M CR
1004 — - - ]

-100

Maximum change in reduction from
baseline in CNS target lesion diameter (%)
ds
=

Sum of intracranial diamters: % change from baseline

Patients

Intracranial ORR: 70% Intracranial ORR:
N=10 82%
N=23



LIBRETTO-431 phase 3 open-label study design ROUSEY,

CAHCER CAMPS 'f
AL A,

4 Key Eligibility Criteria N

. Stage lIIB-IlIC", IV non-squamous NSCLC | Selpercatinib (160 mg BID)
« No prior systemic therapy for metastatic disease

« RET fusion identified via NGS or PCR

« ECOG PS 0-2

« Symptomatic CNS metastases excluded

Stratification factors:

. Geography (East Asian vs. non-East Asian)

Carboplatin (AUC 5) or Cisplatin (75 mg/m?)

. Brain metastases (present vs. abseg o + Pemetrexed (500 mg/m?) _O_pt_lolla_l
. Investigator’s choice of treatment BM :ZOA) +/- Pembrolizumab (200 mg) Crossover
_ pembrolizumab N= 102

Gated Primary Endpoints: PFS by blinded independent central review (BICR) in ITT-Pembrolizumab*and ITT population
Secondary Endpoints:

* Efficacy ([OS, ORR, DOR], CNS [ORR, DOR, time t
¢ Safety
* Patient Reported Outcomes (NSCLC-SAQ [tertiary endpoin

' Not suitable for radical surgery or radiation therapy

2 Investigator assessed

3The initial randomization ratio was 1:1, but amended to 2:1

4|ITT-Pembrolizumab are patients stratified with investigator intent to receive chemotherapy with pembrolizumab and per protocol had to be at least 80% of the ITT population

5 Baseline and longitudinal intracranial scans were required for all patients following an amendment. Prior to the amendment, longitudinal intracranial scans were required if patients had known CNS metastases at baseline

2023 Herbert H. Loong Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



LIBRETTO-431 - Systemic ORR Y,

Selpercatinib Control

q 1 T U S i Sy S S
£ £
o =
E - S .
[~ [=]
& = -407
E Z gcer
- T go/MER
[~ = |
= E SD
S s PD
= 100 _

ORR: 83.7% e e ORR:65.1%

ORR, % (95% Cl)  83.7(76.2,89.6) ©65.1(53.8,75.2)

CR 70(32,128)  6.0(20,135)
PR 767 (68.5,83.7)  59.0 (47.7,69.7)
SD 109(6.1,175) 241 (154, 34.7)
PD 16 (0.2, 5.5) 6.0 (2.0,13.5)
NE 39(1.3,88)  48(1.3,11.9)

IC-ORR (n=17 and 12pts): 82.4 vs 58.3% 4 H Loong et 2], ESMIO 2023



Progression-free survival (PFS) assessed by BICR ROUSSY

=========== _ﬂ
ITT-Pembrolizumab Population ITT Population
(Median follow-up of ~19 mo) (Median follow-up of ~18 mo)
e, . HR: 0.465 (95% Cl, 0.309 - 0.699), p<0.001 e HR: 0.482 (95% ClI, 0.331 - 0.700), p<0.001
— 80 | — 80
%’ Selpercatinib < — Selpercatinib
=2 F s \ F&
s " VS 1&23“3@5) - | 0 VS 1&%2%5)
b " @ o
< 40 Control . & 40 - Control 5 - .
s mPFS: 11.2 mo HR'O'46 s mPFS: 11.2mo | HR'0'48
@ - (95% CI: 8.8, 16.8) ' 8 2 (95% CI: 8.8, 16.8) ! s
£ 8 -
0 T T | 0 | I ] 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Months
No. at Risk No. at Risk
Selpercatinib 129 105 72 44 16 2 0 Selpercatinib 159 130 1] 52 18 3 0
Control 83 55 29 15 6 0 0 Control 102 63 33 16 7 1 0
~The primary endpoints were met, as selpercatinib resulted in a statistically significant improvement
| in PFS in both pre-specified populations
ongress
Mu HerbertH. Loong Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

H.H.Loong et al, ESMO 2023
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Safety L

Selpercatinib (N 158) | Control (N= 98)

( AST increased 13% 39% I1%
ALT increased 22% 37% . 3%
Hypertension ; 4% 3%
Diarrhoea 1% 23% B 2%
Oedema 3% 28%
—— 6%

1% )

Dry mouth

kBlood bilirubin increased
Rash

Fatigue

Thrombocytopenia

Leukopenia

Abdominal pain

Blood creatinine increased
Neutropenia

Constipation

ECG QT prolonged
Decreased appetite

Pyrexia
Vomiting
Nausea 43% l 1%
Anaemia 1% 48%
Pruritus 22%

[] Grade <3 [l Grade =3 [_] Grade <3 |l Grade =3



Selpercatinib should be considered a first-line standard of care in RET fusion-positive advanced NSCLC.
These results reinforce the importance of genomic testing to identify RET fusions at the time of diagnosis
to inform initial therapy

Next gen RET inhibitors

Several ongoing trials + pre-clinical data on new molecules

Company Status
LOXO-260 LOXO-Lilly Phase | Active against solvent front
and gatekeeper mutations
SY-5007 Shouyao Holdings Phase | completed (ASCO 2023): Selective RET inhibitor

ORR 62%, DCR 94%
Phase Il ongoing

TPX-0046 Turning Point Therapeutics Phase /Il RET/SRC inhibitor, active
against solvent front
mutations

TY-1091 TYK Medicines Phase I/1l Active against solvent front
and gatekeeper mutations

TAS0953/HM06 Helsinn Healthcare Phase I/l Active against solvent front

and gatekeeper mutations




RET: Resistance to selective RET inhibitors
Global RETgistry consortium

@RET mutation or gain
BMET amp
EMET mut
mATM mut
@ Cell cycle gain

ATE4G
B r G'.'i“

GB10S, VBo4M,
= LBBIV
f in trans"®

_—

RET mut
or gain,

BCDKN2AB loss
BPIK3CA mut
OPTEN loss
OMYC gain

VB04_G810delins

BEGFR gan
BBRAF mut or fusion
BERAS mut or gain
BFGFR3 amp

e TPD52-ROS1 fusion
BEML4-ALK fusion
BUnknown

GB810S, VBO4M |
intrans |

— Tissupe NGS. 1%
— Plasma NGS 1%

Retrospective multi-institutional
study

105 biopsies from 89 patients
progressing on selective RET TKI

Acquired RET mutations in 13%

The most common RET
resistance mutation is G810X

Solvent front mutation

" G810X  znalogous to ALK G1202R

and ROS1 G2032R
 Detected in 10%

AlJ.Cooper et al, ASCO 2023




Addressing On-Target resistance to RET TKils
Next-generation RET TKIs

RET Substitution Coverage

V804X G810X Other RET Other Non-RET
Compound Gatekeeper Solvent Front Mutation VEGFR2 Kinases
TPX-0046" Less potent Vi Y806N (hinge) - TRKA-C, SRC,

FGFR1-2, FLT3, JAK2

LOX0-2602 v i G810S+V804M - TRKC (40x selectivity)
Vepafestinib34 v J Y806C/N
(TAS0953/HMO06)
EP0031° v v - JAK1/2 (10-22x
(A400/KL590586) selectivity)
APS03118°¢ v v Y806H

Data based on publicly-available preclinical data; grey = unknown

CNS?

v

Status

Phase /Il
(NCT04161391)

Phase /1|
(NCT05241834)

Phase /Il
(NCT04683250)

Phase /Il
(NCT05443126)

Phase I/l
(NCT05653869)

'Drilon A et al., ESMO 2019; 2Kolakowski GR et al., AACR 2021; *Miyazaki | et al., AACR-NCI-EORTC 2021
“QOdintsov | et al., AACR-NCI-EORTC 2021; Zhou Q et al., ASCO 2023; ®Drilon A et al., AACR 2022

Jessica J.Lin , ESMO 2023



KL590586 (A400/EP0031) activity ROUSSY.

CHANGE IN
TUMOR SIZE
FOR PATIENTS
WITH NSCLC
ADMINISTERED
KL590586
40-120MG QD

* All responses are confirmed on
two consecutive assessments as
per RECIST 1.1.

g cut-off dafe: 20 Apr 2023

Maximum change in tumor size (%)

{0

U
B
f=1

1

1
Y
(=]

|

;

Dose

B40mg BEOmg HWO9Omg B 120mg
* Brain metastases A Prior PD-1 or PD-L1 inhibitor

- T

TREATMENT NAIVE (N=26) . PRIOR TREATMENT (N=33)

--------------------

*

ORR: 80.8% ORR: 69.7%

=100 -

e e e e e e e e e e e i

| ORR(95%CY)  80.8% (60.7,935) ORR(95% CI)  69.7% (513, 84.4) Aa
CR? : CR? :
PR? 20 PR! 22
SD 4 SD 9
DCR(95%Cl)  96.2% (80.4, 99.9) DCR(95% CI)  97.0% (84.2, 99.9)

Qing Zhou et al, ASCO 2023



Brain activity - KL590586 (A400/EP0031

BASELINE WEEK 16

against intracranial metastases

INTRACRANIAL RESPONSE IN NSCLC

« 5/6 patients with intracranial target lesions at baseline had intracranial responses
» 100% shrinkage observed in 3 patients

40 =
MW 20mg 120mg

* Treatment-naie
201 ~ )
A Radiotherapy-naive

FEMALE, 60 YEARS, WITH NSCLC,
4 PRIOR TREATMENT REGIMENS

= Progressed after sintilimab (PD-1), with brain,

bone and pleural metastases

-4

KL590586, 90mg QD

-6

Maximum change in tumeor size (%)

Deep PR (70% shrinkage of target lesions)

i 100% shrinkage of brain lesions

100 - Response continues after 7 months

Diata cot-off date; 20 Apr 2023

Qing Zhou et al, ASCO 2023



ONGOING ADJUVANT TKI TRIALS IN ALK+, RET+ ROUSSY.

CANCER CAMPUS ! \_
Akl s

Alectinib Crizotinib Ensartinib
ALINA (NCT03456076), ph IlI ALCHEMIST (NCT02194738), ph llI Heberi University (NCT05241028), ph II
ALCHEMIST-EGER
EGFR-mutant  Phase Il trial of
Alectinib 600 mg b
» Resected BID, 2 years = * Resected
stage IB (2 4 ALCHEMIST-screening stage IB (2 4
— * Stratify by: Eligibility “onsent Specimens Foll pwe=up —1llA ..
cm) A . & Ifs};age IBvs. Il vs. llIA R«’ISEIEI:E-I.I‘IIM ;‘-;;;:rativr, T:Jlrnulrll"nr Fatienis |1I-:|1. Eoing Cm) — Ensartlnlb 225 mg Po!
= ALK+ NSCLC «  Race (Asian vs. non-Asian) resectable clusring EGFR and ALK into treatment trials = ALK+ NSCLC 3 years
NON-50UaMous adjuvant genalypiing. are lellowed every &
= ECOGPS 0-1 MSCLE, stage B therapy, or biload, and posths for 5 years = ECOG PS 0-1
_ (=emi=111a after tissue fo MCI N=80
N=225 Platinum-based
CT’ 4 cyCIeS ALCHEMIST-ALK

. i Phase 11 trial of
Primary Endpoint: DFS Primary Endpoint: OS ALK-rearranged ~ Cfizotinib vs placebo
*IIIA N2 post-operative RT not allowed i

Ensartinib / Selpercatinib \

Primary Endpoint: 3-year DFS

Sichuan University (NCT05186506), ph II LIBRETTO-432 (NCT04819100), ph il

Ensartinib 225 mg, PO ' Té?fmlw 8
*= Resected stage II- 2 years + Rocehod cargiond 2 § b é
A e Hanomie 1] £ \ E
= ALK+ NSCLC ey o mduleap) RN T g | E
- ECOG PS 0-1 " ereieg | Dbkt S
N=152 Platinum-based CT teinirve: herapy as wel ’ &

4 cycles e Tomesr b gk s O 0

3 years i

| staticatn factors

Pri r int: DF o |Uemase stoge Sty BAVIA| Primary Endpoint: EFS
Imary Endpomt. DFS ; ‘F e ’
Farloipanis res b ewiepes: fe sk il canl Bops racucieg she erharps i dunvaoniab] ol e sarale for I e o the mvesliguicrs deion




GUSTAVE/
ROUSSY
suzsmcarn [\
Molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HERZ/EGFRex20ins/KRAS 612C)
vV vV [ v 1 ( A4 ] A4 N W
- ' ROS1 BRAF V600 .
EGFR mqtatmn ALK an:s_lucatlm RET translocation NTRIGHER?/ METex14 skipping KRAS G12C
(refer to Figure 2) (refer to Figure 3) tianslocation mutation EGFRex20ins mutation
(refer to Figure d) (refer to Figure 5)
- J r

l

l

Pralsetimib [Hil, A;
MCBS 3; ESCAT I-C]**

Selpercatimib [lll, A;
MCBS 3; ESCAT I-C]**

1st line

L. E. Hendriks, K. Kerr, J. Menis, T. S. Mok, U. Nestle, A. Passaro, S. Peters, D. Planchard, E.F Smit, B. J. Solomon, G. Veronesi& M. Reck, Annals of onco 2023
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NTRK is a VERY rare fusion

1 NTRK fusion
needs
400 patients screened




Larotrectinib and Entrectinib in NTRK+ NSCLC ROUSEY:

Larotrectinib (n=26)

£ ]
% 104
g o
3 ~104
B -
B -a04
E ]
1o
_m-
% 0 M Without CNS metastases
3 bl B With CNS metastases
_w-
-100 4

ORR: 83%

Entrectinib (n=22)

ORR: 63.6%

Drilon ASCO 2022, Cho ELCC 2022



Resistance to 15t generation inhibitors

On-target

Off-target

First-generation TRKi
Larotrectinib
Entrectinib

The Secondary Mutations
| . .
| I 1
NTRK1 NTRK2 NTRK3 | I
G595R G623R
G667C G639R F617L
G667S G696A
F589L G623E

Maximum % change from
baseline in tumor size

20

-20

-60

=80

-100

-120 -

Repotrectinib
ORR: 43%

: I n=44 pretreated patients ~* * **

i l| IllJ”IIIIlI L
W IECLC
- B Thyrold cancor I C-:-I.-:dw:talcar-cor

W Emast cancer B Malig, por ph mws‘wmhtumnr
Sl wland turmor Parciaatic

B Cholangiocarcinoma B Hour mn-:lur rins furmar

B Glictdatoma B Usbcovem prinsary cancss

n=22 Pretreated with NTRK Resistance Mutations

Maximum % change from
baseline in tumor size

& Change 1?ntgn;g; burden? ORR 50%

‘lIIJ,El,II ||||| II

Liu Front Oncol 2021, Besse ENA 2022

-804 W s B Sarooma SFW G595R

B Thyroid cancer M Colorectal o & SHA GA23E
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NTRK+ NSCLC

EMA and FDA approved Second Generation inhibitors
Larotrectinib Taletrectinib (DS- | Repotrectinib | Selitrectinib ICP-723
6051b/AB-106) (TPX-0005) (LOX0-195)

Targets TRK A/B/C TRK A/B/C, TRKA/B/C,ROS1 TRKA/B/C, TRKA/B/C TRK A/B/C,

ROS1, ALK ROS1, ALK ROS1
IC50 against TRK in vitro, 9.8-25 0.1-1.7 3-20 <0.2 <5 Not reported
nmol/L
CNS penetration (Brain to 0.03-0.23 0.6-1 Not reported 0.028-0.057 0.017-0.025 Not reported
plasma ratio in mice)

ORR% 74% 61% Not reported 43% 9/20 patients 4/6 (dose
with NTRK escalation)
mutation

PFS, mo 29.4 13.8 Not reported Not reported Not reported Not reported
Sensitivity to NTRK secondary No No Yes Yes Yes Yes
mutation

Haratake Clin Lung Cancer 2021, Drilon ASCO 2022, Wei ASCO 2022, Besse ENA 2022



Molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

KRAS G120
mutation

V V = N V V
EGFR mutation ALK translocation 051 ORAFYS00 1 | ReT translocation | |  NTRIGHERZ/
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFRex?0ins il
(refer to Figure d) (refer to Figure 5)
\ J v l J
N
NTRK
translocation
1 2viine

L. E. Hendriks, K. Kerr, J. Menis, T. S. Mok, U. Nestle, A. Passaro, S. Peters, D. Planchard, E.F Smit, B. J.

Y/
Entrectinib [Ill, A;
MCBS 3; ESCAT I-C]**
Larotrectimib [lll, A;
MCBS 3; ESCAT I-C]**

. Reck, Annals of onco 2023
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NRG1 = ligand or HER3
0.3% of NSCLC

* 57% never smoker

Platinum-Doublet-Based Taxane-Based Targeted Therapy
Response Chemotherapy Chemotherapy With Afatinib

13 14 25

Response rate, %

CR. % (n/N) 0 (0/15) 0 (0/7) 0 (0/20)
* 94% adenocarcinoma PR, % (n/N) 13 (2/15) 14 (1/7) 25 (5/20)
° invasive mucinous 57% SD, % (n/N) 47 (7/15) 14 (1/7) 15 (3/20)
PD, % (n/N) 40 (6/15) 71 (5/7) 60 (12/20)
Lung 71% Soft tissue 2% Median PFS 5.8 months 4.0 months 2.8 months
o _. (95% Cl), (2.2 10 9.8), (0.8 to 5.3), (19 t0 4.3)
0 \ ; ;
Mediastinum 2% range 0.7-12.1 0855 0.3-25.3
Lymph nodes 23%
Pleura 16% Liver 9% Z6no
Adrenal gland 9% 30 1
‘ 0 250 1 g
K'dhe? L G 2 oo ~ -= Zenocutuzumab
Peritoneum 2% VR /. © - HER2xHER3 bispecific antibody
S e e il s o F
Bone 34% RS ——
Muscle 2% "1 2 4 6 8 10 12 14 16 18 20
Months

Drillon JCO 2021, Jonna S CCR 2019, Schram Cancer Disc 2022



Zenocutuzumab activity in NRG1+ cancer ROUSSY.

Best Percent Change in Target Lesions from Baseline

Best percentage change

HER2xHER3 bispecific antibody

34Y% (24-46%; 27/79)
42% (20-67%; 8/19)
35% (21-50%: 16/46)

B0
g 5 0 ORR (95% CI)
60 | ORR' 34 /0 RECIST 1.1, per investigator
a . 0 All Tumor Types
[1z.. NSCLC ORR: 35%
40 g PDAC
‘ B, NSCLC
204 | 1
il
-Eﬂ_.
= Indication
M PDAC
[ NSCLC
60
. CRe e
W CUP Tumor reduction in
il carci a .
S0 lI P:ﬁzengg: neu?:eﬂdacﬂna carcinama 553?5 [Tnﬂ’f “} patlents
m RCC
[ Endometrial soft tissue sarcoma
400 -

Nide! 4 palients are nol iclided i e walerall glol 3 die by abeende of post-haseline assessment (aany progression)
and Thad incomplela assessment of fargel lesrons.al frs! post-faseling Zssessmai

Daniel R.Carrizosa et al, ASCO 2022



Seribantumab in solid tumors with NRG1 fusions ROUSE,
(CRESTON, phase 2 study)

50 - Fully human anti-HER3 IgG2 monoclonal antibody

Overall ORR (4/12): 33%

PD Overall 33% (4/12)

NSCLC ORR (4/11): 36%

NSCLC 36% (4/11)

Clapsas

Pancreas

Percentage change from baseline

_go4 92% of patients had tumor reduction from baseline per RECIST v1.1

CR CR

Daniel R.Carrizosa et al, ASCO 2022



NUT MIDLINE CARCINOMA

e NUT : fusion >90% with BRD4 or BRD3
i |HC NUT pOSitive A.mlF'lln]l-Iu'.-:m:I:'.l"_mh nivolumakb,
* Children and adults, median age 23.6 mo oo )

* Very very rare voine
targeted

. therapies
.
* Median OS : 6.5 months
| - Bel? inhibiar (venerocian
PRP inhibitor {rucaparit) NCTDIZ55056, NCTOR35 1480
WCTOR11137 Targeted - FAK inhibiter |[runalitind)
B - Chematheragy Genotoxic BET inhibitors koo HCTO2158358, NCTO2711137
{gemaitabine, paciitaxel) mmﬂt Arti ODZ0 antibody (riuximab]
100% Overall survival KCTOZT11137, therapies epigenetic NCTOH255096
o & 100% {7 NCTOZT11197 therapies - DNMT inhibitar (R1acitiding)
] m% | NCTO2T11137, NCTO2543873
b0 BRD3 or NSD3-NUT|
g 0% T % j
s & o% Hormone
S 80% 0 4 8 12 18 20 therapies
s 50% Years from diagnosis
E 40%
30%
20% Y l Estrogen receptor inhibitor fulvestrant)
1 H 0, ) NCTO258 3504, MCTO2392611, NCTO2564507
10% ThoraCIc prlmary (51A) Androgen receptor inhibtar [enealitamide)
0% NETOR1 50056, NCTOA 711958, NETOIBOT2IE
- Androgen bicsyrthesi= inhibior
0 1 2 3 4 5 |shiratercne] NCTOI150056, NCTO2711137
Years from diagnosis Estragen symthesis inhibitor (e mestane]
Number at risk NECTOIGE IS0, NCTOR 2611
o
e m| 12 10 & 5 3 3
& wm| a5 10 7 4 2
E m w7 7 2 0 0 0
[ 1 2 3 4 5
Years from diagnosis

Research programs: Pr B.Besse (Gustave Roussy)

Bauer CCR 2012, Chau JNCI cancer spectrum 2019, Martin-Romano JNCI cancer spectrum 2019



Fusions in NSCLC

* Fusions restricted to NSCLC :

« ALK : 3" generations ALK inhibitors, optimal sequence?
ROS1 : 2"d generation ROS1 inhibitors are effective!
RET : 1st generation RET inhibitors are standard of care

* Fusions in solid tumors, including NSCLC :

NTRK: access to

'RK inhibitors is a major issue

NGR1: HER2/3 inhibitors should be offered
NUT: join research programs!



GREAT ADVANCES HAVE BEEN MADE IN LUNG CANCER THERAPY
FOR BRAF, MET AND HERZ2...

GUSTAVE/
ROUSSY

CANCER CAMPUS f \
GAAND PARIS

Personalised therapy in advanced-stage NSCLC

Diagnostic 1. Multidisciplinary discussion to determine optimal procedure for tissue procedure 4. Review of patient and tumour data
workup 2. Biopsy
3. Morphology
Molecul :
prc:)ﬁ;i:rt:gar Integrated NGS-based assay to detect mutations, amplifications, and translocations
v
Patient KRAS®12C
selection
Treatment
Gefitinib, Crizotinib (1] Dabrafenib Crizotinib Cabozantinib Entrectinib @ Neratinib+/- Sotorasib O J Zenocutuzumab
erlotinib, afatinib, + trametinib Cabozantinib Vandetanib Larotrectinib © Temsirolimus Adagrasib Seribantumab
dacomitiinb Entrectinib @ || Vemurafenib Capmatinib Sunitinib Selitrectinib Afatinib JNJ746
osimertinib Ceritinib Encorafenib Tepotinib Lenvetanib Repotrectinib Dacomatinib
Lorlatinib +Binimetinib Savolitinib Alectinib Taletrectinib Poziotinib
e Repotrectinib Merestinib Ponatinib ICP-723 Pyrotinib
Sl Taletrectinib Glesatinib Selpercatinib @ TAK-788
AT NVL-520 Amivantamab Pralsetinib Trastuzumab Afatinib
Ceritinib TPX-0046 TDM-1 Seribantumab
il LOXO-26° Trastuzumab- Zenocutuzumab
Lorlatinib TAS0953 Deruxtecan
TR EP0031 Zongertinib
il e APS03118 BAY292088
@ EMA approved Therapy switch/combination based on re-biopsies or liquid therapy




THANK YOU !

Benjamin BESSE

GUSTAVE/ Thierr
y LE CHEVALIER
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- Jordi REMON
Uunivers It e Charles NALTET
Anas GAZZAH
PARIS-SACLAY Pernelle LAVAUD
Centre International des Pamela ABDAYEM
il B Mihaela ALDEA
QA DiceR-micuie - Utk Maxime FRELAUT
Cécile LE PECHOUX
Angéla BOTTICELLA

Antonin LEVY @dplanchard
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