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INTRODUCCION

TIERRAS RARAS... “conjunto de 17 elementos quimicos (escandio,

itrio y 15 lantanidos) ESENCIALES PARA LA TECONOLOGIA MODERNA.
Aunque no son extremadamente escasos en la corteza terrestre, su extraccion

es dificil y costosa. ”
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INTRODUCCION

Las traslocaciones en CPNM son como esas TIERRAS RARAS....

v SON POCO FRECUENTES (pero no tanto, en total pueden suponer en torno a
un 10%)

v DIFICILES, COSTOSAS DE DETECTAR (relativamente, principal problema
optimizar la habitualmente “escasa” muestra tumoral disponible)

v SON DE EXTRAORDINARIO VALOR, DADO QUE ENCONTRAR UNA
TRASLOCACION EN EL DIAGNOSTICO DE CANCER DE PULMON
CAMBIARA LA VIDA DE NUESTRO PACIENTE



Il JORNADA TR ASLACION AL éETSHEAﬂ\ll/_\E'lez[]ECLléﬁviAS ==III= Illlr-l? _-| lI | _=- I

DE ONCOLOGIA DE PRECISION: 5 #estio oo —

MECANISMO MOLECULAR TRASLOCACIONES

Translocacién cromosémica reciproca

Genes translocados

E1 E2

E1 E2 E4 ES5 E6

- D@D O OC D) A

0 Proteina quimérica

Translocacion cromosdmica (A) y genes traslocados (B)
- ARN resultante - proteina quimérica.

Cancer Treatment Reviews 109 (2022) 102430

M. Saigi et al.
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Intercambio genético entre cromosomas tras la ruptura de los mismos:
2 genes separados se yuxtaponen—> genes de fusion

Roma J et al. Anales de pediatria. (2012); Saigi M et al. Cancer Treat Rev (2022)



A TRAVES DE LAS VIAS

Il JORNADA TRASLACIONAL 5 Shiiziaon
DE ONCOLOGIA DE PRECISION: 5 #estio oo

MECANISMO MOLECULAR TRASLOCACIONES

Translocacion cromosémica reciproca

E1 E2 E3 E4 E5

137 14

Genes translocados

E1 E2

E1 E2 E4 E5 E6

)—— mRNA quimérico

O Proteina quimérica

Translocacién cromosémica (A) y genes traslocados (B)
- ARN resultante - proteina quimérica.
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Los genes de fusion dan lugar a una protel'na quimérica TK activada de
forma constitutiva, lo que implica la puesta en marcha de vias de
proliferacion celular (JAK-STAT, PI3BK-AKT-mTOR, RAS-MAPK)

Roma J et al. Anales de pediatria. (2012); Liu SV et al. Signal Transduction and
trageted therapy 2025.
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oncogenic fusid

Detection methods
and CDx

1956 Karyotyping discovered, and human karyotype identified ==
1960 =++ Philadelphia chromosome:
(BCR-ABL fusion) in CML
1973 Characterization of the
Philadelphia chromosome

1977 Landmark articles describing sequencing
First fusion in solid tumor
1982 Isolation of first oncogenes, invention of FIS! identified (CTNNB1-PLAG1)
RET fusion discovered

1986 NTRK fusion discovered
ROS1 fusion discovered

. 1992 EWS-FLI fusion identified in
Ewing sarcoma
1995 BCR-ABL sequenceg

1958 usion in

1998 Introduction of companion diagnostics = . congenital fibrosarcoma

2004 Analysis of 11,257 solid tumors in Mitelman database
(est. 1983) identified 64 fusion genes (~6% tyrosine kinases)
NGS methods published; NGS available commercially

TMPRSS2-ETS fusion identi
005 === in prostate cancer BRAF fusion
identified in thyroid cancer

2006 Cancer Genome Atlas Program established: database
of >20,000 cancers plus normal samples in >30 cancer types,
2007 EML4-ALK fusion

2007 358 gene fusions in Mitelman databa;
identified in NSCLC

2008 Early reports of NGS in human cancer cglls

2010

2011 Vysis Break Apart FISH CDx approved for ALKm+ NSCLCY
sequencing study of 7 patients with prostate cancer;
MI-ONCOSEQ targeted whol i

sssnsnnfunnnnns 2011 VTITA-TCF7L2in CRC

2013 First FDA authorization for NGS sequencer; \/

8 computational tools designed to detect fusions = 2013 NTRK (lung cancer) ———
in genetic data published FGFR (various)
NRG1 (lung cancer)

2014 Analyses of ~7,000 sample TCGA cohortin  sssssssfassusss 2014 FGFR2 fusion
20 cancer types to detect kinase fusions detected in CCA

2015 === 2015 RETand ROST
fusions (lung cancer)

2017 FDA approves NGS tests: FoundationOne HER?2 (gastric cancer)
(324 genes, DNA), MSK impact (410 genes of = #snuun 2016 EGFR (lung cancer)
interest*), Oncomine Dx Target, Praxis RAS panel; BRAF (solid tumors)

OncoKE established: precision oncology knowledge
base, drawn from public databases

iscovered { 2006 Imatinib

ACION

Protrectinib (solid tumors)

(DFSP, HES/CEL, MDS/MPN)

2019 Entrectinib (solid tu:
2024 Repotrectinib (solid tumors

FGRF1
2020 Pemigatinib
(relapsed/refr. myeloid/lymphoid
neoplasms)

NRG1
2024 Zenocutuzumab-zbco
(NSCLC, pancreatic adenocarcinoma)

2020 Pemigatinib
2022 Futibatinib (intrahepatic CCA)

ROS1
2016 Crizotinib (NSCLC)
2019 Entrectinib (NSCLC)
2023 Repotrectinib (NSCLC)

RET
2020 Pralsetinib (NSCLC, thyroid)
2020 Selpercatinib

2018 Analysis of 9,624 sample TCGA cohort with 33
cancer types identified 25,664 fusions

Archer Dx receives breakthrough designation to 7
detect NTRK fusions; FDA approves liquid biopsies:
Guardant360 CDx, FoundationOne Liquid CDx
Analysis of ~9,000 tumors from 33 cancer types
from TCGA plus cell line data from CCLE using a
novel fusion detection algorithm (ChimeRScope),
identifying 4,344 recurrent fusions (70% novel

2020

2022 Functional genomics approach to characterize the
consequence of fusions applied to large number of genes published

2023 FDA grants companion diagnostic designation to

FoundationOne Liquid CDx to identify ROS7-positive s==ss=us|
NSCLC or NTRK fusion—positive solid malignancies that
may be treated with entrectinib

(NSCLC, thyroid and solid tumors

Detection methods

1956 Karyotyping discovered, and human karyotype identified =

1977 Landmark articles describing sequencing

1982 Isolation of first oncogenes, invention of FISH

2007 358 gene fusions in Mitelman database sssssssfessssss 2007 EML4-ALK fusion
2008 Early reports of NGS in human cancer cells ===

i PRIMERA TRASLOCACION IDENTIFICADA (afios 60): fusion BCR-ABL de LMC.

Recurrent
and CDx oncogenic fusions

Philadelphia chromosome
(BCR-ABL fusion) in CML

1973 Gharacterization of the
Philadelphia chromosome

First fusion in solid tumor
identified (CTNNB1-PLAG1)
1985 *++ RETfusion discovered

I- w=nene 1986 NTRK fusion discovered
ROST fusion discovey

2014 Ceritinib
2015 Alectinib
2020 Brigatinib
2021 Lorlatinib

identified in NSCLC

Liu et I. Signal Transduction and Targeted Therapy (2025).
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a In 10,336 patients with solid tumors profiled with MSK-IMPACT (Zehir et al., 2017):

No fusion detected, 85% c "E-E Lc I:I'I= 1 EE]

Non-kii fusion, 12%
Kinase fusions, 3% wer o 96 kinase fusions
b 4% 4 ,, ERBBZ
g ¥ S5THT1
E & B9 9 33 3 NTRK1
B v FGFR3
§'§ 25 - I I FGFR2
£ '; 20 A
S III.II-
W & F (,??‘”(;“ ,\e“’@ﬂ{\d‘" /\15" & P\é;é,\@@“?oﬁ &
C NSCLC (n=1563) Breast carcmoma (n=12! CRC (n=978) Prostate cancer (n=623)
wer . 96 kinase fusions 8 kinase fusions 6 kinase fusions
1‘3{;’5335351 Pa""?j}’fai’e"fﬁi?o‘n"?%’ Sknesstidons - Blnesoosre v' La fusiéon mas frecuente en CPNM es la fusion ALK (frecuencia del
. ‘ ‘ " 5-8%), seguida de ROS1 y RET. El resto son mucho menos
" “ frecuentes.
Biliary cancer (n=242) HCC (n=105) Thyroid cancer (n=226) Melanoma (n=350) / NO tOdaS diSponen de terapia dirigida

21 kinase fusions 9 kinase fusions 13 kinase fusions 7 kinase fusions
RPS6KB2__ BRAF

=

Liu et I. Signal Transduction and Targeted Therapy (2025).
Westphalen et al. Annals of Oncology (2024).
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No fumadores

Adenocarcinoma: subtipos
especiales (anillo de sello,
desdiferenciado)

~
n ®

YOUNG OLD

ETvsugiaare 4

FUSIONES

Edad media mas joven

i

Predominio mujeres:
ALK, ROS 1

Menor respuesta a
inmunoterapia

(n=37) BRAF
(n=32) MET
(=248 KRAS
(r=2n HER2
(r=115) EGH
(=19 ALK

~115) EGFR
(n=16)RET
(=€) ROS1
0 10 0 100

Riesgo aumentado

ETEV: ALK (OR 2.1), ROS1
(OR 3.15)

Afectacion SNC
hasta 50% debut
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CONSENSO SEOM-SEAP BIOMARCADORES EN CPNM

The ESMO Precision Medicine Working Group'

e

ESCAT TIER EVIDENCE |
Common mutations {Daftd, LESER)
Aouired THOM
Uncommon (GT18X exon 18, LB610-amon 21, S7681 exon 20)

AT ey forroutng Use

gidence
fer

Fiusions {mutefions a5 mechanism of resisiznce)
Mutatins e 14 skipping

BRAP®  Walins 1B
Fussions |musions 2 mechanism of esisiance)

Fusions

ESCAT TIER EVIDENCE I

B 0 nsercn

Hotspat mutafons and Ampicaions

Focal empifcasons (acovired resistance on EGFR T
Wutatiors

Hotspal mulafons

Cambingfion development

ESCAT endence fer ¥

ESCAT evidence fer X

Fusions

ESCAT (ESMO Scale for Clinical Actionable of molecular Targets): clasifica las
alteraciones gendmicas en funcién de su relevancia clinica como dianas
terapéuticas en oncologia.

CONSENSO NACIONAL DE BIOMARCADORES
ESENCIALES EN CPNM PARA TERAPIA 12 LINEA

Gene/protein Predictive alteration Methodology
EGFR Mutation PCR: Sanger sequencing, real-time PCR and NGS
ALK Rearrangement IHC, FISH, real-time PCR and NGS
ROSI Rearrangement IHC (screening), FISH, real-time PCR and NGS
BRAF V600 Mutation Real-time PCR and NGS
PD-L1 Overexpression IHC
NTRK Rearrangement IHC (screening), real-time PCR and NGS
RET Rearrangement FISH, real-time PCR and NGS
KRAS Mutation PCR: Sanger sequencing, real-time PCR and NGS
MET Mutation NGS
Amplification FISH, real-time PCR and NGS

ALK anaplastic lymphoma kinase, BRAF B-Raf proto-oncogene, EGFR epidermal growth factor receptor,
FISH fluorescence in situ hybridisation, JHC immunohistochemistry, KRAS kirsten rat sarcoma virus, MET
mesenchymal epithelial transition factor, NGS next-generation sequencing, NSCLC non-small cell lung
cancer, NTRK neurotrophic tyrosine receptor kinase, PCR polymerase chain reaction, PD-L] programmed
death ligand-1, RET rearranged during transfection, ROS] c-ros oncogene 1

Mateo J et al. Annals of Oncolgy, 2018; Mosele et al, Ann Oncol 2020;
Isla D, et al. Clin Trans Oncol. 2023
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a Karyotyping (e.g., Chr9 in CML) -

Nuclei

Blood/ — Cell culture and —— chemically
biopsy growth arrest in fixed and
metaphase stained for
viewing

c FISH (e.g., ROS1 fusions) Hybridization with
fluorophore-linked
probe

Hybridization with
hapten-linked probe
which is then
enzymatically or
immunologically
detected

4 different

reaction mixes
e 2?)?‘21“;2595 and
sequence : m e
amplified — chain-terminating

bases

Fragments of
different lengths
with labeled
termini generated

GGTGAAAAGAGGCC®
GGTGAAAAGAGGCCA®
GGTGAAAAGAGGCCAT®

Fragments are CTGTGTGAAATICTTATC CGCICACAAT T CCACA

o
separated by size I

120 130 140
and read as a “\ | ‘\“‘ ;
sequence of [ I ‘\'\ I ‘u‘
complementary I ‘M‘ ‘U [ I
nucleotides | | I

ATvEsOELiovas N N | N NS f | s -
UESENALIZACE) I | N | sma ] I —
B FESRERD O 2005 T T R T e T —

DETECCION DE TRASLOCACIONES

b IHC (e.g., NTRK fusions) 404 The Oncologist, 2023, Vol. 28, No. 5
. Target protein
Indirect IHC  yetected by antibody ) . . ) )
Direct IHC binding Table 1. Differential features of molecular testing technigues (adapted fromBelli et al.?%).
Chromogenic substrate
;f;?;; (e.g., diaminobenzidine) Technique Specificity Sensitivity Detection of Other advantages or disadvantages
o or fluorophore fusion partner?
Cells
THC ++ ++ No Convenient but low sensitivity and specificity
d RT-PCR Break apart FISH 4 4 No® Rapid technique that requires little tissue
mRNA .
@ g RT-PCR 4 e Yes (known Does not detect unknown fusion partners or those not
—_ +_ +Oligo dT primers only) preselected
IR "d’?\leT"sfse transcriptase RNA-sequencing 4 4 Yes Expensive, requires high-quality RNA, may detect alter-
e NGS ations of uncertain clinical significance and gene expression
Liiaiiihang DNA-sequencing Iy ++ Yes Use of circulating tumor DNA requires shorter turnaround
NGS time and is less invasive than tissue/tumor testing
f NGS
“Yes if a specific fusion partner probe is used.
XO00C ~\ FISH, fluorescence in situ hybridization; IHC, immunohistochemistry; NGS, next-generation sequencing; RT-PCR, reverse transcription polymerase chain
- N\ N E reaction; ++ indicates moderate; ++4+ indicates high.
TAYAN < -
DNA/RNA I(_fibrary prtegaration:
: ragmentation,
extraction adapters added)

= La mejor técnica para detectar las fusiones es la NGS (en
O concreto RNA-Seq: es costosa, lleva tiempo y requiere
muestra de alta calidad)

sequencer

[clclTIAAlGIGIAITIAIGITITIAITIC AlGIT ]G]

B i clelT/A]
ragments
assembled based on Eﬂg%m
reference genome TAlG)
[AlG]T[T]
[GlG[A[T[AlGITITIAIT]

Liu et I. Signal Transduction and Targeted Therapy (2025).
Novello S, et al. Oncologist, 2023
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Large introns
— 0 = DNA /RNA
(Excessive sequencing) _— D Az Bio —
ap
Repetitive introns =6 = =3 =f =] Eg;n
=== = DNA /RNA W Brar
PD-L1 ALK ROS1 RET NTRK KRAS I all
(Cannot align reads) e MET Ex14 : negative EI @
= - = - -(“1 .‘-.«-_ mutations
[ — i vy || ey | gy ) E el E| ,'"rc.h ] ol
H uh::;ll o & or & Nucleic acid Nucleic acid
g extraction extraction 20-30%
E——-y1 — DNA = =A== = @ -
u u (Below assay sensitivity) | ;j; oS oS - @D @D G Gl G -
: — - = H&E
Low tumor sample (IF highly expressed) =
ES- —-&m = DNA /RNA DD I3 =
Complex genomic events (Cannot capture) TS m:.utmm
@ 2019 American Association for Cancer Researel h G}E C;:D
CCR Translations AACGR Lop B1 Lap B2

DETECCION DE FUSIONES POR DNASeq VS RNASeq.

v" DNA Seq: ofrece alta S y E, asi como posibilidad de detectar nuevos partners. La sensibilidad depende de cobertura del
panel y breakpoints , por ejemplo, si region intronica del dominio kinasa es muy larga o hay elementos repetitivos de
intrones puede dar falsos negativos.

v" RNA Seq: ofrece la ventaja de que no incluye intrones, y es una verificacion directa de genes transcritos. Por el contrario,
tiene la desventaja de la labilidad del RNA en la muestra

Benayed R et al. Clin Cancer Res. 2019
Isla D, et al. Clin Trans Oncol, 2022
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Stage IV mNSCLC, molecular tests positive (EGFRALK/ROS1/BRAFRET/NTRI/MET/HERZEGFRex20ins/ KRAS G12C)

!

!

!

!

!

!

!

w
Major
EGFR mutation EGFR ax20ins uncommen, non- ALK translocation ROST ERAF SO0 . MET x4 KRAS G12C
n . ax20ins . translocation mutation RET translocation HERZ2 muiation o N y
{refer to Figure 2} mutation sensilising EGER {rafar to Figura 3) {refer to Figurs 4) {refar to Figurs 5) skipping mutation mutation
mutation

!

Third-genaration EGFR

Amivantamab-
platinum-based

!

Alactinib

Afatinib 1, B; [I. A; MCBS 4;

i

Dabrafenib—
trametinib

:

Platinum-doublat
ChT +1CI1 [Iv, B]

Refar to ESMO

5 Crizotinib 5 c o CPG on non- Entractinib
TKI:-h . ChT . MCBS 4, ESCAT |-AFSf [1ll, A; MCBS o, A MCES“. Selparcatinib Platinum-doublet Capmatinib oncogene- [, A: MCBS 3;
1. AJ"= [1A in first-ine; ESCAT: |-Bp-2f Brigatinib oo (STl I, & MCBS 3 ChT 2ICI [, A; addicted ESCAT I-CJi/n
e e MCBS 3; Ill, B in Osimartinib [l A; MCBS 4; Encorafanib- ESCAT -G [V, B] MCBS 3; ESCAT | oo
generation EGFR TKis sacand- and [ll, B; ESCAT: 1, ESCAT |-AJ=ar binimetinib [IIl; A; = ! B mNSCLC! [, A] arotrec

[1. B]*
Altarnativas:
Osimartinib-carboplatin-
pameatrecad
[, &; MCBS 3pP=
Gafitinib—carboplatin—
pametreced
0. By
Lazartinib-amivaniamab
[I. Al
EGFR TKls plus anti-
angioganic therapy such
as:

arlotinib-bevacizumak:
[I. B; MCBS: 2;
ESCAT: l-AFR
ar

arlotinib-ramucinemal
. B; MCB :
ESCAT: I-A]

latar-lina; MCBS
3; ESCAT |-B]3
| —_)

If given platinum-
basad ChT
without

amivantarmab
praviousy:
Amivantamakb
[, B; MCBS 3;
ESCAT 1-B8]%

Bt Laoriatinib
[l. A; MCBS 4;
ESCAT |-AJ=T

Ensartinib

[1, A; ESCAT 1A
Crizatinib
[I. B; MCBS 4;
ESCAT I-AJ=
Caritinib
[I. B; MCBS 4;
ESCAT I-A]%

]

SCAT I-BPfh
Raepotractinib
[1, A; ESCAT I-
B

MCBS 3; ESCAT
B!

Trashuzumakb—
daruxiecan

[lll. B; ESCAT II-

]

Tapotinib
[, A: MCBS 3;
ESCAT 1-8] 4/
Alternativ

Capmatinib
[, A; MCBS 3:
ESCAT I-B*
Tapotinik
11, A; MCBS 3;
ESCAT |-B)!

Sawvalitinib [I11;A;
ESCAT B
Alternative: if
given a MET-

speacific inhibitor

in first lina:

Platinum-doublet

ChT + ICI [IV, 8]

—

Soflorasib
[l B: MCBS 3;
ESCAT I-BJF!
Adagrasib
[, B; MCBS Z;
ESCAT I1-B[*m™
Altarnative: if 1G]
monotherapy
given in first line:
platinum-doublat
ChHT 11, A]

[il,A; MCBS 3;
ESCAT |-C]*'=

ESMO 2025
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TRASLUCACION ALK
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(A)

Chromosome 2

©
EML4-ALK Variant 1

EML4-ALK Variant 2

EML4-ALK Variant 3

EML4-ALK Variant 5

(D) (E)

Incidencia 5 — 8 %, fusion mas frecuente EML4-ALK.
Variantes 1,3 mas frecuentes; variantes cortas peor

prondstico

LS

- ¥ ~

A TRAVES DE LAS VIAS
DE SENALIZACION

109 kDa

TAPE

I
1
5 W<| Tyrosine
MAM l = i
o e | o 2 o R =2

"
ALK break point

S| Kinase
Tyrosine
TAPE h

~ 7D

-

A

Q= "y
SN\
/<\4

: cixfl\, t‘?’
.\ D 7

o S
S| Kinase

ALK FUSIONES

2007 2011 2014
y
ELM4-ALK Approval of Approval of
fusion Crizotinib Ceritinib in
discovered (1 pre-treated
i atients

| in NSCLC generation) P (2

generation)

é Approval of

2015 2017 2018 2020

2021

—
Approval of

Approval
Alectinib in Ceritinib and Afgrrl(;\tliar:i(l;f of
pre-treated Alectinib in (3 Brigatinib
pat'fd"ts first-line generation) in first-line
(2 Approval of in second or

generation) Brigatinib (2"
generation) in
pre-treated

patients

third-line

Approval
of
Lorlatinib
in first-line

DESARROLLO TEMPORAL DE INHIBIDORES ALK

Table 3. ALK tyrosine kinase inhibitors according to their generation.

TKI Generation

Name of Drugs

First-generation TKI

crizotinib

Second-generation TKI

ceritinib, alectinib, brigatinib, ensartinib

Third-generation TKI

lorlatinib

Elshatlawy M, et al. Molecular Oncology, 2023.
Bouchard N, et al. Curr. Oncol. 2025.
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SLP CRIZOTINIB VS TKI 22 GENERACION
34.8mvs 10.9m  — o

TE"L'I;\_ ~ Consard
T, ‘_H R 0-43 FR 243 336% O 0-22-0.500
- 84 Ty b—. . Fre 001
ESTUDIO PROFILE 1014: Crizotinib como tratamiento de primera linea ; T T
\ I i
P - - - e 0 — 'sE
frente a quimioterapia en el cancer de pulmén ALK positivol2 e T
Estudic fase 3, abierto, aleatorizad o, multicéntrico que comparg crizotinib frente a pemetrexed + quimicterapia basada en platine B B e i
en pacientes con CPMM avanzado ALK +, y sin tratamiento previe para analizar la eficacia, seguridad y calidad de vida. T + +
@" OBIETIVOS & &= % % = = =
SLP evaluada tasa de respuesta, Tima il
e i o
por un comité revisor independiente 5G, seguridad, calidad de vida ool 33 v 1] Y W W & ] 1] W "] ¥ i = W i
~ [=te 4 = mn 3 ¥ L = I n 1]
n=343 DISENO DEL ESTUDIO
ll.ll o
Pacientes ?ﬁ.'
aleatorizados Crizotinib 250mg 2 veces/dia 100 -
*  Pacientes con CPNM ALK+. entre
enero 2011y N=172 90 1 24 11

*  CPNM locaimente gvanzodo o metostdsico.  julic 2013

Cruce al grupo de crizotinib permitido
después de |a progresion

TROic 78%

*  5in hober recibido tratamiento previo._

* Pacientes con metdstasis cerebral trotada
eran elegibles si ésta era estable al menos
2 semanas antes de la inclusion.

HR 0.49

PFS (% of patients)
s

* ECOG:0-2.
30 4
20 4 HR for disanse progression or danth,
RESULTADOS O.48; S5% C1, 0,36 10 0868
10 4 P 0000 by log-rank tes
Eficacia Tasa de respuesta objetiva Duracion de la respuesta T T T T
100 — Crizotinib n=172) % (IC95%) " (1C95%) 0 6 12 18 24 30 36
] —_— ; 1o 20 . e e . e .
201 aumeERT) - e eXalt 3: Ensartinib vs. Crizotinib
&0 10,9 HR=0,45 (IC 95%: 0,35-0,50) = 1.3 .
20 pe0,001* 60 |5;553; " (81138 — 25 8 11 7
a0 .0m vs fm i 0
ol 2 - TROic 63%
20 5 . HR 0.51
o L] L L]
0 5 10 15 20 25 30 35 0 0 60
*test de log-rank estratificado unilateral Crizotinib Quimioterapia Crizotinib Quimisterapi

Tiempo [meses)
40 4

204

Solomon BJ, et al. N Engl J Med, 2014; Mok Ann Oncol 2020; Camidge J Clin Oncol
2022; Horn et al. JAMA Oncol 2021; 0 —
3 153 9 12 15 18 21 24 27 30 33 36 39 42 45
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CROWN: Lorlatinib vs. crizotinib ALEX: Alectinib vs. Crizotinib ALTA 1L: Brigatinib vs. Crizotinib

34.8m VS 10-9m --'- FEECIITINGR |7 & 1 0] ae mar B LWEE D 1A £8 | F8 T3 55
" NR (> 60 m) vs - HR 0.43 - 133 24m vs 11m
) 9.1m HR 0.19 : X ' — commin £ ol HR 0.49
0 - Sm ) Ic — Aecinb 1« T UE} 80 +
704 ‘ il - ¥l = 70 -
. H W I .43 556% T 0.20-0.58) g 60 -
o ] = - 80 Ty b Fenmin
E 50 ] 3 ' £ - iz RS e ‘5 50 4
“ :E' LLL £ |:-t-—__ EA i LA E ﬁ-
B , iy, ! v oo -
p S, . fCEUSUNUUR 3 1oy
s i ! b < (001 by log-rank tesi
i 0 4 8 12 15 20 24 28 22 35 40 44 48 52 56 €0 64 €8 72 76 &0 ' T B ) P4 A @ A : I T T T T
Mo at risk T Phontg - Tirsa pmaeibal ] B 12 18 24 30 36
— Loralind 149 126 198 111 103 86 93 B2 BT B1 BT T9 TP T4 67T 45 M 14 4 1 a el OIE ML TR OB MW 0 F m WM oW @ H OB N u 1 ;
_ Crizetmib 147 107 70 42 30 9 16 16 11 W0 @ & B B & 4 20 O © O o R SR A S I L ! TImE ‘mﬂﬂthﬁ}
90
80 78
67,8 69
: /0 P 63 60
TROIC 82% Con 60 lllll ::: J~%,6"llnl-... EEEEEEEEERn
71% de RCy 50 ...."l.48...' ._.4?.6 43 .4.3..7....Il.... "EEEEEEEEERn
reduccion de 40 N, 36
rlesgo de 30 = ..l..llllll
progresion ic 94% 20
10
0

1-yr PFS% 2-yr PFS% 3-yr PFS% 4-yr PFS% 5-yr FPS %

Solomon B, AACR 2022; Mok Ann Oncol 2020;

m Lorlatinib wAlectinib & Brigatinib _ :
Camidge J Clin Oncol 2022
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SG TKI 22 VS TKI 32 GENERACION Brigatinib vs Crizotinib

44% crossover

100+
?Eﬁ -‘R
£ s
8 ~
£ HR for death, = '
§ S04 0.92 (5% CI, 0.57 to 1.47) |n=]3'|'1‘ {2 6782
% 40 P=0.7710 by log-rank test Cringiinih
. . . . = i
ALEX TRIAL Alectinib vs Crizotinib @ 3 138 ) fs-30)
g o
3
i
0 S ;
1] ] 1z 18 4 K ¥
2 e ik he e st e . . 4yr0s:66%vs 60%
gk OF 5 13 e ¥ W W w2
ﬁ’t e | m =3 18 115 m 6 15} B o 1w 4 1
P
"1—1.‘_ *  44% of patients in the craotinib arm crossed ower ta bngatinib therapy
£ q"‘x...,l e SRR T Y
] e P R Lorlatinib vs Crizotinib
i T _m A oriatinip vs Crizotini
L o T CROWN TRIAL
: 100 3= Loratinib  Crizotinib
204 £ G {n=143) (=447}
Asnchns. o m 155 : . el Loratinib Patients with event, n 35 (15 28 {14)
Crivgptnits [n = 51| 3 E = 10 {24
o % Cemomd i ¥ .g Tl Crizolinib Modian 08, months MNE NE
[ i ] - i i iz x w 108 < i [95% G1) {NE-NF} (MF-NF}
bonin  Mosts  Mootn Bonfa Monifs Wooin Mosts Mondin MosPs Menlis k- B
o=
Wo, of Patieniy i Rk i = 5 rg:m cl) |()401ITI2.;‘.§:]
Alpgiisiny 152 120 w i1 ™ T Gk 0 23 50 o £ .
Eriating: 151 4 1 e 50 a5 3 " 3% 1 B = 0 ]
& . Crossover not allowed
| (post-crizo treatment NR)
TE
1 5-yr OS: 62% vs 45% "o y & 8 12 15 18 21 24 27 30 3 38
J 7y 0S:48% vs 38% HR 078; p013 Mo ai Risk Monihs
Loriatinih 149 148 141 138 134 133 A3F 122 101 BS B3 50 38 37 43 B & 1 0
Crizolinih, 147 139 133 127 122 110 111 &7 BA 68 55 40 M 22 12 6 3 O 0

Mok T, et al ESMO 2025;Abstract 9518; Camidge R, et al. ESMO ASIA 2019; Solomon B, et al. ESMO 2020. Abstract LBA2; Zhou et al. ESMO ASIA 2024
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MECANISMOS DE RESISTENCIA A ALK

On-target resistance Off-target resistance
1 ! Bypass pathway activation Lineage transformation !
ALK fusion protein
. SHP2 Inhibition MET inhibition ALK’
- ung cancer
ALK TKis — 7 ALK 1 at time of
hl: = L - 1 FGFR MET diagnosis
4 WT ALK EGFR o 3o E Adenocarcinoma
G 1 Resistance
ALK TKis | %‘ e (GRB2 ) 8 to ALK TKI
. 4t (808
Resistance mutational :1 B J ¢
hot;apoln: i K; g
L1898, L1184, G1123, 4 Single ALK -
G1202, 203, E1210, II:L:!'c]uhun F .
512086, L1204, TN51, LNG2, T GTP " H ;
C1156, V1180, M7, R1275, (RAS ) ol g =
F1174, F1245, G1269 Lorlatinib ¥ 4 - L}uat-jgr}oiu;: L'PIDIDE'.I'
el to define histology
, p L = Epigenetic modifiers?
ALK TKls 3G %' § :_. ALK 3 MEK ) EZH2 Inhibitors? =
Compound mutations: rl."f. -'I!Z;'r:w-x.:und ) E;xﬂ Bypass pathway GTp
L ALK%%U“" bassd ) ALK mutations (~—— 4 activation <Rheb Histologle transformation
« ALKMANSIT by amel T :ur:ﬂ:m&:rlin - Squamous carcinoma
« Othar 46 ALK TKIs gnaling » Small cell carcinoma
QnTOﬂC‘I}
T ON TARGET: mutaciones ALK (G1202),
mTOR =
MEK inhibition co-mutaciones
Inhibition

OFF TARGET. amp MET, SHP2,
transformacion AP

Schneider JL, et al. Nat Cancer 2023;4:330-343.
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MECANISMOS DE RESISTENCIA A IALK

EMLA4-ALK drug resistance M. Elshatlawy et al.

Table 3. Drug-Resistant mutations after ALK-TKls treatment (?) means the sensitivity of this mutation was not assessed against the given
drug; lactive) means mutation in that row is inhibited by the addressed drug. The differential colour coding highlights the key residues on
the ALK kinase domain, as seen in Fig. 2.

EML4-ALK kinase inhibitors & drug-resistant mutations

Crizatinib Ceritinib Alectinib Brigatinib Lodatinib
L1196M [48] ? L1196M ? ?
G1269A (88 ? ? ? ?
C1166Y [45] C1186Y/T ? ? ?
7 IS Active TITIN/S ? ?
S1208 C/Y [64] Active Active S1208C ?
E1210K [45] Active Active E1210K ?
L1152P/R (48] L1152F/R ? ? ?
V1180L [83] Active V1180L 7| ?
11151T [46,88] 111517 ? ? ?
[89] ? ? ?
F1245C (90] Active ? ? ?
G1202R [55] G1202R G1202R G1202R ?
E1210K (53] Active Active E1210K ?
D1203N (53] Active Active D1203N ?
Active ? ? ? L1198F [91]
? ? Active ? L1256F [92]

?

?

?

?

G1202R/51208Y [32]

Elshatlawy M, et al

. Molecular Oncology Review. 2023
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N Ongoing Global Phase 2 Investigation of
ALKOVQ ] NVL-655 for Patients with ALK+ NSCLC ,
- Open and enrolling both TKI-naive and TKI pre-treated patients AL KOVG- 1 Fase 2 NVL-655 Con d Ife rentes COhO rteS
(naive, pretratados con 1 6 2-3 iIALK). TR naive lorlatinib

PATIENT POPULATION CHEMO/1-0 OBJECTIVES

o2ines 88%; TR post-lorlatinib 47%. Activa para mutacion ALK

2-3 prior, any generation

(crizotinib, ceritinib, alectinib, brigatinib, or lorlatinib ) Primary:
ORR by blinded,
1 prior 2G (ceritinib, alectinib, or brigatinib) 0-2 lines independent central review G 1 2 O 2
ALK+ NSCLC 1 prior 3G (lorlatinib) £d * Secondary:

Additional efficacy

measures (DOR, TTR, CBR,
None (TKI-naive) <1 PFS, 0S), intracranial

sy, ovral sty ALKAZAR FASE 3
Any (not eligible for other cohorts) Any tolerability, confirmation of

PK profile
Other ALK+ 2 1 prior ALK TKI or systemic therapy A
Solid Tumors (or for whom no satisfactory standard therapy exists)
CBR, clinical benefit rate; DOR, duration of response; ORR, objective response rate; 08, overall survival; PFS, progression free survival; P, pharmacokinetics; TKI, tyrasine kinase inhibitor; TTR, time to response.
Excludes ps

S s oS On the Horizon: 4t Gen ALK TKI Neladalkib (NVL-655)
M

Preliminary Activity: Radiographic Tumor Responses Across
Previously Treated Patients with ALK+ NSCLC

TKI-naive patients with
RECBT L1 ORR,  pscir Response-Evalusbls [Smy Prioe ALK 70, range 1 - & Priar Larlatinih {2 ALK Titls) Lorlatinib-naive (21 26 £ 16)

i advanced ALK+ NSCLC  [BEE

; i Aoy ALK Arvg ALK Compeund ALK Any ALK
A¥panents 2 Al o4 GBI i ; il L
T muislion mARtion mudptine mination N 2a 450

1| Derses 3% (39/103)  52%(I0/SE]  E9%(2333) 5% [30/85) A7 (234D s4% (15/28) 53% (9/17) 8% [7/E)

APID 3% |15,/39) 55% (13/22) 71% |10/14| 5% (11/31) 50% (B/16] 64% [7/11) 7% (8/7) BO% |4/5)
Primary endpoint. PFS per BICR
" Prior Laratinih® Lovltinib-naive * Secondary endpoints: PFS per investigator assessment, BICR-ORR, IC-ORR,
e 1 0S, safety
‘E : "m.m_ Muvalent press release
b
ix

R 0 R P 0 R I 38 T R P P T 0 P R R PP I P

Drilon A, et al. ESMO 2024
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TKI-ALK ADYUVANTE

ALINA study design*

Resected Stage 1B (2dcm}IlA
ALK+ NSCLC
par UICCAICT 7 aditian

Alectinkb
B00 mg BID
Oiher key eligibility criteria: 2 years
= ECOGPS0-1

» Elighis to recenes platnom. based R
chamotharapy 1:1

»  Adeqguata end-organ funchon

«  No prior systenic Congsd harapy Platinum "’“‘“"1’
Siratification factors: N=257 ﬁ;:‘:!:q:h:-::‘::.

« Sape. (B (= om) vs i ve il

o Race Asiadl VR MON-ARIEN

Primary endpoint Other endpoints

* DFS per investigator,” tested hisrarchically: = CHS disease-free survival

= Stage [IHIA — ITT {Stage IBIIA) - 05

= Safety

S@®C

A TRAVES DE LAS VIAS

Recwrence

Recurrence

Further
Ireatments at
investigator's

chaice and
survival
Tallow-up

Dizease assessmants [woluding brain
MR were condircled. af baseline,
every 12 weeks for year -2, every
24 weeks for year 3-8, then annumily

DFS in stage lI-IIIA*

SLENRvVvs 41.1m

HR 0.36

~ M
an+ I_k_"'\..,_'l "-1 -,‘1&.5
—, T Alectinib
E 607 ix\_k ]
" I 46.3%
E | -‘-—Q-H—l—|__1
401 - -
Cheamothorapy
Median DFS (85% Cl1), months:
207 NE (58.6-MNE)
41.4 {(30.6—67.2)
HR [(95% Cl}: 0.36 (0.23-0.55)
nﬂ =1 'IIE 18 24 30 36 42 4IE- Eld B0 &8 V2
MNo. al risk YU \moiyens)
Aleclinib 118 111 106 BT 43 12 MNE
Chamo 116 B B9 B 28 11 MNE

ELEVATE study desing

64-80 % reduccion de riesgo de recurrencia en estadio lI-IlI1A

YEARS

Randomized, double-blind phase Il trial (data cutoff for interim analysis: 6/26/2025)

Hey Inclusion Criteria;

= Age 218 yoors

= Complabely resecied (RO),
‘confinmed

hestolagically
slaga FB. I, 1A o 1IB

[TENZND) NSCLC por tha ——

B edilion of AJCCUICT

= Adjuvant  chemothorapy
parrnitied

- ECOE PS D1

= Confinmed positive ALK

Engartinib
228 mg onco daily

Stratification by
= Hisicloglcal
mbmge (I8 .

Randomization {1:1)
ny N=270

{yes v, noj

Piacebo
vt dadly

Primary endpoint: Investigator-assassed DFS® in pationis with stage || to 1B disease
Secondary endpalnts: investgator-assessed DFS in pabents with stage IB-1IIB disease (ITT), A8-yoar DFS rate, OF, safety

Siatistical analysis:

= Thia praplanned intarim analysis was parformed when T0% of events (57 eventa) were obaerved In patients with stage §1-1118 dissase

Ensartinib showed an improved DFS in patients with ll-llIB disease

Investigator-assessed DFS

i 8 !
i \_l'—-. Mecian follow-up 24 Omonta 240 menths
5 il I|I | S35M, Events 12PTH 8 SN
" Gt Placeto m;&m WP A
E DFSHAR (55% G 0.20{0.11, 0.38), ped001
o A4
& i J SLENR vs 24.8 m
3 T
et HR 0.20

S | - =

Wu et al NEJM 2024; Dziadziuszko et al, ESMO 2025;
Yue et al, ESMO 2025
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TKI-ALK NEOADYUVANTE.... Ensayos fase 2 prometedores

NAUTIGAf, WL 2025 (Nectt “% o TS fgetrinb e,

Neoadjuvant ALK TKI fficacy m* Neoadjuvant ALK TK]
Bkl — = PRTZSS e o) I iy st 8390

MPR: 42-61% y s
M ORR 63100y MLOERESS Ko B Preop. atrtion to surgery. 10-13%

Nodal downstaging: 33-48%
NeosNFINTY, ASCO 225 rplnalit| Tm‘
SAKULA, WOLC 2018 Cerint m - SULA WL 21 ot I —
Crmg ot AT 2020 cind) “mf, Thang C et al, ATS 2023 At e 25
Zhang C et al. AATS 2023 (Crizofinib) W, Zhang ot o, ANTS 02 o) Fm

Dy 4.470 21} oo Mum Zhang Gkl JTO 2019 Crizotnib !ﬁ

Lee J, WCLC 2025
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R OS 1 F USI ON E S 1987: 2007: 2016: 2019: 2019: 2023: Ongoing: Ongoing:

Discovery of | Discovery of Crizotinib, Entrectinib, | *Lorlatinib, | Repotrectinib, || Taletrectinib, | Zidesamtinib,
ROS1 gene ROS1 gene First FDA- FDA- Added to FDA- Global phase | Global phase

fusion in fusion in approved approved NCCN approved ROS1 || |l clinical trial | /Il clinical trial

- | cancer | NSCLC I ROS1 TKI J ROS1 TKI \ guidelines l TKI | I |
CD74-R0OS1 is the most common
ROS]_ fusion in NSCLC patients Target Discovery Approvals / Integration into Guidelines Investigation

Crizotinib and entrectinib are also approved by EMA and globally. *Lorlatinib is not approved by the FDA

Leucine-rich repeats and for the treatment of patients with metastatic ROS1 fusion-positive NSCLC but is recommended as a

immunoglobulin-like

Endoplasmic reticulum domains 3 (LRIG3) subsequent treatment option by the NCCN guidelines and included in the ESMO guidelines.
protein retention 1%
receptor 2 (KDELR2)

1%

|

DESARROLLO TEMPORAL DE INHIBIDORES ROS1

Coiled-coil domain
containing 6 (CCDC6)
1%

Fused in
glioblastoma (FIG)

Tropomyosin 3 (TPM3),

3%

La fusidn de ROS1 tiene una incidencia del 1-2% en
adenocarcinoma de pulmén. La fusiéon mas frecuente es CD74-
ROS1 (42%)
Cmember2 (slesan earin (E28) ROS1 comparte el 49% de la secuencia homologa del dominio TK
1% 1% —ALK, por ello muchos iALK tienen actividad iROS1

Gainor and SHAW . Oncologist 2013; Park et al, Path Res Pract, 2019
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IROS 12 linea  ENSAYO TRO

intracraneal

0 @ Crizotinib EC PROFILE 53 72% 19.2 m 514 m ---
:; 1001 (fase 1)
0 @ Entrectinib ALKA372-001, 168 68% 15.7 m 47.7m 80%
- (pool analisis) STARTRK1,
— STARTRK?2
(fasel-2)

79%

epotrectinib TRIDENT-1

®
®

(fase 1-2)

Taletrectinib TRUST-1 106 85.2% 76.7%
(fase 1)

Zidesamtinib  ARROS-1 25 89% NR NR 83%

\_ (fase 1)

Boulanger MC, The Oncolgist, 2024. Shaw et al, NEJM 2014; Wu et al, JCO 2018; Niho et al, ESMO Open 2024; Drilon et al, JTO Clin Res Rep 2022; Lin et al,
JCO 2017; Shaw et al, Lancet Oncol 2019; Drilon et al, NEJM 2024; Perol et al, JCO 2025; Drilon et al, WCLC 2025.
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REPOTRECTINIB
UPDATE from TRIDENT-1: Phase 1/2 (WCLC 2025)

Response in the primary efficacy populatio

0,
100% - (CnR’_Zf
Phase 2 dose expansion cohorts¢ 90%
Phase 1/2
patient eligibility ROS1+ locally advanced or ;5‘ 80% 4
metastatic NSCLC ‘;’
+ Locally advanced or a RP2D: - |
metastatic solid Ph:::e1 160 mg QD x E 70%
PSR o-colion | IRARH ROS1 ROS1 T 60% - CORR, 7%
gene’ por e cohorts e e TKI-naive TKI-pretreated¢ -
50% -
+ Asymptomatic CNS “6
metastases allowed t Phase 2 primary endpoint®: J g 40% 1 SD, 38%
ORR by BICR using RECIST v1.1 o
c y using v £ 30 - (n =21)
[=8
[o]
= 20% A —
* Among patients with measurable brain e - SD,16% PD, 3% PD, 16%
metastases at baselinef: ’ (n=11) - _
o (n=2) (n=9)
—icORR was 89% in TKI-naive patients TKl-naive (n = 71)b:<c TKI-pretreated (n = 56)¢

(95% CI, 52-100; n/N = 8/9)2; median icDOR

—icORR was 38% in TKl-pretreated patients
(95% Cl, 14-68; n/N = 5/13)h: median icDOR mPFS (months) 30.2 9.2
was NE (95% Cl, 3.0-NE) mOS (months) 74.6 20.5
* Among patients with the ROS1 G2032R (solvent (N =121) (N =107)

front) mutation across the 3 TKl-pretreated
cohorts (n = 17), cORR was 59% (95% Cl, 33-82)'

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. ESMO
Professor Thanyanan Baisamut MD., M.Sc. Byoung Chul Cho, WCLC 2025
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UPDATE from TRUST-II; Phase Il (WCLC 2025)

NSCLC with ROS1 fusion || Taletrectinib » IRC-assessed cORR per RECIST v1.1
A b 600 mg QD Secondary:

- ge =218 years

. ECOG PS 0-1 = DOR « TTR . 0Ss

« IC-ORRY =+ PFS « Safetye®

Cohort 2
TKIl-pretreated®

Key Eligibility Criteria Cohort 1 Endpoints
-naive* Primary:
» Locally advanced or metastatic TKi-naive ry

- cORR: 85.2%
;'_'Kl = naive - (95% CI: 72.9-93.4)

-]
=

_ cORR: 61.7%
Pretreated - (95% CI: 46.4—75.5)

40

PFS = not reach PFS = 11.8 months

Best Percent Change in Sum of
Diameters From Baseline (%)
P

[=] o [=]
1
]
1
1
1
1
i
1
1
1
1
:
1
1
1
(]
1
1
1
1
1
1
1
1
1
1]
1
1
1
1
1
1
1
1
1
1
]
1
1
1
1
]
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
Ll
1
)
1
1
1
1
1

Best Percent Change in Sum of
Diameters From Baseline (%)
Fey [*]
o o [=]
L L L

60 =
804 80
1004 "CR WPR HWISD WPD 100d 7/CR WIPR WSD WPD
R mmm oot B RRCEECEEEI et e SO e B0 O A BSOSO e SO A A B A
Prior chemo [ ] e o (] ] L] L] e ® Prior chemo > e & - P gt .y . - e - P
Prior entrectinib® L] L] . . e ] [ ] 3 - .

cORR: prior chemo, yes / no, n/N (%) 9/10(90.0) / 37/44 (84.1) cORR: prior chemo, yes / no, n/N (%) 15/19 (78.9) / 14/28 (50.0)
Median TTR,® mo (95% CI) 1.4(1.3-1.4) Median TTR,° mo (95% Cl) 1.4 (1.4-1.6)
IC efficacy (n=9)¢ IC efficacy (n=16)4
IC-ORR, % (95% CI) 66.7 (29.9-92.5) IC-ORR, % (95% CI) 56.3 (29.9-80.3)

Pr ) ) Geoffrey Liu, WCLC 2025
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MECANISMOS DE RESISTENCIA AIROS1

On-target resistance

Off-target resistance

ROS1 resistance mutations Bypass pathway activation Histologic transformation

ROS1 Fusion Protein X . . . .
ROS1 Fusion ROS1 Fusion (with acquired ROS1 Fusion ROS1 Fusion ROS1 Fusion Protein (with TKI

Protein Protein (with TKI) GZO32R mutation) Protein Protein (with TKI) and with MET ampllﬁcation) Inactivation of RB1

and TP53

p— ROS1TKI [ -eeeees

ROS1 Inhibition of Restoration of
downstream ROS1 ROS1

signaling downstream downstream
signaling signaling

'_ ROS1 TKI l— ROS1 TKI
ROS1 |"h'b'“°” of Restoration of
downstream ROS1 ROS1
signaling downstream downstream
signaling signaling

Small cell carcinoma

\
Lung
adenocarcinoma

Squamous cell carcinoma

L1951R, S1986Y/F, L2000V,
F2004C/I/V, L2026 M,
G2032R, D2033N,
L2086F, L2155S

MET amplification
KRAS mutation or amplification
NRAS mutation
NF1 loss
MAP2K1 mutation
KIT activating mutation
EGFR activating mutation

*Note: Polyclonal resistance may emerge at the time of disease progression on ROS1 TKI(s).

Small cell transformation
Squamous cell transformation

ON TARGET: mutaciones
(G2032R)

OFF TARGET MKRAS, mNRAS, amp

Boulanger MC et al. The Oncologist, 2024.
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PIVOTAL DATASET Preliminary
Any prior 1 prior ROS1 TKI EC pivotal ARROS-1: tasa de respuestas en pacientes pre-
Advanced ROS1 TKis (crizotinib or ROS1 t ) i A : ;
o 2 ratados (44-51 con mutacion de resistencia ROS1
ROS T NSCLC (range 1-4) entrectinib) TKI-naive ( f’ )Y
+ chemotherapy + chemotherapy G2023R (54'85 A))
ORR (BICR) 44% 51% 89%
ROSTG2032R Resistance Mutation Muasurable CNS lesions by BICR af basefine
. 78% 93% 96% At oS e
= 12 months NSELE deyprorRog1 T POTROSH T g Anyprioe ROS1 THI Priorerizatinb only
+ chomotharagy CEETRE e i 1 chematharapy t chomofharapy
% DOR 62% 93% Areslysis by BICR + chemalherapy Arlysis by BICR
ORE, % (n/N) B (14726) £% (508) IC-ORR, % [n/M| 4u% (27/56) B5% (1113

; 1:F:| onths ey 7 f36,10] fast 0 35 62 155,54
< 4D e niis 48% 68% m——— . . IC-CR, % {n/N) 20% (11/55) S4% (713)

In55 i 147,23 fa, 571 . E‘:'gq* SroeEn Isﬁﬂ |:11 i;,-.
E’ :;FS ths 40% 68% % DOR 2 12 months 0% s nC-00R it T n
o) - - — [95% i 28, 1) f20,97) [o5% ¢ |8, &7 [51,98
Intracranial Any prior Prior crizotinib ROS1 Responges were ats0 ohssved i patients with NS résponses ako -:-h.ss:-.t.-:l in pafients who had recebved =1 prior brain:
Actwlty ROS1 TKis ﬂl'll'r * TKl-naive ROS1 G2032R mutation falowing 22 price ROG1 TRls £ chemnatherapy, peratiant TK inclding prior ennectink, loratinib, mpetrectinib, or

+ chemotherapy chemotherapy ncluding loristini ar repatrestinia sletrectiniby IC-ORR: 7% (16043 » [35% 0173, 53]), Inpluding £ 10-CRs
+ Oiher BOST resistance mutations, Inckiding G19574, L19824, 51306F, Ho CHS progression wiss cbserved smeng pstients wha entansd the study
IC-ORR (BICR] 48% 85% 83% FROG4CAV., GZOIZK, nd D2IIN withous brain mesastases 2t bassine per BICK
— Pﬂﬂ;m;gﬂu;:w siesamink 35 thew !'rslTF.IdaamN with actiiy againgt ﬂfﬁ;&“&"h‘zﬂ;";:::f‘ﬂgf'f:;‘f*”"i-
IC-DOR 71% 91% progression ?.:L“?.f:;ﬂli’“;ﬁ xfﬁmm:mmm (e CHS prognessian evert arong CHS respondens (=11
= 12 months > 12 months among confirmed
CNS responders Alexander E. Drilon, WCLC 2025

ZIDESAMTINIB
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ZIDESAMTINIB

ROS1rearrangements

(
Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+

NscLC i i MmSLP NR a los 24 meses
Duration of response Progression Free Survival
Duration of Response Progression-Free Survival
ROS Any prior ROS1 TKis 1 prior ROS1 TKI1 Any prior ROS1 TKis 1 prior ROS1 TKI
s ﬂ- - (range 1-4) (crizotinib or entrectinib) (range 1-4) (crizotinib or entrectinib)
Kaplan-Meier Estimate + chemotherapy ° + chemotherapy * + chemotherapy - 1+ chemotherapy
% = 6 months [95% ClI] 84% [71,92] 93% [74, 98] 57% [47, 66] 70% [56, 81]
% = 12 months [95% CI] 78% [62, 88] 93% [74, 98] 48% (38, 57] 68% [53, 79]
% = 18 months [95% CI] 62% [28, 84] 93% [74, 98] 40% [24, 55] 68% [53, 79)
: '”"L . “r S 100 93%  _ _ 93% 93% - 100
o : 2 _L‘-q_“_ﬁﬁ i
; 75 84 - § 75 70% 68% 68%
r f edia - . 629 . -
P [ E 50 - g 50 m— : '
1 r“:rlr.,r--r ib L\l | ,T .J o f § 25+ o é 25— 40%
and die - o T T T T a o T T T
I | 8, Nt Q 6 12 18 24 Months n] -] 12 18 24 Months
e 1 mediar # At Risk # Az Risk
) ',i ) 2 ( ) Prior C or E onty 28 26 & 3 0 Prior C or E only 55 37 14 L 0

» In patients that received prior crizotinib only, there were no progression events among responders (DOR range: 7.3+ to 23.2+ months).
PFS rate was 89% (95% CI: 70, 96) at 6, 12, and 18 months with median not reached.

 In patients that received =2 prior ROS1 TKIs + chemotherapy, DOR rate was 71% (95% CI: 46, 86) at 6 months and 56% (95% CI: 29, 76) at 12 months.

Alexander E. Drilon, WCLC 2025
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RET-TKI activitiy targeting RET fusions Se: erlcatinib amlj Pralsetinib
RET FUSIONES | | 9 ’

- - selective RET-TKI, are
RET fusion identified in lymphoma RET fusions reported in NSCLC approved
a RET fusion genes by FDA for RET fusion NSCLC
f ; 1 ]
CCOCK NCOAS, RIFSE, GOLGAS, ERCL | 5" partner 3' partner: RET 1980 1985 1990 1995 2000 2005 2010 2015 2020 2021
KTH1, HOOK S PCMT, TRIM 4, TRIMIT,
TRIMA3, ARAPT 3, FKBPLS, SPECCIL m | I | I | I | I | | I I

ACBOS, MYHI3, CUNT, KIAA 1468,

i e DESARROLLO TEMPORAL DE INHIBIDORES RET

TALIARL FOFRIOE :: E

flAA1455
TaLARL W '%ﬂn _ CPNM adenocarcinoma (1%-2%)
" WoRdonain o1 Hasta 45 diferentes partners. Mas frecuente KIF5B (40-70%), seguida de CCDC6

:-_F.'PFIHF'E'.EPFM - m E:L_._.f

Feosine kinas (15-30%) y NCOA4. Con independencia del tratamiento parece que las fusiones

e MMdmain  gonain  domain . . . : . .
| PRKARIA, SOSTMY. oy CCDCB6 tienen mejor pronostico iR
sl I Jjorp ittt
L ' | Afternate dimerization

miechanizm

]

KIF5B (mas comun en CPNM)
CCDC6 or NCOA4 (mas comun en
cancer de tiroides)

Subbiah et al. Cancer Disc 2020; Drilon A, et al. Nat Review 2018. Lipson et al. Nature 2012; Wang et al. J Clin Oncol 2012. Li Cancer Treat Rev 2019; Aldea JTO 2023; Cooper et al ASCO 2024
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[ | [ | D B
SELPERCATINIB PRALSETINIB Retirada aprobacion
por EMA en 2024
LIBRETTO-431 (NCT04194944) @ <F ACCELE-RET (NCT04222972) g
. i I Pralsetinib (BLU-66T)
+ Stage IlIB-IV NSCLC Metastatic NSCLC
harboring RET 400 mg QD
:ua;i':;riir:igtigfje ar Stratify b i fusion in tissue and — « PDE
i stratity oy ™ ity trati " ic
in ctDNA > [ R Brain metastazes (yos vs, no) . Tﬁ:lmu ctONA E-.r:r.vmotaa‘..s-;um}e.r w5, moj ¥ Toxicity
WY - Race|Asian vs: nonhsian) * Other discontinuation * Non-squamous and Pembrolzumab lyes vs. ol * (Other discontinuation
* Non-squamous Pembralizumab fyes vs. no) criteria squamous ECOG (Ovs. 1) criteria
« ECOG PS 02 . . - E060 pS 64 ——
| * Asymptomatic BM | N=400 Platinum-Pemetrexed +/- + AsymptomaticBM | N=250 mt;:mc;;ﬂbeir::m ]

pembrolizumab

chemotherapy

Primary Endpoint: PFS by BIRC

Progression-free survival (PFS) assessed by BICR

ITT-Pembrolizumab Population
et

Muelian Tollow-y
"y, —
i HR: 0.465 {%5% CI, 0.309 - 0.699), p<0.001
= | _,
% Snlperoatind: =
& i s mEFS: 24 8 mo A
H [35% CI 16.9, NE) £
- 1 z .
T 4 w Contn
B a ] 5
g' 11, 16,8 g s
m m
£ £
u a
L] "w ) »w »
onths
oo
Baes = u

The primary endpoints ware met, as selpercatinib resulted in a statistically significant improvement

in PFS in both pre-specified populations

ITT Population
{Madian fofiew-up of -18 moj

dllowed after IRC-assessed PO

“erossover o Selpercatinib

Primary Endpoint: PFS by BIRC

Bcrossover to Pralsetinib

+/- pembrolizumab allowed after IRC-assessed PD

AcceleRET Lung: Pralsetinib versus SOC CLOSED and end of recruitment (23 Jan 2025)

HR: 0,482 (95% C1, 0.331 - 0.700), p=0.001

nlpereating

TRO: 85%; icTRO: 82%
LIBRETTO-431:
TRO: 83.7% vs 65.1%
mSLP: 24.8 m vs 11.2m
mSG: Not reported

Zhou C, NEJM 2023; Hendriks et al. ESMO Living Guideline 2025

LIBRETO-001 fase 1-2:

ARROW fase 1-2 pralsetinib:
TRO 79%

icTRO: 70%

mSLP 13 meses
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MECANISMOS DE RESISTENCIA A IRET

BRET mutation or gain

BMET amp AT64G
mMET mut Vaoam
G8108, v804Mm,
; - RETGB10R/S/C/V BATM mut LEBTV
Poises ‘! -"' solvent front mCell cycle gain / in trans*
[} H .
e e’ mutation; ECDKN2AR loss
// -y )] * RETVB04L/M OPIK3CA mut
. ; .
) / s ’ gatekeeper mutation OPTEN loss RET rr_|utat|¢n:n .
Maximal + RETS904F mutation : or gain, 13% V804_G810delins
response OMYC gain
RETI - : : i BERBB2 mut or gain
S « MET amplification; BEGER gai
, - - BRAFV600E gan GB810S, VB04M
—— mutation; BBRAF mut or fusion in trans
£ + EGFR activation; BKRAS mut or gain MET amplificati
4 plification,
o - MDMZ amplification; oFGFR3 amp % G810S/CIR
‘ — METFISH, 38%
B TPD52-R0OS1 fusion — Tissue NGS, 21%
BEML4-ALK fusion — Plasma NGS, 31%
B Unknown

ON TARGET: mutaciones en RET (G810X,

RET fusion  or-target  off<target unknown V804)
positive  resistance resistance

OFF TARGET: amp MET, transformacién AP

Novello S et al. The Oncologist, 2023; Lu C. Cancer Treatment Review 2021
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RET Substitution Coverage
vso4x G810X Other RET Other Non-RET SYs007
Compound Gatekeeper Solvent Front Mutation VEGFR2 Kinases CNS? r;‘é’é/
@ -
TPX-00461 Less potent Y806N (hinge) = TRKA-C, SRC, FGFR1- ? Phase I/I1 * "% .
2, FLT3, JAK2 (NCT04161391) HS-10365 . HS-10365 t
LOXO-2602 v v G810S+V804M - TRKC (40x selectivity) ? Phase I/11 prior tx: , tx-naive: .
(NCT05241834) 67% . 84% .
Vepafestinib34 v v Y806C/N 2 v Phase I/II ‘oo e
(TAS0953/HMO06) (NCT04683250) RN -
o -+
EP00315 v v - JAK1/2 (10-22x v Phase I/11 KL590586 ¥ KL590586 ‘
(A400/KL590586) selectivity) (NCT05443126) prior tx: : tx-naive: .
APS03118¢ v v Y806H - v Phase /11 70% ' 81% J
(NCT05653869) - .
Nygm?®
PR Y
. Y
Vandetanib Pralsetinib : Pralsetinib “
prior tx: prior chemo: s ix-naive:
18-53% 59% . 72% L
. .
o *
Cgm®
,* - .
4
- Y
Alectinib Len_vatlnlb Cabozantinib Selpercatinib .' s"'{;f’rfg?v‘;“:'b A
ior tx: 0% prior tx: prior tx: prior chemo: ‘ e A
prior tx: 16% 28% 61% . b
Y m?® ¢
| -
»

Tasas de respuesta de iIRET multikinasa,
12 generacion (selpercatinib, pralsetinib),

nueva generacion en investigacion 1st
generation

RET TKI

Multikinase
inhibitor

Investigational
RET TKI

Chen MF et al. Drugs (2024)
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NTRK FUSIONES ENTRECTINIB

EMA
O 1982[1] O 1997[6] Q 2017 Q 2019[10] o 2021 o
- t Identification of NTRK as an Gene mapping of NTRK1, ! The second generation FDA granted accelerated ! Phase Il basket trial ! granted accelerated
oncogene in human NTRK2, and NTRKS to NTRK inhibitors entered approval to eotrectinibfor 1+ of taletrectinib for solid i approval to repotrectinib
colorectal carcinoma human chromosomes 1g22,  ,  clinical trials adults and pediatric | tumors with NTRK initiated | for adult an@pediatic
sin 9q22, and 15q25 by FISH H patients 12 yearsof ageand | ! patients 12 years and
- ! older with solid tumors that | ' older with solid tumors

that have a n NTRK

r-.'hl.'l-,- — ' harbor a NTRK gene fusion ’ ! >
' without a known acquired i | gene fusion
\ H—H_‘-\_"‘--._\_ * - o resistance mufation s _
\ FDA granted accelerated "

approval to larotrectinib for ,  FDA granted Fast Track

NTREr — The first generation NTRK adult and pediatric patients ' to repotrectinib in NTRK-

Isolation of cDNA of the inhibitors entered dlinical with NTRK gene fusion- 1 positive advanced solid
NTRK1 proto-oncogene \ trials positive solid tumors ,  tumors R E P OT R E CTI N I B
% \\\ “\\\\\fx/ o Om  Omm O
S e EMA
— NTFRRT

LAROTRECTINIB

DESARROLLO TEMPORAL DE INHIBIDORES NTRK

FUSION NTRK < 1% de incidencia en CPNM. NTRK1, 2 y 3. Mas de 80 fusiones
diferentes

La fusion NTRK3 es la mas comun, seguida de la fusion NTRK1, y las fusiones
ETV6-NTRK3 y TPM3-NTRK1 son las parejas de fusion mas comunes.

Liu F et al. Frontiers in Oncology 2022
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N=32 adults, 38% >3 lines, 38% BM

Maximum change in target lesion size (%)*
o

ORR 66%
[mPFS 22m (95% Cl 10-NE
mOS 39m (95% CI 17-NE)

<%

|

P |

38 ||
_30_

—40 -

_50_.

_60-

_70_

icORR 67% (PR 100%)
mPFS 9.9m
mOS 19.4m

N=51 adults, 40% >2 lines, 39% BM

in SLD (%)
2 o
1 1

Best improvement from baseline

2 44
L1 1

Individual patients
* Wilh baseline CNS melastases ll CRIPR(n=231) SD(n=5) lPD (n=3) M Non CR/PD (n=1) MINE (n = 3)

ORR 63% (W/0 BM 78%, w BM 54%) @

mPFS 28m (95% ClI 15.8-30.4) icORR 64% (CR 50%)
mOS 41.5m (95% C 30.9-NE) icDoR 55.7m

icPFS 32.7m

Lin et al WCLC 2024; Cho et al. Clin Lung Cancer 2024
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Repotrectinib in NTRK+

Phase1/2 TRIDENT-1 trial tumor agnostic

Maximum change from baseline
in tumor size (%)
N
(=]

- 1 W Breast Cancer

NTRK TKI naive (N=40)

Change in tumor burden per BICR*

W SCLC Bl Periphes al Nerve Sheath Tumos
Il Sarcoma, Soft Tissue Il Glioblagt ona

Esopnageal Cancer
B Thyroie Cancer

Sabivery Gland Cancer

I Cholangocarcinoma
Head and Neck Cancer

Bl Colorectal Cancer

cORR,” % (95% Cl) [Im = 40]: 58 (41-73)
CR.n(%E):5(12)
PR. n (%): 18 (a45)

- Madian

CBR,*™ % (95X Cl): 20 (84-91)
time to reiponse, mo (range): 1.8 (1.6 11.0)

£ = treatment ongoing

Median FU: 17.8 m
ORR 58% — mDoR NR
MPFS NR — mOS NR

Maximum change from baseline

in tumor size (%)

NTRK TKI pretreated (N=48)

Change in tumor burden per BICR*

=1 B Colorectal Camcer
B Thmyvesd Cancer - L
Satnary Glang Cancer Il Sarcova, Soft Tissue

newn B rnery Cances

B Cholangiocarcionma Ml Peripheral Merve Sheath Tumor

T MeSian time to reypome |

cORR,"~ % (95% Cl) [n = 25]): 60 (3%-79)
CR,n @): 0
PR, m (%) 15 q00)

CBR.* % {95% CI): 34 (64-96)

wo (range): 1.9 (1.7-3.7)

Median FU: NA
ORR 60% — mDoR 7.4 m
mPFS 8.6 m — mOS NR

Solomon B ESMO 2023
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MECANISMOS DE RESISTENCIA A INTRI

On-target Off-target

First-generation TRKi
Larotrectinib —
Entrectinib —

The Secondary Mutations
; aletrect
| 1 1 Dual Bl
NTRK1 NTRK2 NTRK3 I I
G595R G623R
G667C G639R F617L
G667S G696A
F589L G623E

LN

(MEK) [ Pk |

R
(erks ) (A ) I\
NZ\7,\77,\/

v
N7 \Y7,\7,\"7,¥
Cell Growth+Survival+Proliferation

Repotrectinib
&3 f I ’b
Entrectinib
Larolrectinib -
|| 1st generation TRK Inhibitor ﬁrw s local therapy and
Ofi-target resistance
: gsm I Standard of care
6 Wﬂllpimi s or ciinical trial when available
IGF1R acfivation

ZURLETRECTINIB

Colloms NI st (4]

e Fase 1 tumores sdlidos: TRO 90%,
w1 B SG a los 24 meses 90%. Actividad
é%ggg i frente a mutaciones NTRK ( G595R).

gy Aprobacion AGNOSTICA en China

zzs GHE  (dic 2025)

A * 1
a Zurtrotinib Rece ity Review NMPA for NTRK Gene Fusion+

Roa et al. BJC 2024; We
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FUSION NRG-1 (Netreguiin-1) s

Familia de factor de crecimiento con secuencia

EGF-like - se une a ErbB3 y ErbB4 induciendo - wo W Wi
dimerizacion y activacion. Incidencia global 0.2%. {2 L o

||
—»; . " TR

i N=161
‘. ORR29%
" mDoR 12.7m

| orRIGINAL ARTICLE €EEEEED)

Discovery of Novel RASGRF2 Fusions as a Therapeutic

Target in Lung Adenocarcinoma of Never or Light Smokers SERIBANTUMAB

Yuki Terashima'? | Soohwan Park'? | Hiroshi Tkeuchi'? | Takuo Hayashi* | Shinya Kojima' | Toshihide Ueno' |
Masachika Ikegami' | Rina Kitada' | Yoshiyuki Suehara' | Shinya Tanaka®® 0 | Kenji Suzuki* | Hiroyuki Mano! 00 | N=15
Kazuya Takamochi® | Shinji Kohsaka'
Y ! ORR 36%

Pl mDoR NR

Pan-Cancer Analysis of Oncogenic MET
Fusions Reveals Distinct Pathogenomic
Subsets with Differential Sensitivity to
MET-Targeted Therapy ~

FilettiSchram et al. NEJM 2025: Carricosa et al, ASCO 2022:, Precis Cancer Med 2022: Drilon A, et al J Clin Oncol 2021; Shim WCLC 2023 ..  Tersshima et al, Cancer Sci 2025
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CONCLUSIONES

v' Existen un porcentaje no despreciable de traslocaciones en CPNM, 4 de ellas cuentan con terapia
dirigida aprobada en 1° linea (ALK, ROS1, RET, NTRK) por lo que es mandatorio su conocimiento
antes de decidir la estrategia terapéutica de estos pacientes (SCAT ESMO tier I).

v NGS es la técnica GOLD ESTANDAR para su deteccion.

v’ Las terapias dirigidas para estas fusiones han demostrado ser altamente eficaces con medianas de
SG nunca vistas en CPNM sin traslocaciones (mSG 81 m para ALK+ tratados con iALK 2°
generacion; mSG 74 m para ROS1 tratado con repotrectinib). IMPORTANCIA DEL DIAGNOSTICO

v La resistencia a estas terapias ha llevado al disefio de farmacos inhibidores de fusiones cada vez
mas potentes (sobre todo para ser activos sobre mutaciones afiadidas). IMPORTANCIA DE LA RE-
BIOPSIA

v Los buenos resultados en enfermedad metastasica de CPNM de estos farmacos ha llevado a su
aplicacion en enfermedad precoz / localmente avanzada (iIALK adyuvante). MUCHOS ENSAYOS EN
MARCHA
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INTRODUCCION

(Novzos ) (ug2019 | (Counz020 ) (Chugzozt ) (Caumzozz ) Csep2ozz ) | (Chprzoea D[ Counoea )
@

F i

Larpireckinib Entraciinib Farirlizumah Dostarimas Dabrafenit
NTRE fusions NTRK fusions TMB-H dMMAEESI-H L

Jul2019) 4> May 2020) e

L d r

.auwmhﬂ .lmml.uw--uw .smmw .wap#.lmrphnﬂ .PMIHIH .imm .Wml.u .PAM|H#I-IN
muli-cotort muaticentre singha-arm chnical lrials: wingie-armm dinicl iriak: relioagecte iy nan-rardormised nan-nrgsrmed menabel soreravianiasd oper-abel malt-cobor.
o bl sgie-am = Plose | = Poss | 10 cotwxis mufbcente open-tabal mulb-ashor] muil-ceberd cical Tials aper-lagel mabi-pasord il sl
cinical litals: LE0E-TRK-14081 ALKA ron-rangoied chinical trial: - Phasell izl sk -
= KEYNOTE-012 A oy —— opeen- b chinical trid: = Paasa | RTINS = Prane 1 THOENT-1
» KEYWOPE-128: EB0UT STAITI- * Priase | GARMET' - Phasell LIERETTO-081
« KEYHOTE-014 = Hruse - Pruse VEMATEE HCHATCH
* KEYNOPE- 144 WAMTIATE STHATR2 Pasdiiric patirts: D sy e }

W KEYROPE-184 -ML:;RIM B

W March 2023 = Prum L0

Ard sipperied iy LIBAEFTO-121 [ JfTpe———
3 phosn i choical - e ]
! o * COMELS _--h-- == & Fonii
i * BFF11RE
:m:‘: L A £ condtionad

Figure 2. Landscape of the tumour-agnostic authorised indications by the US Food and Drug Administration (FDA) and the European Medicines Agency (EMA) as of
31 December 2023, and during the first half of 2024. Dates in blue: FDA-accelerated (light) and full (dark) approvals with the respective clinical trials which provided
the supportive evidence for the decision; dates in green: EMA conditional approvals.

dMMR, mismatch repair deficiency; IHC, immunohistochemistry; HER2, human epidermal growth factor receptor 2; MSI-H, microsatellite instability-high; NTRK,
neurotrophic tropomyosin receptor kinase genes; RET, rearranged during transfection genes; TMB-H, tumour mutational burden-high.
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Drug MNumber of patients® ORR PFS {months) ORR in patients with known baseline Reference

ROS1 G2032R

Lorlatinib 40 (prior crizotinib) 35% 8.5 0% (/&) Global phase LTI

Repotrectinib® 56 (one previous TKL, no chemotherapy) 38% 9.0 59% (10/17) TRIDENT-1 Global phase LTI*

Taletrectinib® &7 (prior crizotinib) 51.5% 7.6 66.7% (8/12) TRUST-I Chinese phase [T

21 (TKI-pretreated) 57.1% Mot reported Mot reported TRUST-II Global phase I1*
Zidesamtinib® 21 (TKI-pretreated) 48%4 Mot reported 78% (719) ARROS-1 Global phase LTT*

Oligoprogression

Consider local ablatve therapy with
continuation of ROS 1 TKIS -2

Isclated CNS progression™

Solitary or oligo-CNS progression

Multifocal CHS progression

Consider local therapy with = Switch to a next-genaration ROS1
confinuation of ROS1 TKTe82 TH] with suparnior CNS
Fﬁ!ﬂmw&h.ﬂﬁ-ilﬂ

L+ Systemic progression

Re-blopsy for histopathology confirmafion

l

iROS 2° LINEA y posteriores
Brain metastases™
+ Entrectinib®
Initial Diagnosis + Repotrectinib® Disease
of Metastatic —* -
ROS1+ NSCLC progression |
Mo brain metastases™ *
» Crizotinib*
+ Entractinib®
» Repotrectinib®
I
ROS1 dependent
resistance
ESTRATEGIAS DE 2° LINEA =i aana
+ Investigational ROS1 TK

with G2{X2R or known
ROST resistence mutstion
coverage (e.g. Elketredinib,
Zidesamfinib j2-* *
«  ROST L20BEF
= THEHype switch (2.9
cabozantinib)? Fé

and genotyping
ROS1-indepandant Mo known actionable
resistance res istance mechanism™
Actionable bypass +  Chemotherapy™”
mes istanc e driver + Congider continuing
= |nvesfigational combinaion CMS-penetrant ROS1
strategy (e.g. RDS1 TKI + TH®
MET THKI for MET +  Clinical frials
ampl ificationft-42
Histologic transformation
* Histology-specific

chemotherapy* "=
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Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1

NSCLC
G2032R Resistance Mutation and CNS Subgroups

ROS7G2032R Resistance Mutation

Advanced ROST+ 1 prior ROS1 TKI

NSCLC Any prior ROST TKI (erizotinib or entrectinib)
Analysis by BICR motherapy t chemotherapy *
ORR, % (n/N) —> 54% (14/26) —> 83% (5/6)

[95% CI] [33, 73] (36, 100]
% DOR = 6 months 79% 80% °

[95% CI] © [47, 93] [20,97)
% DOR = 12 months 60% 80% °

[05% CI] © [28, 81] [20,97)

Responses were also observed in patients with:

ROS1 G2032R mutation following =2 prior ROS1 TKls £ chemotherapy,
including lorlatinib or repotrectinib

Other ROS1 resistance mutations, including G1957A, L1982V, S1986F,
F2004C/V, G2032K, and D2033N

Measurable CNS lesions by BICR at baseline

naranced ROST Any prior ROS1 TKI

Analysis by BICR * chemotherapy

Prior crizotinib only
+ chemotherapy

IC-ORR, % (n/N) —_— 48% (27/56) * — 85% (11/13)

[95% ClI] (35, 62] [55, 98]
IC-CR, % (n/N) 20% (11/56) 54% (7/13)
% IC-DOR = 6 months 79% 91% °
[95% CI] [56,91] [51,99]
% IC-DOR = 12 months 71% —_— 91%°
[95% CI] (46, 87] [51, 99]

* Patients received zidesamtinib as their first TKI designed with activity against
ROS1 G2032R.

b Analyses of DOR based on Kaplan-Meier estimates.

¢ One progression event among responders.

=  CNS responses also observed in patients who had received =1 prior brain-
penetrant TKI, including prior entrectinib, lorlatinib, repotrectinib, or
taletrectinib: IC-ORR: 37% (16/43 7, [95% CI 23, 53)), including 4 IC-CRs

- No CNS progression was observed among patients who entered the study
without brain metastases at baseline per BICR

* Includes 2 unconfirmed intracranial partial responses (PR).
Y Analyses of DOR based on Kaplan-Meier estimates.
© One CNS progression event among CNS responders (n=11).

Alexander E. Drilon, WCLC 2025
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Lorlatinib after failure of first line ROS1:
IFCT -2003 ALBATROS study

54 patients; 57% Brain Mts; 94% prior crizotinib Secondary endpoints: inv-assessed CNS ORR
kinase inhibitor (ROS1 TKI) in patients (pts) with advanced N = 13 patients with measurable CNS disease
ROS1-positive non-small cell lung cancer (ROS1+ NSCLC): Complete Response 7(53.8%) [26.7% ; 80.9%]
IFCT-2003 ALBATROS trial Partial Response 5(38.5%) [12.0% ; 64.9%]
NCTC4821188 / EU CT 2024-512028-12-00 w!mmm 12 m WJ" g m_“]
Single-arm, multicenter phase Il trial Stable Disease 1{7.7%) [0.0% ; 22.2%)
) :;igjdﬂ;ﬁgﬁ?*ﬂﬂaﬁii:mbﬁ'* = Loratinib 100 mg once dally Disease Control u‘m uM; ml
FISH or NGS (local)
« Progression aftor @ first-line therapy o = Planned inclusion of 84 Progressive Disease 0
with ROS1 TKI s 2N patients *
- PSO tor2 = Until progression or intolerab p s
= Stable and asymplomatic brasn A toxicity
i'::xsr.am:s .ll:_lnw‘;d : S e & Safew
= Required blood samples at
T RECIOT Y e spcording e time of progression TRAEs with incidence 27.5%
Primary endpoint: investigator-assessed confirmed Overall Response Rate (cORR) PR —
Secondary endpoint: BICR ¢cORR, DCR, PFS, DoR, 0OS, CNS ORR, safety Ro——— S —
TRAE grade 2 3 rate. 45% pretemii E—
Results Dase moificaton rate: 30% st SE— -
TRAE parmanent discontuation rate: 1% [ Pr— I
= cORR of 30% e —
Perytwrsl sevnry ooty ([ o~
= median PFS 7.4 months e —
. e ke B A
= median DoR 20.4 months e —
= median OS 42.3 months e

Durisseaux M. ESMO 2025



