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NSCLC. Biomarkers beyond EGFR, ALK, and ROS

NRG1

Ins exon 20

Exon 14

g

MEK

MAP/ERK

RAF

MEK

MAP/ERK

Cell proliferation, survival, angiogenesis, tumorigenesis, genomic, instability

Tan AC. et al. J Clin Oncol 2022
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Prevalence of oncogenic somatic driver alterations
in lung cancer in never smoker

Key po i nts € Clinical panel-based NGS (n=1,508)
49.0%
17.8%
EGFR 125%
/ \ 73%
. 91%
Rarity KRAS B57%
85%
. 17%
Extreme rarity ALK 2 5%
Reported ethnicity
- 52% (LCINS group only)
. _ ERBB2 | 179, 8.4%
Oncogenic addiction 16% 46% ~at®
23% B Never smoked: 386 ™ White
BRAF 4-2,1?;/ Former smoking (remote): 754 . ., M Chinese/Asian
. s Former smoking (recent): 176 209% 66.1% Black
Anatomopath0|0glca| 479 m Current smoking: 192 Other/unknown
. 34%
clinical features MET i
- 57%
ROS1 OO"M’
non-smoker: yes ! or no 0
000, 31%
RET 8 =
TKI efficacy s .
ND = 33.9%
370%
1 | I I I I I ] I I I |
Ag n OSt IC t h era py +/- 0 5 10 15 20 25 30 35 40 45 50
Prevalence of alterations (% of tumours per group)

LoPiccolo J, et al. Nat Rev Clin Oncol 2024



Anatomopathological and clinical characteristics (one trend)

Met exon 14 skipping mutation(%2)

~

* Nonsquamous histology :2.4 %
* Squamous histology (1.3 %)

* Sarcomatoid histology(12 %)

*  Median age : 73 years

*  female (60 %)

k- + smokers (?) /

BRAFV600E(®

HER2 mutation®®

4 )

*  Woman

*  Nonsmoker

* Adenocarcinoma

* Brain metastases

* Pejorative pronostic

BRAF nonV6004

Almost exclusively in male gender \

+/- more brain metastatsis
HighTMB, sensitivity to immunotherapy

[- Woman \ ﬂ
* Never smoker *  Smoking history
* 20-30 %,non smoker * Relatively longer DFS
* Pejorative prognostic * Positive prognostic
* +/-less brain metastasis .
.’ Agressive histology (i.e micropapillary)j \°
RET fusion®® NRG fusion (©)
(. Young A ‘. Never smoker (57%)
* Non smoker
* Poorly differenciated nonsquamous * Nonmetastatic (71%)
: o r : * Heterogeneous
\ » solid or lepidic. or papillary ) \

NTRK fusion (7

) (-

*  Never smoker

*  Mucinous adenocarcinoma (57%) * Adenocarcinoma

* Also neuro-endocrine
* Also squamous

J -

J

1. Schrock AB. et al. J Thorac Oncol 2016 ; 2. Mazieres J, et al. Clin Lung Cancer 2023; 3. Arcilla ME, et al. Clin Cancer Res 2012; 4. Puri M, et al. Front Oncol 2023; Hess LM, et al. BMC Cancer
2021; 6. Drilon A, et al. J Clin Oncol 2021; 7. Farago AF, et al. JCO Prec Oncol 2028



Met exon 14 skipping Mutation

A Normal splicing

MET Exon 14 Mutated/Skipped

mRTNA <> ———
Pre-mRNA -l =—
T 5i 57 5f Ly
JR—
DNA — Intron13 " Intron 14
Exon 13 Exon 14 Exon 15
MET

B Aberrant splicing and exon 14 skipping

mMRNA

Pre-mRNA B
T £|3’ splice site mutation
DNA E—{&Pﬁi—;

3’ splice site mutation

(.

~

BN

MET

Normal MET Signaling
N i Plasma | Membrane : o
................ w= Ex14 skipping

‘w B TYr1003 | e
= m ........................
Receptor Activation Exon 14 mutation/skipping

(Ras/MAPK, PI3K/Akt, Src, STAT3) l l

l l l Loss of c-Cbl binding site
Receptor Internalization Decreased ubiquitination

l l l Impaired receptor degradation
Receptor Degredation l l l
Increased MET signaling

Met exon 14 skipping ©®)

aberrant splicing due to mutations in the splice junctions of MET exon14

nonsquamous histology!2) : 2.4 %

Squamous histology (1.3 %)
Sarcomatoid histology(12 %)

Median age (1) : 73 years; female (60 %)

+ smokers (?)

/

1. Schrock AB. et al. J Thorac Oncol 2016 ; 2. Mazieres J, et al. Clin Lung Cancer 2023; 3. Drillon A, et al. Clin Cancer Res 2015; 4. Coleman L, et al. Lung Cancer 2022



Met exon 14 skipping Mutation and...

Point mutations Exon 14 skipping Amplification Fusions

Semaphorin
domain

I_’

IHC = protein overexpression

Amplification : increase in the number of copies of a gene
with a ratio gene to centromere increased (# polysomy)

Met amplification : co-occurrence with EGFR mutation as a
mechanism of resistance

HGF

binding

sites

mgm meRRRNm niREnnm wRBRRANNE

LRRINVNVRIVIILNR AN pravity RN uu;umum

Ser985 Q 2\ Juxtamembrane A Exon 14 ( )—Fusion
p -

Tyr1003 0' domain partners
Tyr1234 (P . = TPR
Try1235 %lgz
Try1349 D
Try1356 (P

Oncogene addiction

Tyrosine kinase constitutive activation

1. Coleman L, et al. Lung Cancer 2022




Capmatinib and Met exon 14 Mutation
GEOMETRY mono-1 (trial)

B Completa response [ Partizl response Stable disezse [ Moncomplete responsae M Progressive disease [ Unknown
or nonprogressive disease
A Best Response to Capmiatinib — MET Exon 14 Skipping Mutation B Best Response to Capmatinib — MET Amplification with GCN =10 n= 3 64
MNo Previous Mo Previous
100 Previous Treatment ; Treatment 1004 Previgus Treatment i Treatment . . .

g7 ' & 7 5 Patients with exon 14 mutation
2, 5 2 50l i
of ] vl *  Pretreated. n=69
3 8 Y
8T - » ORR =41 %, DoR 9.7 months

g
i‘g 50 Eﬁ"' =504 > PFS = 5.4 mOnthS
@ T 3 -7 '

-lop- L - ~100-
Patients Patients

* Non Pretreated. n=28
€ Progression-free Survival — on kipping Mutation &) on-free Survival — on with =
Surviv. MET Exon 14 Skipping Mutati Progressi Surviv MET Amplificati GCHN =10 > ORR - 68 %’ DOR 12.6 months

Previous » PFS =12.4 mois
Patients with MET amplification
. . * Pretreated. n=41
- 3 » ORR=29 % if GCN > 10
» ORR=12%if GCN< 10
Trsment * Non Pre-treated. n=68
» ORR=40%if GCN > 10
30 35 & » ORR=7%if GCN < 10
Months Months

Wolf J. et al. N Engl J Med 2021



Long-term follow-up of the vision phase 2 trial (Tepotinib)
METex14-skipping advanced/metastatic NSCLC

* Treatment naive (n=164) : ORR 57.3 %; DCR 78.7 % and DoR 46.4 months
* Previously treated (n=149) : ORR 45 %; DCR 73.8 % and DoR 12.6 months

[ﬂ Progression-free survival Events, Median, mo
1.0 Line of therapy % (95%C1)
Treatment naive (n=164)  49.4 12.6(9.7-17.7)
08 Previously treated (1=149) 564  11.0(8.2-13.7)
%
E
0.6
) S
g |
A 0.4 :
8 i
Q |
S |
0.2 , i
0 T T ! ’wl T T T T ' ! T T T T T T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Time, mo
No. at risk
Treatmentnaive 164131101 66 54 45 35 29 24 19 14 13 9 7 6 5 4 2 1 1 0 0 0 0 O
Previously treated 149109 80 53 38 25 21 16 13 11 8 6 3 3 3 3 3 3 3 2 1 1 110

@ Overall survival

[}
-
1]
E
-
wn
(V]
15
&
'
3
3
3
Q
W}
X
No. at risk
Treatment naive

Events, Median, mo

1.0- Line of therapy % (95%Cl)
Treatment naive (n=164)  59.8  21.3(14.2-25.9)
08 Previously treated (n=149) 685  19.3(15.6-22.3)
0.6
0.4 :
0.2 5 “ ;
0 T T I T T k |l T I I T T T T 1 T T T T 1 T 1
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
Time, mo
164153135115103 88 78 67 52 44 33 25 18 10 10 9 7 6 4 4 1 0 0 0 O
Previously treated 149 135124109 94 82 69 55 46 40 31 25 20 11 7 5 4 4 4 3 2 2 1 1 0

Paik PK, et al. N Engl J Med 2021; Mazieres J. et al. JAMA Oncol 2023




Trials with in MET-exon 14 mutation NSCLC

Trials ORR (%) DoR (months) = PFS (months) @ OS (months)

_Drilon AW (PROFILE 1001) | Crizotinib -2 S . 69 . 32 | 21 A 73 S 205
Moro-sibilot D (ACSE) @ ' Crizotinib | >2 25 1 12 i | 3.6 | 9.5
l I 1 (cohort 5b) . 28 . 679 | 12.6 I 12.4 I 20.8
Wolf ) (3:4.5) | Capmatinib ' 1 (cohort 7 expansion) | 32 ! 688 | 16.59 : 12.45 : NR
GEOMETRY Mono-1 P  2/3(cohortd) | 69 | 406 | 97 | 54 | 136
__________________________ \ 1 2l(cohort6expansion) + 31 : 516 : 84 . 69 1 NE
Paik PJ (6) (VISION) | o | 1 ' 164 | 57.3 ! 46.4 : 12.6 : 21.3
. + Tepotinib . . . . . .
_MazieresJ ) (VISION update) | L2 1 149 45 1 126 . 110 . 193 ___
: : 1 .28 1 46.4 | NR : 6.9 : 10.9
Lu S (89)* " Savolitinib | | | | | |
| | >1 .42 | 476 | NR | 6.9 | 19.4
__________________________ 5 [ [ e O e
i i 1 44 71 15.0 i 11.7 i NE
Yu, Y (GLORY) (10) ' Gumarontinib | : : : : :
__________________________ .o 235 . 60 . 82 . 76 162
| | 1 16 | 56 | | :
Leighl N (12) ' Amivantamab ! 1 No prior METi ' 28 ! 46 ! 11.2 : 5.4 : 15.8
i ' > 1 with prior METi : 53 21 | : |

*The treatment-naive subgroup comprised a greater fraction of patients with pulmonary sarcomatoid carcinoma (46% versus 29% in the pretreated
patients, median OS 10.6 months for PSC) and median age was higher (74.5 y versus 67.7 y in the pretreated patients).

1. Drilon A. et al. Nat Med 2020; 2. Moro-Sibilot D, et al. Ann Oncol 2019; 3. Wolf J, et al. N Engl J Med 2021; 4. Wolf J, et al. ASCO 2021 ; 5. Wolf J, et al. ELCC 2022; 6. Paik PK, et al. N Engl J
Med 2021; 7. Mazieres J. et al. JAMA Oncol 2023; 8. Lu S, et al. Lancet Resp Med 2021 ; 9. Lu S, et al. JTO Clin Res Rep 2022; 10. Yu Y, et al. Lancet 2023. Leighl N, et al. IASLC 2023



Trials with in MET-exon 14 mutation NSCLC

I Targeted therapy/MET TKIs s 10 B Chemotherapy [ Unspecified

() Chemotherapy (') Immunotherapy (©) Vived MET i METTKIs (0) Chemtherapy ¢ mmunotherapy e W e BN Bl RN w0

- Design ublication LoT RR assessor
50 Interventional __[Thomas 20222 1L iRC r=164 I, sc. L5
Interventional f 20220 i N n=28 |, ;.o
Interventional Eulrzozz i NR n=32 I, 66.5%
15 Interventional __[Krebs 2022 iLe INR n=19 | 21.1%
Interventional __[Camidge 2020 iL+ v n=12 I, 29.0%
: .
RWE Teng 2022
RWE IMoro-Sibilot 2019
35 Interventional Lu 2021¢
Interventional __|lu 2021¢
Interventional Thomas 2022+
0 RWE Liu 2021

RWE llini 2022
_— Tepotinib Interventional __Griesinger 2022
Interventional olf 2020

Interventional Dagogo-Jack 2021

Median overall surivival (months)
=
=
\

% / 2\ \' 1 Crizotinib Capmanmbyzp Interventional  |[Landi 2019
\ | Interventional __[Wolf 2020
\ Capmatinib
| Interventional (Thomas 20227

15 - RWE Jmini 2092
RWE Babey 2021
RWE_—— [Pruis 2020 _

10 \\ { Capmatinib, 1L RWE fHur 2020

Crizotinib ‘[ " = Wong 202
RWE Ryder 2021
/
g \/ Capmatinib Crizotinib RWE Mazieres 2019
0 RWE sabari 2018 i i n=20 I 1c.7%
fizotinib Foe X n = n=10 I 20.0%
- n=52 27.8%
0 RWE |Bittoni 2021 i litav . e
0 2 [ 6 8 10 1 u 16 18 AW pder 2023 - » ne27 18.5%
RWE Ryder 2021 2L INV
’ { n=21 30.0%
Median progresslon -free survival (months| L fittoni 2021 2 iy . ha

RWE [Ryder 2020 3L linv 1

1.Mazieres J, et al. Clin Lung Cancer 2023



AEs

TRAEs

TRAEs Leading to Dose Reduction
TRAEs Leading to Discontinuation
Serious TRAEs

Deaths (Related or Potentially Related to Treatment)

Tepotinib?®'

N = 152%
All-grade / >3
(Unless Stated)

98
89/28
33/NR
11/NR

15/NR

Respiratory failure and dyspnea

Capmatinib®’
N =151"%
All-grade / >3
(Unless Stated)
97/66
88/46
NR
12/8
15/13
Pneumonitis

Safety of MET TKIs in METex14 skipping NSCLC

Savolitinib®’
N = 70%
All-grade / >3
(Unless Stated)
100/64

100/46
NR
14/NR
24/14

Tumor lysis syndrome

Crizotinib*®
N = 69%
All-grade / >3
(Unless Stated)

94/29
38/NR
7/NR
NR
Interstitial lung disease

Peripheral Edema 63/7 50/11 54/9 51/1b.c
Nausea 26/1 36/1 46/0 41/0
Diarrhea 2211 9/0 NR 39/0
Increased Creatinine 18/1 19/0 NR NR
Hypoalbuminemia 16/2 NR 23/0 NR
Increased Amylase 11/3 8/4 NR NR
Increased Lipase 9/3 9/7 NR NR
Decreased Appetite 8/ 131 20/0 19/0
Fatigue M 13/3 NR 23/0
Increased AST 72 6/3 37/13 17/4b.d
Increased ALT 7/3 1/7 39/10 17/40-9
Vomiting 6/0 171 26/0 29/0
Vision Disorders NR NR NR 45/0°
Constipation NR NR NR 201
Bradycardia NR NR NR 16/1P
Pyrexia NR NR 14/1 NR
Anemia NR NR 14/1 NR
Dysgeusia NR NR NR 14/0
Hypokalemia NR NR 10/3 NR
Neuropathy NR NR NR 10/0°

1.Cortot A, et al. Clin Lung Cancer 2022




HER2 : nonsquamous NSCLC

HER2 Amplification
* Ratio HER2/CEP17 2 2.0 (FISH)
* Clinic : male, smoker (for de novo alterations)
*  Fréquence : 3 % de novo (10 % EGFR TKI-resistance)

HER2 overexpression (protein)
* Clinic : male, smoker (for de novo alterations)
* Frequence:2-20%
* Positivity criteria (IHC)
» score 2 + (low to moderate membrane staining, > 10 % of tumor cells)
» Score 3 + (intense membrane staining > 10 % of tumor cells)

* No correlation between amplification and surexpression
* Amplification et mutation almost mututally exclusive

Yu X, et al. Front Oncol 2022 ; Oh DY, et al. Nat Rev Clin Oncol 2019

... figeeenaee

~2-4%

® @
cohort B wq °

~2-4% ‘

lll-‘.RZ mutation

W
(3
I’ 1J fn\ HER2 amplification
w W @ HER2 IHC 2+
1 HER2 IHC 3+

I

1 ”]1 | 1| a\,jn
cohort C AN EERE

~2.5-34%

Tumour types

HER2 HER2 HER2
amplification (%) overexpression (%) mutation (%)

Salivary gland
12-52 17-44

Breast
20 15-20

Stomach
11-16 20

Ovary
7 27

Uterus
4-69 18-80

Cervix
0.5~14 21




HER2 : nonsquamous NSCLC

HER2

Mutations HER2 (duplications ou insertions) (1)

Clinic: Woman, nonsmoker, adenocarcinoma, brain metastases
Mutually exclusive (KRAS, BRAF, EGFR, ALK, etc)

Exons 772 — 780 (90 %)

Dup/ins of 4 aa (codon 775): YYMA (more frequent)
Fréquence:2-4%

[ ]

1. Arcilla ME, et al. Clin Cancer Res 2012 ; 2. Oh DY, et al. Nat Rev Clin Oncol 2019

No specific ligands

Chromosome 17 1Tq1z

ERBBZ _.--""

823

7o 750 Exon 20 amino acid sequence !3!

EA¥VMAGVGSPYVSRLLGICLTSTVOLVTQLMPYGCLLDHVRENRGRLGEQDLLNWCMGTAK

653 B7S 731 | D6 1240
aof

|||||||||||

eeeeeeeeeeeeeeeeeeeee

i acids 373 and mn
TKI sensitive i
:I 772 750
E
T 775 TG 778

Mutations (duplications/insertions)
more frequently found:
Duplications . -

Cohort of patients with nonsquamous NSCL

4?'@’: i“‘gﬁ: #
& -5 o
45‘16 oﬂe f{\& & *These analogous YVMA variants are found in up to
»\'\"’/ 83% of HERZ exon 20 insertion NSCLCs and in up 1o
-67% of all cancers with HERZ exon 20 alterations
100 4
' HER2
- —4
w 804 . BRAF
>
5 - ALK
3 601 -~ KRAS
~ - EGFR
g 404 |
0 - \WT
-
Y
& 204
—
OUIIT"'IUII'IIII

—
N
~

0 6121824303642485460667278849096
Time in mo




Trials with Tyrosine Kinase Inhibitors in HER2 exon 20 mutation NSCLC

TKI-anti-HER2 HER2 alterations ORR (%) DoR (months) = PFS (months) @ OS (months)
Wang)®_ _Pyrotinib ,____Mutation __} 15 | 533 | ] 72 L. 64 IR .
ZhouC®@ ' Pyrotinib | Mutation ' 60 | 317 ! 6.9 | 6.9 | 14.4
SongZ ' Pyrotinib ' Mutation ' 78 ' 192 ! - i 5.6 i 10.5
Song Z @ . Pyrotinib . Amplification 1 27 222 | 7.2 | 6.3 125
__________________________ e I e e e e
Elamin YY (5 ' Poziotinib : Mutation ' 30 | 27 ! 5.0 ! 5.5 ! 15
Le X® (ZENITH 20) . Poziotinib Mutation | 90 | 27.8 | 5.5 5.1 -
Smit EF ) (ETOP NICHE) . Afatinib ' Mutation ¢ 13 7.7 - 3.7 131
Lai V7) (retrospective) i Afatinib i Mutation i 27 i 13 i 6 i 3.0 i -
' Neratinib | | o0 i 3 . 10 |
GandhiL (PUMA-NER —420) | oo | Mutation | 60 | | | | '
' +/- Temsirolimus : : : 8.8 : : 4.1 : 15.8 :

*48.1 % pre-treated with TKI-anti-EGFR ; 44.4 % with AGA (EGFR, ALK, MET, KRAS)

1. Wang J, et al. Ann Oncol 2019; 2. Zhou C, et al. J Clin Oncol 2020 ; 3. Song Z, et al. BMS Med 2022 ; 3. Song Z, et al. 4. Clin cancer Res 2022; 5. Elamin YY, et al. J Clin Oncol 2022 ;
6. Le X, et al. J Clin Oncol 2022 ; 6. Smit ET, et al. ASCO 2017; 7. Lai V, et al. Eur J Cancer 2019. 8. Gandhi L, et al. IASLC 2017.



Trials including traztuzumab or T-DM1 in HER2 exon 20 mutation NSCLC

TKI-anti-HER2 HER2 alterations ORR (%) PFS (months) OS (months)

HER2 IHC 2/3+

1 1 1 1 1 1
Kinoshita 1 (1) ' Traztuzumab : ] ' 10 ! 0 : 5.2 : -
________________________ |___________________________L____9[r_n_uza_tl_o_n_____L_____L________________________L______________J.________________.
Lara PN @ i Traztuzumab +/- Docetaxel i HER2 IHC 2/3+ i 13 i 0 i i 57
———————————————————————— P T e ——
' ' HER2 IHC 1 + ! . ! .
Langer C (3 | Traztuzumab + Gem + CisP | Co21 38 | 9 |
I | or ELISA | I | 1
s r---T-TTToemsmmmmTmETETT | 1 r----T-TT-T=T=T=T=T7 77 B
Zinner RG(® l l HER2 IHC>1 + . . . .
| Traztuzumab + Pacl + Carbo ! ' 56 ! 24.5 : 3.3 : 10.1
________________________ o Y e e S
Gatzemeir U®) . Gem + CisP +/- Traztuzumab | HER2 IHC 2/3+ . 101 |, Controlarm: 41 (50, HER2 3+) , Controlarm:7.0 ,  Control arm: NR
i i or HER2/CEPratio 2 i i Traztuzumab: 36 (83, HER2 +) i Traztuzumab: 6.1 i Traztuzumab: 12.2
________________________ L OrELISA
1 1 1 1 1 1
Li BT © . T-DM1 i Mutation 18 44 i 5 i -
________________________ B O Y
1 1 1 1 1 1
! ! HER2 IHC 2+ 29 0 ! 2,6 ! 12,2
Peters S (7) ' T-DM1 ' | l | |
! ! HER2 IHC 3+ 20 ! 20 ! 2,7 ! 15,3
________________________ e e e e O [
1 1 1 1 1 1
Van Berge Henegouwen JM &) | Pertu + Traztu (zumab) : Mutation .24 8.3 : 4 : 10
------------------------ - mmmmmemmmmmeememmmmmemmemefememmemmemmemmemejfememmfmmmmmemmemememmemmeme—mmmefeeme-emm—mmeme——de—m—eme——————————
1 1 1 1 1 1
Mazieres J (9 . Pertu + Traztu (zumab) + docetaxel | Mutation .45 | 29 : 6.8 : 17.6
1 1 1 1 1 1

1. Kinoshita I, et al. ESMO 2018; 2. Lara PN, et al. Lung Cancer 2004 ; 3. Langer C, et al. Lung Cancer 2004; 4. Zinner RG, et al. Lung Cancer 2004 ; 5. Gatzemeir U, et al. Ann Oncol 2004; 6. Li BT, et
al. J Clin Oncol 2018. 7. Peters S, et al. Clin Cancer Res 2018; 8. Van Berge Henegouwen JM, et al. Eur J Cancer 2022; 9. Mazieres J, et al. J Clin Oncol 2022



Nonsquamous NSCLC with HER2 mutation: DESTINY-Lung01

(after failure to standard treatment)

Antigen binding

i l'.-.
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X + B I 5. e 2]
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HERZ antitsody Linkar

Payload

A Best Percentage Change in Sum of Largest Tumor Diameters
40 Location of HER2 Mutation: Kinase domain Extracellular domain
20+
]
£
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E 0
E
£ 0]
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2
g -0
]
g | - (y
: < ORR=55%
&
-804
-100
4 102020 20202020202019 202020202020
HERZ Mutation |||||||5||||||$s|||ISI||||||||||||||||||||S|||||||||||S||||||||||||||S||||||
HER2 22(3(0|2 3 0jo 0f2 0 3 1 1 2
Expression - PN PR : = 4 \ :
HER2
Amplification
Previous HER2 TKI u Il . N r N N[N|N NIN|N N {[N[N Y
Therapy

A Progression-free Survival

Percentage of Patients

Months
Mo. at Risk 91 89 83 74 69 55 49 42 39 31 25 21 19 19 1515 13 9 ¥ ¥ 2 1 1 1 1 1 1 0O

Median Duration of response 9.3 mois

Li BT. et al. et al. N Engl J Med 2021

B Overall Survival

Percentage of Patients

104 Median, 17.8 (95% CI, 13.8-22.1) 1
1
0 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 1
01 2 3 4 5 6 7 & 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months

No.at Risk 91 29 88 86 82 77 75 75 70 68 65 58 51 46 36 29 25 22 19 19 17 15 14 13 13 10 7 5 3 1 0




Nonsquamous NSCLC with HER2 mutation: DESTINY-Lung02

Traztuzumab-
Deruxtecan

5.4 mg/kg d1 -d21
n=102

n=50

6.4 mg/kg d1 —d21

Non-smokers (n, %) i 55 (53.9) i 29 (58) |
______________________ 5 |
Brain metastases (n, %) | 35(34.3) : 22 (44.0) :
“““““““““““ 2
Previous lines : 2(1-12) : 2(1-7) l
I I I
T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg -
Once Every Once Every ﬂ,,m”“
3 Weeks 3 Weeks
Response Assessment by BICR (n = 102) (n = 50)
Confirmed ORR, No. (%) 50 (49.0) 28 (56.0)
95% CI 39.0 to 59.1 41.3 to 70.0
Best confirmed overall response,
No. (%)
CR 1(1.0) 2 (4.0)
PR 49 (48.0) 26 (52.0)
SD 45 (44.1) 18 (36.0)
PD 4 (3.9) 2 (4.0)
Nonevaluable® 3 (2.9 2 (4.0) y, -
DCR, No. (%) 95 (93.1) 46 (92.0) / "
95% ClI 86.4 to 97.2 80.8 to 97.8 /ﬁ,;.«‘”’”ﬁ
DoR, months, median (95% CI) 16.8 (6.4 to NE) NE (8.3 to NE) i
TTIR, months, median (range) 1.8 (1.2-7.0) 1.6 (1.2-11.2)
Follow-up, months, median (range) 11.5 (1.1-20.6) 11.8 (0.6-21.0)
|

Goto K, et al. J Clin Oncol 2023

T-DXd 5.4 mg/kg once every 3 weeks
Median PFS, 9.9 months (95% Cl, 7.4 to NE)
=
eZ o e .
=8
| | T T e e J—o—n—
1
n‘: 20 4 + Censored :
== 95%Cl T
T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 0 1 12 13 14 15 16 17 18 19 20 21
Time (months)
No. at risk:
Patients 102 100 89 76 75 68 56 a7 42 34 29 24 19 15
Events 0 0 6 14 14 16 24 31 34 37 41 43 43 43 43 43 43 43 43 44 44
0,
0S : 19.5 months (95%Cl, 13.6 — NE)

100 4z oy
. he---
;\; 80
2 60
£
3
s 4
o
1
Q. 204 + Censored
- - - 95%Cl

T-DXd 6.4 mg/kg once every 3 weeks
Median PFS, 15.4 months (95% Cl, 8.3 to NE)

Time (months)

0S : NR (95%Cl, 12.1 — NE)




Nonsquamous NSCLC with HER2 mutation : DESTINY-Lung02

m\\ l'i
N
\ Ij;' /
: Gly-Gly-Phe-Gly
I

Traztuzumab-Deruxtecan TABLE 4. Overall Safety Summary and Adjudicated Drug-Related ILD
T-DXd 5.4 mg/kg Once Every 3 Weeks T-DXd 6.4 mg/kg Once Every 3 Weeks
Type of AE (n = 101),% No. (%) (n = 50),° No. (%)
TABLE 3. Most Common (220% of patients) Treatment-Emergent Adverse Events in Patients With Human Epidermal Growth Factor Receptor Any-grade TEAEs 101 (100.0) 50 (100.0)
2-Mutant Metastatic Non-Small-Cell Lung Cancer Treated With T-DXd Drug-related 97 (96.0) 50 (100.0)
T-DXd 5.4 mg/kg Once Every 3 Weeks T-DXd 6.4 mg/kg Once Every 3 Weeks Grade = 3 TEAES 63 (52.5) 33 (66.0)
(n =101)2 No. (%) (n = 50),% No. (%) Drug-related 39 (38.6) 29 (58.0)
Preferred Term Any Grade Grade 2 3 Any Grade Grade 2 3 Serious TEAEs 37 (36.6) 20 (40.0)
Nausea 68 (67.) 4(40) 41(820) 3(60) Brua-elaten 14039 12.240
Neutropenia® 43(426) 19(188) 28 (56.0) 18 36.0) TEAEs associated with drug discontinuation 15 (14.9) 13 (26.0)
Fatigue? 45 (446) 8(79 25 (500) 5(100) Drug-related 14 (139) 10 (200)
Decreased appetite 40 (3956) 2(20) 26 (50.0) 2(40) TEAEs associated with dose reduction 18 (17.8) 16 (32.0)
Anemict 37 (36.) 11 (109 26 (520) 8(160) Rucrclated L1168 10 (2.0
Vomiting 32(317) 3(30) 2 (440) 1020) TEAEs associated with drug interruption 45 (44.6) 31 (62.0)
Constipation 37 (3656) 100) 16 (320) 0 Drug-related 27 (26.7) 24 (48.0)
Leukopenia® 29(287) 5(50) 17 (340) 8(160) TEAESs associated with an outcome of death 6 (5.9 2 (4.0
Thrombocytopenia® 28 (277) 6(59) 14(280) 5(10.0) Drug-related 100 1(20)
Diarrhea 23(228) 100) 18 (36.0) 2(40) Adjudicated drug-related ILD®
Alopecia 208 0 17 (340) 0 Grade 1 4(4.0) 4(8.0)
Transaminases increased” 22(218) 3(30) 10 (20.0) 0 Grade 2 7(69 9(18.0)
| Grade 3 1(1.0) 0
Grade 4 0 0
Grade 5 1(1.0) 1(2.0)
Total (95% Cl) 13 (12.9) (7.0 10 21.0) 14 (28.0) (16.2 to 42.5)

Goto K, et al. J Clin Oncol 2023



DESTINY-Lung02: Drug-Related Interstitial Lung Disease

ILD, n (%) T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg
(n=101) (n =50)
Any grade | 13 (12.9) | 14 (28.0)
CGrade1 T a@o) T T aee
Grade2 769 9(180)
Grades 1(1.0) [ o
Grade4 L0 i o
Grades 1(.0) [ 120
Median time to onset, d (range) | 88.0(40-421) | 835(36:386) |

Goto K, et al. J Clin Oncol 2023



BRAF mutation

ﬂnelanoma (40 — 60 %) \
» V600E, V600K

*  Papillary thyroid carcinoma (45 %)
» V600E

/ Incidence \

Ovarian tumors (35 %) BRAF mutation
» V600E

a N

» Rapidly Accelerated Fibrosarcoma

Colorectal carcinoma (5-15 %)
» V600E

all human cancers

Gliomas (60 — 80 %, pilocytic astrocytomas)
» K1AA1549-BRAF fusion, V600E, BRAFFins598T

* Serine threonine kinase

R

* 300 distinct BRAF mutations Nonsquamous NSCLC (1 -3 %)
» V600 > V600E, G469A

0
» nhonV600 Biliary tract cancer (5 -7 %) 8%

/ > V60OE \ /

*  Pancreatic cancer (2 — 3 %)
» V600E

eratocellular carcinoma (> 1%) /

Pakneshan S. et al. Pathology 2013; Davies H, et al. Nature 2002 RAF : Rapidly Accelerated Fibrosarcoma




Classification of BRAF mutations

Class | Class i Class Il

* RAS independant * RAS independant * RAS dependant dimers
monomers dimers * Impaired kinase

* V600 E/K/D/R * Non V600 activity through CRAF

—

[

~————/

MEK1/1

Transcription
Growth Proliferation and Survival

Dagogo-Jack I, et al. Clin Cancer Res 2019, Puri M, et al. Front Oncol 2023

RAS-binding
domain

Protein-kinase
domain

651

144

LSy

42!

*—D287Y

B4V
66 I‘/

581
594
SHER
LE97
VEO0E
G601E

69 Lt




TKI targeting BRAF V600E mutation Y

alalal hiala
UUyRTK Uy
L]
RAS
Vemurafenib, Trametinib, Encorafenib RAF

Dabrafenib, Binimetinib | MEK 1/2

Trials BRAF-TKI Lines of treatment ORR (%) PFS (months) OS (months)

VE Basket Trial ) ' Vemurafenib ! 62 ! 54 pretreated ! 37 ! 6.1 ! 15.4
_Phase2 S [ S gnaive 1375 o 129 B NR

EURAF () . Vemurafenib ; 24 I ; I I

Retrospective i Dabrafenib i 9 i Pretreated and naive i 54 % i 5 i 10.8
__________________ (Sorafenib 01

Mazieres J3) . Vemurafenib . 101Ve00 | Pretreated : 449 : 5.2 : 10
Phase2 4 ! 7non-V60O ! i\ 0 i 18 i 52

Planchard D45 i i i i i i

Cohorte A  Dabrafebinib i 84 | 78 Pretreated, 6 naive | 33,NA | 5.5, NA . 12.7,NA

Cohorte B . Dabrafenib +Trametinib : 57 : Pretreated : 68 : 10.2 : 18.2
_CohorteC | Dabrafenib +Trametinib | 36 | | Naive ! 64 . 108 | 173

IFCT BLaDE (©) | , N | 119 | > 12 . 738 10.4 | 19.7

. ' Dabrafenib +Trametinib ! ! . ! ! !
retrospective | | 44 | naive | 82.9 | 18.2 | 24.1

1. Subbiah V. et al. JCO Precis Oncol 2019; 2. Gautshi O, et al. J Thorac Oncol 2015; 3. Mazieres J. et al. Ann Oncol 2020; 4. Planchard D. et al. Lancet Oncol 2016; 5. and J Thorac Oncol 2021;
6. Swalduz A, et al. ASCO 2022



Phase 2 : Dabrafenib + Trametinib in BRAFV600E mutant NSCLC

Treatment naive (n=36) Pre-treated (n=57)
10 20
e’ e
§ -10 8
& = 0
£ 20 E
z =20
E 30
£ | g -
2 - £ -4
g —50 g i
g 60 8 _eo
H 2
s =701 B 70
2 s
g —80 | | Best Confirmed Response _gg é 80| | Best Confirmed Response _gll:
g —90/ _}S)tDab]edisease é 90 | ggbledisease
~100- L 100 s
Subject Subject

Planchard D, et al. Lancet Oncol 2016; Planchard D, et al. J Thorac Oncol 2021



Phase 2 : Dabrafenib + Trametinib
BRAFV600E mutant nonsquamous NSCLC

Ll
Treatment naive (n=36) Pre-treated (n=57)
1.0 Hﬁ Lo o
oo fhEC 0.9 4—_%
g 081 gL\'_\; - 0.8+ e
S ! : S
3 0.7- - .g o L i
S g6 by =06 Loy
= . : Y- = - T
s L PFS 10.8 months £ s S Y W PFS 10.2 months
: I i,
©\ ‘s | (7] 1 | ]
2?04 55 Ly 3 04 W S T “
£ 03 1\\ : E 03 e, Tl o
& B e e &4 e T,
] 0.2 . v T T T sieseaaesy
0.2 \ ‘. L, e
0.0“ 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 0.0 T T T T T T T T T T T T T T T T T T T T T T \H 7‘””‘7 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 8l 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
Time from First Dose (Months) P " Time from First Dose (Months)
| 4 ts at risk
o e K oy 191310 7 S 4 4 3 33 22 1 111111111110 Investigator > 57 45 35 30 23 19 17 12 12 1210 7 6 6 6 5 5 5 5 5 4 4 4 2 2 0

l 0S 17.3 months ; DoR 10.2 months l l OS 18.2 months ; DoR 9.8 months '

Planchard D, et al. Lancet Oncol 2016; Planchard D, et al. J Thorac Oncol 2021



Phase 2 : Dabrafenib + Trametinib (Toxicities)
BRAFV600E mutant nonsquamous NSCLC

ﬁny grade

Kcough (31%)

pyrexia (56%)

nausea (51%), vomiting (41%)
Fatigue (29 %)

Arthralgia (27 %)

Chills (27 %)

Headache (20 %)

dry skin (39%), rash (29 %)
peripheral edema (38%)
diarrhea (37%)

decreased appetite (33%)

/

Planchard D, et al. J Thorac Oncol 2021

/Grade >3

Hypertension (10 %) \
Hyponatremia (9 %)

Neutropenia (8 %), anemia (4 %)
Pyrexia (6%)

Dyspnea (8 %)

increased AST (3 %), ALT (6 %)
Fatigue (3 %)

Vomiting (3 %)

Diarrhea (2 %)

Rash (2 %), Dry skin (1 %)

Skin toxicities of Dabrafenib

* Plantar-Palmar hyperkeratosis
* Papilloma

*  Squamous Cell Carcinoma

* Keratoacanthoma

* Basal Cell Carcinoma

~

Arthralgia (1 %)
Headache (1 %)

/




Phase 2 : Encorafenib + Binimetinib
BRAFV600E mutant nonsquamous NSCLC

Treatment naive (n=59) Pre-treated (n=39)
A B
100 - 160
mmm CR 140
€0 - PR 20
—_ 60 - Il Stable disease
9_“2_ B Progressive disease _ oo
@ 40 Il Not evaluable = 80
= 2
$ 20 = 60
w2
S & a0
g 0 - s 20
- -20 - E
®
£ -40 - =
(1~} (3]
=
o —-60 -
_80 -
—-100 -
Patient Patient

l ORR (%) 75 ; DCR (%) 83 ' l ORR (%) 46 ; DCR (%) 79 l

Riely GJ, et al. J Clin Oncol 2023



Phase 2 : Encorafenib + Binimetinib
BRAFV600E mutant nonsquamous NSCLC

Treatment naive (n=59) Pre-treated (n=39)
A 100 + B 100 -
g PFS NE months ] PFS 9,3 months
70
= =
gL 807 o 50
- e 40
30
20
10 10 4
o Time (months) N :'lme (months) 8
| DoR (months) NE l DoR (months) 16.7 l

Riely GJ, et al. J Clin Oncol 2023



ESMO Guidelines

Stage IV mNSCLC with BRAF V600 mutation

Dabrafenib—trametinib
[, A; MCBS 2; ESCAT I-B]**

l

N
Disease progression

v

N
Oligoprogression

L

N
Systemic progression

!

—

Systemic
progression

Local treatment (surgery or RT) and continue
targeted systemic treatment [IV, C]

N/

If no smoking history: platinum-based ChT +
immunotherapy [V, A]

If smoking history: immunotherapy +

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

Hendricks LE, et al. Ann Oncol 2023

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

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 [IV, B]



Clinical Activity of MAP Kinase-Targeted Therapies in
Patients with Non-V600 BRAF-Mutant Tumors

4""

P=.018

f ~
A /vf
Whole Cohort Colorectal Lung Melanoma Other
o~
0
(]
m
Q
n =167
™
"
0
K
o
P< .001 P=1.00 P=.018 P=.029
[N Response [ No response
Melanoma
100
B BRAF class 2
75 4 [ BRAF class 3
=R P=.018
¢y 50+
L
o
25 -
T T T T
0 10 20 30 40
Time (months)
No. at risk:
BRAF class 2 58 6 5 1 0
BRAF class 3 18 2 0 o 0

Entire cohort

PFS (%)

B BRAF class 2
I BRAF class 3

P =.0006

No. at risk:
BRAF class 2 109 15 7
BRAF class 3 59

Lung
100 1 I BRAF class 2
BRAF class 3
75 u
=R P=.028
¢y 50
(N
o
25 1
T T T 1
0 10 20 30 40
Time (months)
No. at risk:
BRAF class 2 19 4 1 0 0
BRAF class3 16 1 1 1 0

Dankner M, et al. JCO Precis Oncol 2022

BRAF
Class Mutation
L597V/S/R/Q/P/K? L525R
K601E/N? L485W/F
AB598V/T599insV? V600_K601del?
2 | T5991/dup/V600insT?| V600 _K601D/E/N?
G464V/E® V600_K602delinsDT?
V600_W604delinsD
N486_P490del QTDG?
G469V/S/R/L/A/T17
0delinsAK" BRAF fusions
D594N/G/F? F595L2
G466E/V/AP T470R
3 N581S/T/I° Q524L
G596V/R?
G469EP
S467L°




RET fusions
Why the clinician should know it ?

Phase 1/2 Libretto-001 e Agnostic
therapeutics

Selpercatinib (1) ] — PTC (10% to 20%)

A

ORR>60% NSCLC (1% to 2%)
felke Median PFS > 16 months
Esophageal
| Melanoma (0.7%) adenocarcinoma (1.4%)
~and basal cell /s
Pralsetinib (2) J — carcinoma (12.5%) </ e
% carcinoma (0.2%

adeno-
carcinoma
A (0.7%)

Phase 1/2 Arrows

i Ureter urothelial

) Ovarian epithelial | carcinoma (16.7%)
carcinoma (1.9%)~” |

* Avrare event: 1 -2 % of NSCLC, Young, non smoker ’ Colorectal

adenocarcinoma (0.7%)

*  Poorly differenciated nonsquamous histology, PD-L1 0

» solid. ou lepidic. or papillary histology

1. Drillon A. et al. N Engl J Med 2020 ; 2. Gainor JF. et al. Lancet Oncol 2021



RET fusion

GDNF NRTN ARTN PSPN

... Hetero-dimeric complex

£ Cadherin- Ca l l l

g like domain g

: Ral GFRa2 GFR .
E e

2

<] Cysteine-

5 rich domain

*  GDNF family ligands : GDNF, NRTN, ARTN, PSPN
*  GFRa family co-receptors : GFR al - 4

Juxtamembrane Domain

T
T ine Ki D i
yrosine Kinase Domain RET Fusion

RET51 long
RET43 int.
RETY short

KIF5B-RET fusion

(JAK) —DCRAS) _ _—
l q D D TK domain D

CC domain of
partner gene of RET

Ligand-independent
homodimerization,
auto-phosphorylation,
and constitutive activation
of the RET fusion protein TK|

T PI3K/AKT
T RAS/MAPK

Cell survival Migration
. . \

r
C mTOR) C AKT ) ( STAT ) | MAPK j ( PKA ’ Differentiation Proliferation
| |

Gene expression, protein
synthesis, cell proliferation,
and survival

1. Nardo M, et al. Cell Reports Med 2023; Novello S, et al. Oncologist 2023



LIBRETTO-431
Randomized phase 3 trial

é Key Eligibility Criteri A

« Stage IlIB-IIIC’, IV non-squamous NSCLC Selpercatinib (160 mg BID)

« No prior systemic therapy for metastatic disease N= 159

« RET fusion identified via NGS or PCR

« ECOG PS 0-2

« Symptomatic CNS metastases excluded 3

Stratification factors:

. Geography (East Asian vs. non-East Asian) Carboplatin (AUC 5) or Cisplatin (75 mg/m?)

. Brain metastases (present vs. absent/unknown)? + Pemetrexed (500 mg/m?) _Optional
. Investigator’s choice of treatment with +/- Pembrolizumab (200 mg) Crossover
\ pembrolizumab y N= 102

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

Secondary Endpoints:
* Efficacy ([0S, ORR, DOR], CNS [ORR, DOR, time to progression]®)
» Safety

* Patient Reported Outcomes (NSCLC-SAQ [tertiary endpoint EORTC QLQ-C30])

1 Not suitable for radical surgery or radiation therapy

2 |Investigator assessed

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

4|TT-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

1. Zhou C, et al. N Engl J Med; Loong HH, ESMO 2023



LIBRETTO-431

Randomized phase 3 trial

B Progression-free Survival, Overall Intention-to-Treat Population

100+
90+
'2 80-
,E 704
& 60
3 50- Selpercatinib
1
8  40-
o
v 301
& 204 Hazard ratio for disease progression Control
Lo ordeath, 0.48 (95% Cl, 0.33-0.70) —
1 P<0.001
0 I I 1 | | 1
0 6 12 18 24 30 36
Months
No. at Risk
Selpercatinib 159 130 90 52 18 3 0
Control 102 63 33 16 7 1 0

1. Zhou C, et al. N Engl J Med

Selpercatinib Control

159

102

ORR (%)
-CR
-PR
-SD
-PD

12 (8)
121 (76)
17 (11)



LIBRETTO-431

Randomized phase 3 trial

Table 3. Adverse Events That Occurred during Treatment (Safety Population).*

pralsetinib

Table 1. Common side effects occurring with selpercatinib and

Selpercatinib Pralsetinib
Most common e fatigue e fatigue
adverse events e hypertension e hypertension

® constipation e constipation

e diarrhea e diarrhea

® nausea ® musculoskeletal pain

e edema

e dry mouth

e abdominal pain

e rash

e headache
Most common e decreased decreased lymphocytes
grade 3 or4 lymphocytes decreased neutrophils
laboratory e increased ALT decreased hemoglobin
abnormalities ® increased AST increased ALT

o decreased sodium increased AST

e decreased calcium decreased sodium

decreased phosphate
decreased calcium
decreased platelets
increased alkaline
phosphatase

1. Nardo M, et al. Cell Reports Med 2023 ; 2. Zhou C, et al. N Engl J Med

Event

Any event

AST increase

ALT increase
Hypertension

Diarrhea

Edema

Dry mouth

Blood bilirubin increase
Rash

Fatigue
Thrombocytopenia
Abdominal pain
Leukopenia

Blood creatinine increase
Neutropenia
Constipation

QT prolongation on ECG
Decreased appetite
Pyrexia

Nausea

Vomiting

Anemia

Pruritus

Selpercatinib (N=158)

Any Grade

158 (100)

97 (61)
95 (60)
76 (48)
70 (44)
65 (41)
62 (39)
59 (37)
52 (33)
51 (32)
42 (27)
40 (25)
40 (25)
39 (25)
36 (23)
34 (22)
32 (20)
27 (17)
21 (13)
20 (13)
20 (13)
18 (11)
16 (10)

Grade =3 Any Grade

number of patients (percent)

111 (70) 97 (99)
20 (13) 39 (40)
35 (22) 39 (40)
32 (20) 7 (7)

2 () 24 (24)
4(3) 27 (28)
0 6 (6)
2(1) 1(1)
3(2) 29 (30)
5(3) 49 (50)
5(3) 28 (29)
1(1) 19 (19)
2(1) 32 (33)
2(1) 17 (17)
3(2) 44 (45)
0 39 (40)

14 (9) 1(1)
0 33 (34)
1(1) 23 (23)
0 43 (44)
0 23 (23)
2(1) 58 (59)
0 22 (22)

Control (N=98)

Grade =3

56 (57)
1(1)
3(3)
3(3)
2 (2)

0

0

0
1(1)
5(5)
7(7)
2(2)
7(7)
1(1)

27 (28)

1(1)
0
2(2
0
1(1)
1(1)
10 (10)
0




RG fusion

Phospholipase

A Protein o Second messenger
Wild-type NRG1 gene nthesis %
) \ E @ GTPase
4EBP g
N T D -~

CB:I—;D @ Cytoskeletal reorganization,
— filopodia formation, Transcription,
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BAD Pro-apoptotic
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Anti-apoptotic
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Transcription factor
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Al | 014040
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Ovarian 0.4% @ and Ras signaling
Pancreatic 0.13-0.5%8 l
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Figure 2. Incidence of NRG1 fusions in cancer. ° y
: . A ; . - ; ; . . . Wild-type NRG1-fusion ErbB2 receptar ErbB3/4 receptor Cell-surface
IMA, invasive mucinous adenocarcinoma; Kféqs VYT, Kirsten ra;::rqcsvnjra viral oncogene homolog wild-type; NSCLC, non-small-cell lung cancer. Note: For pancreatic NRG1 Ribosame protein subunt subunlt protease
Lcancer where renorted [lonna et al (2019171 all cases were.

Laskin J, et al. Ann Oncol 2020



Afatinib, clinical cases in patients with NRG1 fusion NSCLC

Trials Tumor type NRG1 fusion partner Response DoR (months)
Gay ND Lung adenocarcinoma SLC3A2 PR 12
__________________________________ IMA o ¢eb74 PR 10

Jones MR (2 ' Lung adenocarcinoma | SDC4 | PR | 12
Cheema PK 3 I IMA I CD74 I PR I 6.5

ir IMA ir CD74 ? SD ir 3
Drilon A - IMA i CD74 i PD i _

| Lo ! SDC4 . PD i

IMA : Invasive Mucinous Adenocarcinoma

1. Gay ND, et al. J Thorac Onco 2017; 2. Jones MR, et al. Ann Oncol 2017 ; 3. Cheema PK, et al. J Thorac Oncol 2017; 4. Drilon a, et al. Cancer Discov 2018; 5. Jones MR, et al. Clin Cancer Res 2019



NRG fusion - Zenocutuzumab (anti-HER2/HER3)

EGF-like
domain

HER2 HERS3

PI3K/AKT
(Cell proliferation/survival)

PIBK/AKT
(Cell proliferation/survival)

1. Gerlach ], et al. AACR 2021 ; 2. Schram A, et al. ASCO 2022

0.1+

0.0+

2 ORR (95% CI)
60 - RECIST 1.1, per investigator
All Tumor Types 34% (24-46%; 27/79)
40 PDAC 42% (20-67%; 8/19)
NSCLC 35% (21-50%; 16/46)
g 204
c
2
o 0
o
a
c
8 204 a ’II
g. @ 9’ 3 % [=¥a)
2 a0- T8
o Indication
I PDAC
60 - ™ Breast
- cup o Tumor reduction in
80 | o Pancrasti neursandocrine carcinoma 55/79 (70%) patients
- Egg;ometrial soft tissue sarcoma
-100 A o
1.0 1 }
0.9 Median follow-up: 6.3 months
08 Median DOR: 9.1 months
‘ 95% CI 7.4-NR
2 074 6-month rate: 76%
5 12-month rate: 27%
3
o
a
b
s
&
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TRK fusion
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d o 37 § Prevalence of NTRK fusion-positive tumours in adult patients (218 years ol
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1. Westphalen CB, et al. npj Prec Oncol 2021; 2. Cocco E, et al. Nat Rev Clin Oncol 2018




Larotrectinib in cancers with TRK fusion
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A Maximum Change in Tumor Size, According to Tumor Type
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A Duration of Response among Patients with Response

Agnostic therapy to the primary tumor

Drilon A. et al. N Engl J Med 2018.
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Entrectinib in cancers with TRK fusion
3 phase 1/2 studies (ALKA 372-001. STARTRK 1. et 2)
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Strategies for hiomarkers identification

Mutations

NGS "small panel”
with EGFR, KRAS, BRAF, HER2, MET...
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Urgently

IHC ALK ROS
EGFR (RT-PCR)

RNA
sequencing

Translocations (IHC/FISH)

ALK

ROS
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— Mutations

- Protein fusions



Targeted therapies and NSCLC

~ Crizotinib, Savolitinib, Capmatinib. Tepotinib
" Capmatinib or Tepotinib After first-line with platinum-based chemotherapy Immunotherapy

[ Met Exon 14 J [ 3%
[ HER 2 ] [ 2%

o) [
KRl

[ ] [ l Entrectinib. Larotrectinib
NTRK 0.2% * . : :
After first-line with platinum-based chemotherapy

—

~ Docetaxel-pertuzumab-traztuzumab. traztuzumab-deruxtecan
After first-line with platinum-based chemotherapy

o

* Trametinib + dabrafenib or Encorafenib + binimetinib
If smoker, immunotherapy in first-line

g/

_ Pralsetinib. Selpercatinib
~ After first-line with platinum-based chemotherapy

o/




Thank you for your attention !
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