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ONCOGENIC FUSIONS...RARE cech
SPAIN... the corner or Europe...A CORUNA..the corner of
Spain...FINISTERRAE...the end of the world

e

We gather today to explore what is often considered rare, remote, and elusive disease...much like the ancient land of Finisterrae
(named by the Roman), once believed to be the end of the known world

The journey to the edge is never easy, but it is always worthwhile



HISTORY AND MILESTONE EVENTS IN PROTEIN FUSIONS _ =
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New treatment paradigm in NSCLC 2025
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RNA-based NGS is preferred for identifying an expanding range of fusion genes

Whichever lesting modaity is used, it is mandatory that adequate intemal validation and quality

control measures are in place and that aboratories participate in, and perform adequately in,
external quality assurance schemes for each biomarker test

Detection of the ALK transiocation by FISH remains a standard, but IHC with high-performance
ALK antibodies and validated assays may be used for screening and have been accepted as an
oquivalent altemative fo FISH for ALK tesling
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Harada et al, NRCO 2023; Mosele et al, Ann Oncol 2020; Hendriks et al, ESMO Living Guidelines 2025
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FUSIONS ARE BEST DETECTED WITH RNA SEQ Gecp
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Anchored multiplex PCR, amplicon-based multiplex PCR, and
hybrid capture based enrichment method: Highly concordant
sensititvity and high-level performance in specificty

Benayed et al. Clin Cancer Res 2019; Park et al. J Mol Diagn 2021




The Pan-Tumor Landscape of Targetable Gecp

g cancer

Kinase Fusions in Circulating Tumor DNA

Table 1. Clinico-genomic charactenistics of the overall cohort and of select cancer types.
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ctDNA data were available for 14 patients out of 27.
ctDNA analysis detected NTRK gene fusions in 6 of the 14
patients at the start of treatment.

Targetable kinase fusions are identified in ctDNA across cancer types.
In pairs with tissue-identified fusions, fusion detection in ctDNA is reliable
with elevated ctDNA fraction.

Lee J, et al. Clin Cancer Res 2022; Drilon et al, ELCC 2024




Idylla GeneFusion in NSCLC

* Retrospective study evaluating the Idylla
GeneFusion prototype, an automated test,
with a short turnaround time (3 hours) to
detect fusions (ALK, ROS1, RET, and
NTRK1/2/3 genes and MET exon 14

skipping)

» 313 tissue samples from NSCLC lung cancer
patients, previously identified with reference
methods (RNA-based NGS/ FISH/ gPCR).

&

o”*
e

Overall population
(n=313)
97ALK | aamost | 20ReT || snTRks | [ 3amET | | 115WT
| r

Overall concordance: 89%
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Depoailly et al. J Mol Diagn 2022
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How the history begins... s

Europe (n=9,911), France?! US (n=733), LCMC? East Asia (n=52)3
All histology Adenocarcinoma Adenocarcinoma,
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Barlesi et al ASCO 2013; Johnson et al; ASCO 2013; Sun JCO 2010; Pacheco et al, JTO 2018; Hendriks et al, ESMO Living Guidelines 2025




TOO MANY 2NP GENERATION TKI...THEY WORK FOR SURE COMPARED TO CRIZOTINIB >

GecCP
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Next generation upfront...no many doubts K
5 c@ o c@®c GecP

CROWN: Lorlatinib vs. crizotinib ALEX: Alectinib vs. Crizotinib ALTA 1L: Brigatinib vs. Crizotinib
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How Relevant Is OS?

ALESIA TRIAL

Alectinib vs Crizotinib

o
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THE TYPE OF VARIANT MAY MATTERS...THE f'ﬂKNZAB’SI C°;|m”ta“°"f may increase riks of TKI
CONCOMITANT ALTERATIONS MAY ALSO aiiure, Bl and poor outome Gecp

IMPACT THE OUTCOME Figure 3. PFS and OS according to the presence of a concurment CDKN2A/B loss n=116.
PFS rates by ALK variant and TP-53 co-mutations
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Ou S-H I, Lung Cancer Summit, Rome, 2023; Arrieta O, et al. JTO 2024; Soo R, et al. J Thorac Oncol 2023; Parikh et al. J Thorac Oncol 2024




Integrating local therapies
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BRIGHTSTAR: a single arm phase Il study of brigatinib+ LCT for ALK

TKI-nalve ALK* advanced
NSCLC

TKI naive or first-line Bngatinib

Key inclusion criteria:
> 18 years
Documented ALK
rearrangement (tissue or
liquid biopsy] Enroliment Window
Brigatinib x8 weeks
within < 8 weeks of
enroliment
At least one site of residual
disease for LCT

(oligo/poly) metastatic NSCLC

Brigatinib
Until PD

-
1

Local Consolidative
Therapy
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w
ri

CT/PET
Brain MRI

non-PD
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If < 3 active sites of disease
then LCT to all sites
If = 3 active sites of disease

Progression Free Survival (%)

Progression Free Survival, IIT (n=34)

ECOG PS5 <2 then LCT to sites at physician 9 e T
discretion
n
* Brigatinib until disease progression or unacceptable toxicity. = y y y
+ Primary objective is safety and tolerability of Brigatinib wath LCT. ¢ 0 % % "
* Secondary objectives include PFS, OS and TTP on non-LLT lesions. PFS calculated from brigatinib initiation. Months
* Exploratory objectves include utility of pre-treatment, pre-LCT and post-LCT liquid biopsy assesament as a prognostic and predictive biomarker L —.
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Elamin'Y et al. WCLC 2025
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Strategies to overcome resistance to ALK TKiI
LOCAL ABLATIVE THERAPY + ALK INH.
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OPTALK (Phae Il 3-9 mos SD/PR to brigatinib = locally
(Groupo Francais De treat all remaining sites [PFS)
Pneumo-Cancerologie|
A-SAB (Phase |- 2-3mos SO/PR to alectinib = locally
(Karolinska) treat all remaining sites [PFS)
Bright-Star2 (RCT Phase ll)  Brigatinibvs brigatinib + local
(MDACC) consolidation therapy [PFS]
COMLORLA (RWD) Lorlatinib = any local treatment [TTD)
(Peking University)

Brain Mets

DURABLE (Phase (b-ll Delayed vs upfront brain SRS with
(USA/ Ohio/Stanford) alectinib for asymptomatic/min symp
brain mets

N=45  NCT06620835

N=70  NCT05724004

N=168 NCT06522360

=100 NCT06690541

N=56  NCT05987644
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Preliminary Activity: Radiographic Tumor Responses Across
Previously Treated Patients with ALK+ NSCLC

RECIST 1.1 ORR, NSCLE Response-Evalusbis [Amy Prior ALK 190, range 1 ~ 5] Pror Larlatiedh {22 ALK Tiis) Lorfatio-natve (21 2G £ 16)

% [n/N)
AV pstents ¢ Al Asw ALK 612028 AL Anyg ALK L‘umoau}'d ALK A Any ALK
remermerT, matation madntion mutetios mifiation

All Doses 38%(39/103)  52%(30/SB)  69%(22/32) 35% [30/85)  47%(23/49)

54% |15/28)

53% (3/17) 88% [7/E)

RP2D 38% (15/39) 55%(12/22) 71% (10/1¢) 35% {11/31) 50% (8/16) 64% [7/11) 57% (4/7) BO% |4/5)

Prior Loriatinib * Lorimtinib-naive *

Kb

Bast % charge i terget levoms

Eesbi.3888

VR 0 - 305 O 0 0 O 0 000 0 5 0 0 0 S R O TR T O N ROI0 30 T 4 T N

Durable Tumor Response:
Previously Treated Patients with ALK+ NSCLC

Any Priee ALK TKis Prior Lorlatinib Lorlatinib.naive
L Chemmatherapy (22 Prine ALK TKIs £ Chematherapy) $21 206 £ 16 ALY THS £ Chematheragy)

§ .|

: |

o al

s
war ot Peiperse [(Mreral st wr of Penprese (Morees) hratoe of Rparie Maertts|

tnhu:l.:' All Dose Levels RP2D All Dose Levels RP20D All Dose Levels RP20
Madian DOR, m 143 Not Reached 52 Not Reached Not Reached Not Reached
{55% Q) (6.9, NE) (5.9, NE} |68, NE| {63, NE) (3.3, NE) {NE, NE)
DOR26m " 18% 100% 5% 100% B8% 100%
195% C1) |58, 89) (100, 100) (52, 88) 1106, 100) 139, 98) (100, 100j

Drilon A, et al. ESMO 2024
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ALKAZAR PHASE Ill TRIAL

Neladalkip

(NVL-655)

TKlnaive patients with

advanced ALK+ NSCLC [
N~ 450

Primary endpoint. PFS per BICR
Secondary endpoints: PFS per investigator assessment, BICR-ORR, IC-ORR,
08, safety

Nuvalent press release




The real challenge: Understanding drug resistance

On-target resistance Off-target resistance
' Bypass pathway activation Lineage transformation !
ALK fusion protein
SHP2 Inhibition MET inhibition ! !
a ALK' lung cancer
ALK TKls [ L .~ at time of

WT ALK

e [ 0] €

Resistance mutational

hotspots:

L1196, L1198, G123,
(1202, 01203, 1210,
§1206, L1204, TN51, LN52, T
C1156, V1180, M 7N, R1275,

F1174, F1245, G1269

Com mutations:

LAl KM ALK mutations
. mﬂm

+ Other 4G ALK TKls

FGFR MET

HER?-HERG

ALK TKIs

Bypass pathway
activation

independent
of ALK signaling

MEK
Inhibition

Schneider JL, et al. Nat Cancer 2023;4:330-343.

Resistance
to ALK TKI

Diagnostic
to define hlm
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CAN WE INCREASE CURE RATE
INTEGRATING THIS
PERSONALIZED APPROACH IN
EARLY STAGES?



ECOG-ACRIN 4512
Adjuvant Crizotinib..not an option

E4512 design and endpoints ﬁjﬁ

A151216 (ALCHEMIST-Screen)
registration

Adjuvant
chemotherapy
and/or post-
operative radiation
therapy allowed

Resected

e = -

stage HHA-IIB
(AJCC 8" ed.)
ALK+ NSCLC

1
Eas12
registration

 DFS from date of randomization

Chyest Imaging on study

Crizotinib
x 2 years Endpoints

Primary

= DFS (in centrally ALK+ cases)
Secondary

- OS
Observation™ -~ Toxicity

x 2 years

*initially placebo

Disease-free survival

2 _observation mDFS 72'8 VS 75-1m
g M crizotinib =
§

e
* HR1.06 (90% CI, 0.63-1.77; P=0.86)

w0 20 " a0 o oo mn an o 100 "o

Month from randomization

Trostmant Arm TOVAL Al CNSR ME Dean

Cni ”» n - il
Obrervetion 7 s 54 %0

Median follow-up = 58.3 months

Overall survival

s Mream ettt crizotinib
observation ™ ..
ua I.; P TE——-—
.—I—o
nr on

y HR 0.49 (90% CI, 0.18-1.37; P=0.26)

] " &0 wu w0 " no -

' from rand

Traatmant Arm TOTAL A CNSR MLDAN
© ” . o
e - ro

Median follow-up = 58.3 months

Gerber et al. WCLC 2025
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ALINA S@®C< ELEVATE :

ALINA study design* oz |

YEARS

Resected Stage 1B (24dcm)-IIA

o
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Randomized, double-blind phase Il trial (data cutiTT T Ninterim analysis: 6/26/2025)

ALK+ NSCLC Alectinib Ensartinib
par UICC/AJCC T adition 600 mg BID Recurrence !‘”"";:::'-c'm 225 mg once daily Preplanned truatment durstion: 2 years
Other key eligibility criteria: 2 years Further + Compistely reseciad (RO), Stratification by Trextmont unti
- ECOG PS 0-1 'Ireatments at glonly | ok + Histologioal + Disoass rec
. nvestigator’s stage 18, I, or stage (18 vu. 1 vs . 2
s:::::::rvecm'e platnum basad 181 choic'g s s ) NSCLC por tha iy R."do:‘:;";:)o" (1:1)
sitd : Surviva) &% edition of AJCGUICC * Prior adpuvant

« Adequate end-argan funchon foll « Aduvant horapy " 0

o No prior systemic cances therspy Platinum-based oROw-up permitind {yos vs. no)
Stratification factors: chemotherapy! Recurrence + ECOG PS5 01 T 3

X Q3IW: 4 ¢y S - tacebo
« Stage. IB (= 4om) vs 1l vs A N=267 Wi 4 cycles Sonies aokaE AL Doyl
« Race: Asian va non-Asian
Primary endpoint: Investigat d DFS* in patients with stage Il to |IIB disease

Primary endpoint Other endpoints
* DFS per investigator,® tested hierarchically * CNS disease-free survival
+ Stage lI-IIIA — ITT (Stage IB-IIA) « OS
« Safety

DFS in stage lI-llIA*

Secondary endpoints: investigator-assessed DFS in pabents with stage IB-1IIB disease (ITT), 3/S.year DFS rate, OS, safety
Disease assessments (ncluding braun
MR were conducled. af basalins, Statistical analysis:

overy 12 weeks for yaar 1-2, every « This preplanned interim analysis was performed when 70% of events (57 events) were obaerved In patients with stage 11-111B disease
24 weoks for year 3-5, then annually

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

Investigator-assessed DFS
74.
0/ "ot Alectinib
0%
W 46.3% B Ensartinib Placabo
& 404 - z (m=103) {n=162)
£ Median followup  240monte  24.0 months
Median DFS (95% CI), months: mDFS NR VS 41 .4m f Events 12(117%)  8(45.1%)
201 NE (59.6-NE) i Median DFS,
41.4 (30.6-67.2) HR 0_36 o« = menths 6% Iy VENENE)  24.8(222, NE)
ol HRES%CI 036023058 | S - mDFS NE vs 24.8m "7 orsmmeeNC) 020011038, pedsos
0 ©6 12 18 24 30 36 42 48 54 60 66 72 2
Time (months) HR 0-20
No. at risk
Alectinib 1186 111 105 87 43 12 NE o -~ 1 . .
Chamo 115 88 69 54 28 11 NE 1 1 ' i I " | n » 1 o)
Tore (Mot
NO o v
76% reduction in risk of disease recurrence or death T 2 o B %R oM oW ey £ : ‘

in stage Il / IlIA population

Wu et al NEJM 2024; Dziadziuszko et al, ESMO 2025; Yue et al, ESMO 2025
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Neoadjuvant ALK TKis...phase |l trials
mmnlayM.Lee,M.D.

N PresentrJay M, Leg,M.D. "
NAUTIKA1, WCLC 2025 (Alectinib) g% NAUTIKAY, WCLC 2025 (Alectinib) W '
Neoadjuvant ALK T

B .
Neoadjuvant ALK TKI efficacy o
e o2 et R oCR: 12:30% A e . RIS

Preay. afriton to surgery. 10-18%

WILDERNESS, ASCO 2025 Brgatin “m 0%?6?1833; WILDERNESS, ASCO 2025 (Brigainid) Noda downstacine: 33-48%
. al downstaging. 33-

—_—

oy, 50025 )| e 1 U p—
s o2 o) | e 1 UL M 2 i) eee—

gt s 2 i) | 1 D etL TS 10 i), 1
magtea s e o) [ 1 Ty —

SRR L — Tang et . T0 219 L

Lee J, WCLC 2025
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CONSOLIDATION ALK TKI IN UNRESECTABLE STAGE Illl: RWD Gecp

.
(Unresectable Stage IIl NSCLC afterJ e ALKTIO e Durvekvsh b= Cbesrvaion ¥
concurrent CRT (n=67) - e e z
an = ALK TXI
§ ........ L 3 g = Durvanmat
Are K [ J D z s DAtIE DNQO B D ANAdeE al PIra Xe
° 0 B Z DI PNaseE anado e Z
( { » =) »
o (] )1 pre DE D DT ale 0 A A )

ALK TK)

Aoctinit

Crizobnl

Loriatini

Brigatni

A ® ° a a
—— e A Ty wPFS 72mo |3.4106 g Darmos
Fanm ingry
(Giobal Retrospective Study (17 institutions) ) g J080 | SA.0NR PRI RS PR G R
\ oottt o -t = Fracgsoncy (W) J
COHORT SURVIVAL TOXICITY

" CONCLUSION: Consolidation ALK TKI treatment is associated with slgnlﬁcantlz improved real-world progression-free survival compared to R
= Durvalumab or observation in patients with ALK+ NSCLC J

- - —
ALK+ R
- Locally advanced, unresectable, stage il NSCLC Al N=120 -1
- 218 years Durvalumab
« Prior cCRT / sCRT
- ECOG PS 0-2 Entrectinib
- Tumour tissue required from all patients A2 ROS1+ R
- Documented PD-L1 status? N=100 11
Durvalumab
g 2 Pralsetinib
A3 RET fusion-positive R
N=100 11
Cohorts may be added / closed : 2 Durvalumab
indep by fi o
| e ‘l Future cohort(s)* |

Nassar et al. J Thorac Oncol 2024; Arter et al. J Thorac Oncol 2024



Oncogenic RET fusions and mutations Gech
result in constitutive TK activity =

Clinico-path
RET ONOGENIC MECHANISMS RET FUSIONS Incidence of RET fusions characteristics
RET Wuatons 3] a RET fusion genes NSCLC (1%-2%) 40% had a smoking history
o | T YperRT @ Papillary thyroid cancer (10%-20%) @ Poorly differentiated,
DI K, | @ Pancreatic cancer (<1%) @® ‘solid-predominant subtype’

FRMD4A AFAPIL2, PRFIBPZ,KIAALZYT | Colled-coll Salivary gland cancer (<1%) . .
- - domain Exen 12 Spitz tumors (<1%) Presence of signet ring cells
e 0
T . o,
kelki)lc}é.srcmoe [: | — ° Colorectal cancer (<1%) BM: 25% upfront,
7 LisH domain Ovarian cancer (<1%) @ 25% concomitant p53 mut
moeeens | OHEED o Myeloproliferative disorders (<1%)
\WDR domain
T E— Many others (<1%
s | IR o e "2y (<1%)
v \ rosine kinase
———  MMdomain i i R o .
PRASOS mmn ™" ™ R ARRI AR AR AR AIRRREARREARARARA
poypCLy | S R IR IR B R BRI
L Alternate dimerzato
mechanism
Oy ' 1Pl { =
Chinet, ol it D000

MRty Dtafling wheorhie e
st Wi ke

KIF5B (most common in lung cancer)
CCDC6 or NCOA4 (most common in
thyroid cancer)

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




Randomized first line studies in MNSCLC RET+
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AcceleRET Lung: Pralsetinib versus SOC CLOSED and end of recruitment (23 Jaﬁ’"5624)

LIBRETTO-431 (NCT04194944)

= Stage llIB-IV NSCLC
harboring RET « PDE
fusioc;n i: tissue or y R\> \ 'wt'e:fv by [ } | * Toxicity
i ) ! drain metastases (yes vs. no )
neem —’J 11 Race |Asian vs, non-Asian) = Qther discontinuation
. Non'squamous \'\ /—) Pembrolizumab [yes vs. no) critena
* ECOGPS 0-2
* Asymptomatic BM N=400 Platinum-Pemetrexed +/-

pembrolizumab

Ycrossover to Selpercatinib

ACCELE-RET (NCT04222972)

|« Metastatic NSCLC

Pralsetinib (BLU-667)

harboring RET 400 mg QD
fusion in tissue and a
d b Stratify by
£ 2
ctDNA {: { - S Brain metastases (yes vs. no)

= Non-squamous and \
sguamous N

» ECOGPS 0-1
* Asymptomatic BM

Pembrolizumab (yes vs. no)

)
L
- ECOG (0vs. 1)

-4
>

Platinum-Pemetrexed /
Gemcitabine

N=250

chemotherapy

allowed after IRC-assessed PD

Primary Endpoint: PFS by BIRC

5 - +/- pembrolizumab
Primary Endpoint: PFS by BIRC

« PDE
* Toxicity

» QOther discontinuation
criteria

Fcrossover to Pralsetinib
allowed after IRC-assessed PD

Progression-free survival (PFS) assessed by BICR

ITT-Pembrolizumab Population

[(Median follow-up of =114 mo)

ITT Population

(Median fodlow-up of -18 mo)

HR: 0.465 (95% CI, 0.309 - 0.699), p<0.001 HR: 0.482 (95% C1, 0.331 - 0.700), p<0.001

- " - m
= Solpercatined % Salpercating
z @ mPES: 24 8mo g w0 ! mPFS. 24 8 mo
i {95% Cl: 16.9, NE) - {3%% CI 17,3, NE)
-! “w Controd - ! & | Controd
mPFS: 112 mo . 3 mPFS: 112 mo 1
{95% C1- 8.0, 10.8) | E (85% CI- 8.8, 16.9) ‘
EL n
a
[ B L]
o L A AL B » » L L] ° " M »
Months Moatns.
Mo at Rizk Mo wt Fisk
Salpersatieln 12 it = “ 10 2 0 Ssipercatnn V0 10 * = " ]
[ [ = " " ’ v Conbod 103 o n . T 1

The primary endpoints were met, as selpercatinib resulted in a statistically significant improvement
in PFS in both pre-specified populations

ORR: 83.7% vs 65.1%
MPFS: 24.8m vs 11.2m
mDoR: 24.2m vs 11.5m
icORR: 82.4% vs 58.3%
icPFS 16.1m vs 10.4m

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

Stage IV mNSCLC, molecular tests positive (RET 4

RET TKI monotherapy
(-, A; MCES 3)
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MOVING TO EARLY STAGES

LIBRETTO-432 (Adj, Phase lll, RET+. NCT04819100)

On-stuoy treatment (26-day cycles

* RET usionpostive
NSCLC (stags [BAMA}

* Roeconved locoregional

dafritive therapy
Sy S e —

n {ovaraty = 170

*  No evigance of dissase
fecurence folowing Double-blind trisl
dafrstive thoragy as wal
as aduvant thampy”

| Stratification tactors

+ | Diseass stage (stage BAUMA)
« | Prioe definitve therapy (surgary/radioharagy)

Interim analysis positive
Recruitment closed

Placebo

Koy Secondary Endpoints

“Crosaover 10 selpsrcatinid allowed
ONLY af cisaass recumence of
progression (per RECIST v1. 1 andior
histopathological confemition)

Study Endpoints

PFS per RECIST 11 by BICR in pabents with stent to
troat with platinum, pemetrexed, snd pemboolizurmat
PFS per RECIST t 1 by BICR in ITT populstion

PFS, ORRDOR, OS5 wtracranial ORR/DOR, PFS2,
i 10 dotenoration i pumonary symgtons

Ph 2: LIBRETTO-001 (Periop Selpercatinib RET+. NCT03157128)

On Study Treatment | Follow-up®

Adjuvant

' Year 45 post )
selpercatinib
follow-up

stage

appropriate

therapy

{optionall®

Key Study Assessments




Next generation selective RET TKIs development

ClinicalTrials. Phase/

Agent gov identifier Patient population, No. design Status

TPX0046 (RET/ NCTO04161391 Advanced solid tumors harboring RET fusions or Phase 1/ Terminated (adverse

SRC inhibitor) mutations, 41 2, FIH change in risk/benefit)

BOS172738 NCTO3780517 Advanced solid tumors with RET gene alterations Phase 1 Completed recruitment
including NSCLC and MTC, 117

TASO953/HMO6 NCT04683250 Advanced solid tumors with RET gene abnormalities, 202 Phase Recruiting in US and Japan

1/2

LOXO-260 NCTO05241834 Advanced RET fusion-positive solid tumors, MTC, and Phase 1 Active, not recruiting
other tumors with RET activation refractory to selective
RET inhibitors, 110

SY-5007 NCTO5278364 Advanced solid tumors, including RET fusion-positive Phase 1/ Recruiting in China
NSCLC or RET-mutated NSCLC or other RET-altered 2. FIH
advanced solid tumors, 184

EPOO31 NCT05443126 Advanced RET-altered malignancies, 265 Phase Recruiting in US and

1/2 Europe

APSO3118 NCTO5653869 Unresectable locally advanced or metastatic solid tumors Phase Recruiting in China
harboring RET mutations or fusions, 35 1. FIH

TY-1091 NCTO5675605 Advanced RET-altered NSCLC, MTC, and other RET- Phase 1/ Recruiting in China
altered solid tumors that have progressed after standard 2, FIM
therapy, 248

HEC169096 NCT05451602 Advanced solid tumors, including RET fusion-positive Phase Recruiting in China
NSCLC, MTC, and other tumors with RET activation, 456 1/2

HS-10365 NCTO06147570 Treatment-naive locally advanced or metastatic RET Phase 2 Recruiting in China
fusion-positive NSCLC, 62

HS269 NCTO05058352 Advanced solid tumors that fail or where no standard Phase Recruiting in China
treatment is available, 36 1, FIH

KL590586 NCTO5265091 Advanced solid tumors carrying RET-fusion or -mutant Phase Recruiting in China
genes, 414 1/2

HA121-28 NCTO5117658 RET fusion-positive NSCLC after at least one line of Phase 2 Recruiting in China

therapy, 83
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Provalence of NTRK
gene fuslons (%)

ACTIVATING NTRK FUSIONS RESULTS IN TRK FUSION PROTEINS THAT ARE ONCOGENIC DRIVERS .

SEVERAL CANCER HISTOLOGIES, DIVERSE AGES... RARITY OF CO-OCCURRENCE OF TRK NRTK+ AND RET+ CRC POSSESS HIGHER TMB
’ FUSION WITH OTHER CANONICAL THAN OTHER RTK+ CRC OR NTRK+/RET+ NON-

Prevalence Prevalence

by age by cancer

ONCOGENES CRC SOLID TUMORS

XNTRK CRC (H-TMB, MSI-H) Y Megian TNS of BTX fumscrs and SHAE. ARAS mutatoms i CHC
14+ L)
£y d ¢ M1 T A gt v § 003 e 11 oy 3
129 ! . j ,'f o e e
% § 1
s, : | ?;:;;l’;
064 = Il'd
asf 00 02 L \ 7
024 & ? SILILEINIII1P 0424944 uyuﬁjn:,p o.un/ \ /%
\ /z,l LTI I, P (VA28
" Al Adult Paediatric /' ////ii'/ //f'!/“’f,?y’/f//‘ ‘/‘ 71\
(n =285 67§) (n =290 431) (n = 4338) '.9

N M Ry an Gt A BN R fEan i ROSE
s Ine33) ey (L1 21 I N el Nl e N5
MORE THAN 80 FUSION PARTNERS GENOMIC CO-ALTERATIONS ASSOCIATED WITH NTRK
Cell-cycle~assoclated genes (58%) Tyrosine kinases families (58%|
COKN2A/S (15%) FGFR1 (10%] EGFR{10%) KDR{1W%) POGFAA (3%)
R g 2 PR Ry ae : TS o COKN2A 110%) FGFR2 3% ERBBZ(3%) FLT1(16%) PDGFRS (10%) A
sodt ds - .t . COXN2C {10%) FGFR3 (3%) ERBB3(7%)  FLT4 (13%)
1 FGFRAIN)  xromi  ATION e ) wrzo
%&:m ‘:C%':(‘G(I‘S?I' e FRLIN KNPA3 '
CONET [35%) —— RB1 (195) m“"‘"";ﬂm":;'” PI3K signaling (61%) SOXD | |
— ot et ¥ Call-cycle progression R — :::g g; :szgtl‘:w | PTEN (13%1 e
e —— | | worcw: D
N N 7/ sty Sr-—
; / J \\\\ \\\\\/// TPE3.assoclated genes (36%) RAF1 (10%] rsclmsv +— TR (7%) KOR
=i / | ‘ \ A saperd MDM2 [7%) ATM (7%) T ]
- ———l e T N e MTOR (10%] RPTOR 3%} |— NF2 (42%) -
TPS3 (32%) |

Coll survival and profduration Coll qusrvivad and proliferation

Amatu et al. ESMO Open 2016; Vaishnavi et al. Cancer Disc 2015; Penautl-Llorca et al. J Clin Pathol 2019; Hymann et al. ASCO 2017; Rosen EY, et al. Clin Cancer Res 2020;
Westphalen et al. Nature Precision Oncol 2021; Okamura et al, JCO Prec Oncol 2018; Arter et al. Cancer Med 2025
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NTRK NSCLC patients cecp
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a == e I B
- = T e
~1 ! :i:_ ~60% NTRK1
= = e
: = =
= =
=i B .
e NTRK wild-type
=t | NTRK fusion (Matched)
‘ (0= 27 {n=107)
AR Events, n (%) 11 (41) 45 (42)
Median OS 1252 16.46
82% ADC 1001 (95% CI). months (9.49—NE) (12.52—2251)
HR (95% CI) 144 (0.61—3.37)

55%  45%

P value 0.648

0.75 1

Survival probability
=]
3

b
|

= No NTRK fusion
= NTRK fusion

73% Never-S

0.00 4

Higher NTRK in Asian ancestry 0 10 20 » 4 50
Time (months)

ROS1

Patients with NTRK fusions do no have better
or worse prognosis than those patients with
~30% BM NTRK WT

Median age ~50 years

Farago et al, JCO Prec Oncol 2018; Westphalen et al. Nature Prec Oncol 2021 Overbeck et al, Cancers 2023; Bazhenova et al. Target Oncol 2021
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Timeline of NTRK genes discovery and NTRK therapy GegE
approvals

1esQarch

G000 SCIENCE
BETTER MEDICINE
BEST PRACTICE

EMA -

NG
NTRK lranslocation
o 1982[1] Q 1997[6] o 2017 Q 2019[10] Q 2021 Q b
' Identification of NTRKasan | Gene mapping of NTRK1, | The second generation | FDAgranted accelerated ! Phase Il basket trial ! granted accelerated l
' oncogene in human ! NTRK2, and NTRK3 to | NTRK inhibitors entered \ approvaltogotrectinipfor | oftaletrectinib for solid : approval to repotrectinib
. colorectal carcinoma i human chromosomes 1g22, |  clinical trials . adults and pediatric | tumors with NTRK initiated 1 fOF _adult and pediatric
- ! 9922, and 15025 by FISH ! ! patients12yearsofageand | | patients 12 years and ", :
' ' ' ' older with solid tumors that ! i older with solid tumors Entrectinid [, A; MCBS 3}
: . ! : harbor a NTRK gene fusion ! | thathave a n NTRK Larotrectinib (I, A; MCBS 3}
' 1 1 ' 2 : 1 I ; Platinum-doublet ChT = ICI [IV, B]
: | | . without a known acquired | . gene fusion
L _ 4 - L _ | resistance mutation 13 v
v v b v hd v v hd L
.' I ; :
' | ' | EMA b
\ : | FDA granted accelerated ; Dlsiiias proariasion
L - | approval to larotrectinibfor |  FDA granted Fast Track
: : The first generation NTRK : adult and pediatric patients ' torepotrectinib in NTRK-
i Isolation of cDNA of the i inhibitors entered clinical i with NTRK gene fusion- 1 positive advanced solid
. NTRK1 proto-oncogene | trials | positive solid tumors . tumors
e
Entroctinib (I, A; MCBS 37
O 1989[2] O 2015 O 2018[9] o 2020 Larotractinib [, A: MCBS 3)*

E MA If prévious NTRKI:

Repotrectiniby (11, A}
Platinum-doublet ChT + ICI [V, B)

Adapted from Patel, Int. J. Mol. Sci. 2022
Hendricks et al. ESMO Living Guidelines 2025



1st generation TKI updated efficacy in NSCLC :

------

& @ o [LAroTRecTINE & @ [ enmectnie |

N=32 adults, 38% >3 lines, 38% BM N=51 adults, 40% >2 lines, 39% BM

o lm.
-10- II
_30_

_40_
_50_
_60_
_70-

- 220RR9§§/%CI {ONE ORR 63% (w/o0 BM 78%, w BM 54%) @ ]
m m (95% - p— mPFS 28m (95% Cl 15.8-30.4) % icORR 64% (CR 50%)

Best improvement from baseline
I SLO (%)
1
F o
| |

R
| I |

Individual patients
% Wilh basaling CNS malastases Il CRIPR(n=31) S0 (n=5) PO {n=23) M Non CR/PD {n=1) I ME [n= 3)

Maximum change in target lesion size (%)*

mOS 39m (95% CI 17'NE) icORR 67% (PR 100%) mOS 41.5m (95% C 30.9'NE) icDoR 55.7m

mPFS 9.9m |
mOS 19.4m icPFS 32.7m

Lin et al WCLC 2024; Cho et al. Clin Lung Cancer 2024




We don't have a comparative phase lll trial NTRK TKI vs SOC...

164 pts, 5 tumor types, matched 1:1

Patients Matched on the Basis of Tumor Type and Number
of Lines of Systemic Therapies"

o
GecCP

GO0D SCEMCE
BETTER NEDICNE
Larotrectinib trial patients (pooled) from BESY PRACTEE

Patient population IPTW on the Primary end points
Diagnosis of Softtissue _  Colorectal basis of ageat OS
advanced stage of sarcoma cancer index, sex, Secondary end points v
disease or metastatic t t ECOG PS at TTINT vV
solid tumors » : index, race, DO, NTRK translocation
Documanted NTHK Softtissue _ Colorectal _Sa and presence  Exploratory end points [ESCAT 1-C)
gene fusion sarcoma | cancar : of metastases ~wPES
18 years and older e - at index date rwRR
Patients treated with SOC pooled across RW l
data sources (pooled)®

s | measzsan | s2i34) | s»xamos |

Entrectinib [N, A; MCBS 3}
Larotrectinib (I, A; MCBS 3}

Platinum-doublet ChT = ICI [IV, B]

w — Lampucics w l
) — P e w0 o — L e oo — leamzes
4 5 % e 2 » 11 g b
- % 4 1l
~ o ~ % n] \ . .
z® -‘1\-\—1’_‘ g ® z ® g ®] | Diseasa progression
; w0 — P 9 a ® o W \
© » O 94 ¥ o ¥ o \
» » - =
2 2 o " - » mPFS 36.8m vs
: " . w— . 5.2m HR 0.29
R ER 7 BN B NCNUEM RGN ol oo € e R Entrectinib (Il A; MCBS 3}
Time Since Index Date (morths) Tirve Sinc Index Data {months) L Tina Sines by Dota el . Vi Since lodex Qo {roatin) Larotractinib I, A MCBS 3]
::-u O MWW MaE X3 W WN oI :::-u UnND@WaaDnN DT LA e & w0 W owom oM 43 s W €M @ W m oW w140
Morede @ ® D MR M oL 21 1 | | 3 1 Woes m % oZOMo@oS B o103 0 4 AR PR Jr=Wash B BNy Gk ey 9 FRLRLR AR I sk A It prévious NTRKI:

Repotractinib (I, A}
Platinum-doublet ChT + 1G] [IV, B]

In the absence of randomized clinical trial, this analsys demonstrates the
feasibility of external control-arm on the basis of RWD, even in the context of
ultra-rare alterations

Brose M, et al. JCO Prec Oncol 2025




MANAGING SECONDARY RESISTANCE: REPOTRECTINIB Gecp
S@®

REPOTRECTINIB: TRIDENT1
-
n=17 NSCLC TKI naive ORR 79%

Change in tumor burden per BICR*

100 - oL B Peripharal Herve Sheath Tumor Sattvary Oland Cancer
B Sarcoma, Soft Ticus [l Glioblastoms W Cholanglocarcinama
80 = B Ureast Cancer 1 Esophagesal Cancer

Mead and lHeck Cancer
W Calorectal Cance W Thyroid Cancer
20+

) | i II
Enirectinib 2 ' i -
; ! \ CORRS % (95% CIy [« a0) B8 (41-73)

Larotrecéinib /i . B0 R 18 4k
h : . PR, n (%) 18 (45)
v p = : COR S % (99% C1): 80 (64-91)

|| 7 Yon > - ! -100 Median time to response, mo (range) 1.8 (1.6-11,0)
1t generation TRK Inhibitor 3o 3 :

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

LA A

# = Lreatment onygoing

Standard of care
or ciinical frial when available

« BRAF mutafion
« IGF1R acfivation

Change in tumer burden per BICR"

- W Catormctal Cancer W e amidacr i Loy
W Ty el ©anemr B Uk Pramary Canes [ R
40 - Sativary Gland Cancer Bl Sarcoma, Sofc Tiuue
- - ,. Hharrve Shmath Tierme

* -
- .--

l| “

P L L | e
60

£0 - CORRPA % (98% CH [n = 28): 40 (3979

Nadmum change from baseline
in tumee size (%)

CH, )0

PR, n (%) (6 (60)
COR S % (90N Cl): B4 (64.90)
=100 - Median time (o espon

S, 0 (ERGRS) 1LY (1L

Drilon Ann Onc 2019; Solomon et al ESMO 2023



Personalizing the managing “on target” resistance - c';
Zuletrectinib...A new player e

Collines/NTRY stats I, [oM]
Larotrectind  Seltrectind  Zurletrectind  Repotrectind

Ba/F3 LMNA NTRI L
BaFIETVE NTRK2
BAFIETVE NTRKS

*mmm-m
BUFIEIVE NTRIZ FE3N
BUFIENVS NTRIS FEIN

A BYFIMNANTRI -G5%R
BaFIETVE NTRI2 G63R

A BYFIETENTRIO GE2R
BUFIETVE NTRIG G623
Ba/F3LMNA NTRIL -GB67A

L8 BaFIMNANTRI GE6IC

L¢ BUFIMNANTRI G6TS
BUFIETVE NTRIZ G 705C
Ba/FIETV NTRIC -GE98A
Ba/F1 ETVE -NTRIC -G896C
BaF3LMNA-NTRI VSTIM
Ba/F3 LMNA NTRK] -A6080
BaFYETVE NTRIQ VB89

é News | Article | My 2, 2025
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Abstract
Zurletrectinib Receives Priority Review from NMPA for NTRK Gene Fusion+ SRR A Wavig
Advanced Solid Tumors Updated efficacy and safety of zurlectrectinib in adult patients (pts) with locally advanced or

metastatic NTRK fusion-positive (NTRK+) solid tumors.

SR T(SI P’i.h.m Char . The full, final text of this abstract will be available at 5:00 PM ET on May 22, 2025

Roa et al. BJC 2024; Wei et al. ASCO 2022
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So crouded scenario...

m_m-m
NCT04671849 SIM1803-1A  NTRK, ROS1 or ALK fusion All Solid Recruiting
NCT04687423 Il FCN-011 NTRK fusion All Solid Recruiting
NCT05212987 | FCN-098 NTRK fusion All Solid Recruiting
NCT04996121 1N XZP-5955 NTRK, ROS1 Fusion All Solid Recruiting
NCT05745623 171 ICP-723 NTRK fusion All Solid Recruiting
NCT05769075 l TY-2136b NTRK, ROS1 or ALK fusion All Solid Recruiting
NCT04879121 Il Larotrectinib  NTRK Amplification All Solid Recruiting
NCT01639508 Il Cabozantinib  NTRK, ROS1 fusions, MET/AXL  NSCLC Recruiting
NCT06010342 I TL118 NTRK fusion All Solid Not Yet Recruiting
NCT05302843 l BPI-28592 NTRK fusion All Solid Recruiting
NCT03556228 | VMD-928 NTRK fusion All Solid Recruiting

Adapted from Hagopian et al. Crit Rev Oncol Hematol 2024



ALK & ROS-1 fusion kinases: high degree of homology

Located on chromosome 6q22, the ROS1 gene
encodes an orphan receptor tyrosine kinase for
which an activating ligand has yet to be

described.

ROS1 gene fusions account for 1-2% of NSCLC.
40% baseline CNS metastases

Poor outcomes with platinum-based CT

ROS1 and ALK are phylogenetically related,
leading to a biological rationale for the use of

some ALK inhibitors in ROS1 NSCLC.

External
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ROS1 fusions: general outcomes with GeSi';,,
current options (1L)

&9

E® <0

Sage L v S rraton CRIZOTINIB ENTRECTINIB REPOTRECTINIB
N 270 67 71
ORR (%) 65-73 7 79
. mPFS, months (95%Cl)  19-24.7 17.7 (11.8-39.4) 35.7m (27.4-NR)
Crotind I, & NOBS 3, ESCAT B
Entefin I, & NGBS 3, ESCAT B mOS, months (95%CI)  17-51.4 477 (432-\R) NA
Aemative 88% surv. rate @18m
oo I, B £SO 41 TRAES (Gr3/4), % 94-98 (23-36) 92 (34) 9 (29)

Hendriks et al. ESMO Living Guidelines 2025; Ou |, et al. JTO 2024; Shaw A et al, NEJM 2014; Mazieres et al, J Clin Oncol 2015; Barlesi F, et al. ELCC 2019;
Drilon A, Lancet Oncol 2020; Drillon A, et al. NEJM 2024
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Efficacy of ROS1 TKI in naive patients

ROS1 Inhibitor ORR (%) Median PFS BM Prevalence Intracranial ORR
Crizotinib (PROFILE 72% 19.2 mo Not eligible

1001)

Crizotinib (OxOnc) 72% 15.9 mo Not eligible

Brigatinib 71% 12.0 mo 11% (3/28) 0%

Entrectinib 68% 15.7 mo 29% (48/168) 52%

Ceritinib 62% 19.3 mo 25% (8/32) 25%

Lorlatinib 62% 21.0 mo 52% (11/21) 64%

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



Lorlatinib after failure of first line ROS1: o>
IFCT -2003 ALBATROS study aeer

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 WMW b7 (M m'm . mm]
Single-arm, multicenter phase |l trial Stable Disease 1(7.7%) [0.0% ; 22.2%)
« ROS1-positive advanced NSCLC
sccording o 1HC and confirmed with « Lorlatinib 100 mg once daily Disease Control 13(100.0%) [100.0% ; 100.0%]
FISH or NGS (iocal) - _
* Progression aftes a fist-line therapy TR g = Planned inclusion of 84 Progressive Disease L
with ROS1 TKI ' 3 patients *
* PSSO 1or2 d « Until progression or intolerat pE————peR===
« Stable and asymplomatic bran \ g 7 toxicity
::liu;:. aI:J"wF:d e . ? Safety
* Required blood samples at
= Measurable disease according to time of progression TRAEs with incidence 27.5%
RECIST 1.1
Primary endpoint: investigator-assessed confirmed Overall Response Rate (cORR) Ll N
.. .
Secondary endpoint: BICR cORR, DCR, PFS, DoR, OS, CNS ORR, safety — | e Y 5%
Durrdces _ [T
TRAE grade 2 3 rate. 45% WV enrensd "
Results Dose mosifcation rafe 30% _—r —
TRAE parmanent discontuabon rafe: 1% W v B e
= cORR of 30% e —
Perydwesl sevnry tecrcpethy “ "~
- Tirg cin -
= median PFS 7.4 months s
. s mbrm - o
= median DoR 20.4 months i - |
= median OS 42.3 months e

Durisseaux M. ESMO 2025



@' REPOTRECTINIB: long-term FW from phase 1/2 TRIDENT-1 trial

Phase 2 dose expansion cohorts®

Median DOR,* months (95% Cik 36.8 Q74 NE)
Median PFS {n = 71), months (95% CI); 31.1 (21.9-NE}
Median follow-up, months (range): 4.6 (4.7-87.1)

20+

Patients in response (%)

0 3 69NV HTNNHNLHSHBH
Time from first response [momhs)

No.atrik 3 4 8 & 4 ¥ V7 3 31 ¥ M N 1

Phase 1/2
tient eligibilit ROS1+ locally advanced or
e e metastatic NSCLC
* Locally advanced or Phase 12 RP2D:
e wid | 0 -
ng;?r;r m,“; escalation | NN 16();3 ROS1 ROS1
e fiten pa— A e TKl-naive TKI-pretreated?
» Asymptomatic CNS
metastases allowed

[ Phase 2 primary endpoint®; ]

cORR by BICR using RECIST vi.1

Rin TKI-pretreated panents

100+ + indicates censorad patients
% Madian DOR," months (¥5% O): 17.8 (7.3-31.4)
R 80- Mecian PFS (n = 56), months {95% CI): 3.6 5545
N Mecian follow-up, months frange): 41.0 34.7-19.1
c
2 K-
b
4
i
i
= 204
18
03 69 NBRIUTINWLHLEN
Time from first response (months)
No.atrisk 23 22 % 13 1210 & & 7 5 4 3 2 0 0000

* Inthe expanded efficacy popuiation, median follow-up was 37.7 months for TKI-naive patients (n = 121) and 34.8 months for TKI-pretreate

patients {n = 107)

— Median DOR? was 33.6 months (95% Cl, 25.5-NE) for TKi-naive patients and 14.9 months {95% CI, 7.7-31.4) for TKl-pretreated patients
— Median PFS was 30.2 months (%5% (1, 19.3-38.6) for TKI-natve patients and 9.2 manths {%5% CI, 7.4-11.3) for TKI-pretreated patients

Response in the primary efficacy population

100%

Proportion of patients (%)

| cORR, 79%
{n=56)p

o
GecCP

rg cancer
s

* Among patients with measurable brain
metastases at baseline’;

—icORR was 89% in TKl-naive patients
(95% Cl, 52-100; n/N = 8/9)%; median icDOR
was 43.2 months (95% Cl, 11.1-NE)

—icORR was 38% in TKl-pretreated patients
(95% Cl, 14-68; n/N = 5/13)"; median icDOR

SD, 38% was NE (95% Cl, 3.0-NE)
0% (n=21)
20% e * Among patients with the ROS1 G2032R (solvent
‘ SD,16% PD. 3% PD. 16% front) mutation across the 3 TKl-pretreated
10% 4 (n=11) / (n = 2) (n'= 9) cohorts (n = 17), cORR was 59% (95% Cl, 33-8
TKl-naive (n = 71)< TKl-pretreated (n = 56)°
TKl-naive patients TKl-pretreated patients
in the primary efficacy population® in the primary efficacy population”
100 91%d + Indicates cersored patients 1004 + indicates cersared patients
- 75%¢ g Median 05, 25.1 months (95% C1, 12.8-32.1)
TKl-naive
_ 56% o
®
:
o
40 0+
TKl-pretreated
20+ 10+
........................ - 0

No.atrsk Tt

0
03690215 18212427303316394245485154576063666972?5

Time from first dose (months}

USRI SINBLLNOVBNHWT £2222210

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

0369 RBEUMTI0IBBIHL45485 545760836669 7275
Time from first dose {months)

No.atrisk S60QBWUBHMMDRNITIS0s 53210000000

* In the expanded efficacy population,™ median 0S was 74.6 months (95% Cl, 44.4-NE) for TKl-naive patients (n = 121) and
20.5 months (95% Cl, 17.8-31.4) for TKl-pretreated patients (n = 107)




@ TALETRECTINIB in ROS71+ Non-Small Cell Lung Cancer: TRUST
273 mNSCLC TRUST-1 and TRUST-2

160 TKI

naive

113 TKI

pretreated

ORR 88.8%

mDoR 44.2m

mPFS 44.6m
% icORR 76.5%

ORR 55.8%

mDoR 16.6m

mPFS 9.7m
%% icORR 65.6%

>

Best Change in
Sum of Diameters

]
P
8

Best Change in
Sum of Diameters
From Baseline (%)

From Baseline (%)
Esb3.u8888

CR «7R v 5D »PD

Perol et al, J Clin Oncol 2025
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ZIDESAMTINIB
DESIGN GOALS:

ROS1
Activity

+

ROS1 Mutant
Activity

+

Brain
Penetrance

+

Avoiding
TRK

€5 ZIDESAMTINIB in TKI Pretreated Patients with Advanced/Metastatic ROS1+ NSCLC: g
| ARROS1 Gesr

--------

Patient Populations

PHASE 1: Zidesamtinib dose escalation (25 - 150 mg QD) in
Data cut-off: March 21, 2025

ROS1 TKI pre-treated patients with advanced ROS7+ solid tumors

Total Enrolled: N = 514
Any ROST+ solid tumor, any dose

PHASE 2: Zidesamtinib 100 mg QD (RP2D)

ARROS-1 PHASE 2 PRIOR Phase 1 + Phase 2 pooled
PATIENT POPULATION FRIORAGEH TN CHEMO/I-0 :
ROS1 TKi-naive * <1 :
Nora Pivotal Safety Population: N = 432
ROST+ NSCLC 1 prior ROS1 TKI * Advanced ROS7+ NSCLC
1 Received zidesamtinib at 100 mg QD
22 Prior ROS1 TKls * <1 [
[
Any ROST+ Solid Tumor Any Any , ' _ .
Primary: ORR by blinded independent central review (BICR) Rosr::'u::ﬂotm e 1;1K|'Na""’il
s ' re-tre with measurable
§econdafy. Adt'ilponal efficacy measures (DOIR., TTR, C.BR, PfS, 0S), With heasiirable disesse by BIGR disease by BICR
intracranial activity, overall safety and tolerability, confirmation of PK
profile, PROs Treated by May 31, 2024 Treated by
(= 6 months DOR follow up) August 31,2024
n=117

n=35

Drilon et al, WCLC 2025
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ARROS-1: Objective Response in ROS1 TKI Pre-treated PatientsJ

PIVOTAL DATASET Preliminary _
Advanced ROSH Any priof ROST TKI 1 prior ROST TKI Rec_ponmweudsoobmv?dm
. NSCLC (range 1~ 4) (crizotinib or entrectinib) patients previously treated with:
Any prior 1 prior ROS1 TKI RECIST 11 by BCR :  Ghemotharapy A T
Advanced ROS1 TKis (crizotinib or ROS1 ORR, % () ax E117) R ORR = 38% (22/58; 95% CI: (26, 52])
- i -nar 95% Cl 34,53 37,6 - Prior repotrectinib: ORR = 47% (8/17),
ROS7+ NSCLC (range 1-4) entrectinib) TKl-naive to5t Cl [34,53] 1¥7,69 o
+ chemotherapy + chemotherapy CR, % (N) %(1m?) 2% (1/55) . Prior taletrectinib: ORR = 43% (377),
* Prior crzosnd ooy ¢ chemctherapy: ORR = 65% (19/28). Prior ertrectink cnly 4 chematherapy: ORR = 33% (9/27) DOR range 5.210 7.0+ months
ORR (B|CR) 44% 51 % 89% - 1 Prior ROS1 TKI (crizotinib or entrectinib) * chemotherapy
[
_E i
% DOR ‘; NI - ¥ |} Price crizotinit
> 12 months 78% 93% 96% o ||} P st
2z + Price chamotheragy
foia 62% 93% o
> 18 months e B i
% PFS — . : T _
2 12 months 48% 68% ROS1G2032R Resistance Mutation Measarable CNS lesions by BICR ot baseline
Advanced ROST+ ROS1 TXI Advanced ROS™+
% PES msigs doy o ROSI T it O o Aoyl ROS1 I et
40% 68% Analysis by BICR e, £ chemotherapy * Analysis by BICR chemathasepy chemotherapy
= 18 months ORR, % (1N) 4% (14126) 8% (576 ICORR,% (¥ 48% (21/56) s (113)
Any prior Prior crizotinib s o e BMI - o
Intracranial yP ROS1 %DOR 2 6 mths % e mtem b My SERgm
Activity ROS1 TKis only + TKi-naive la55 7,5 fo0, 97 “{g:’;] ek [529:‘] '::"w :
+ chemotherapy chemotherapy % 5005 12 ot - = = = 2
(95% C1 | £20,7) [95% ] (46,87] [s1,99)
IC-ORR (BlCR) 48% 85% 83% Responses were aiso obsanved in patients with « CNSresponses also obsarvad in patients who had received 21 prior beain-
ROS1 G2032R mutation fofowing 22 price ROST TKIs 4 chematherapy, r;::? ml mnom ;gru[x;;:.éag;na?{ammj% ofim
ncluding lorlstinib ar repatrectini b : > Inchuding S
No CNS + Other ROS1 resistance mutations, Inchyding G19574, L1982, S1386F, * No CNS progression was cbserved ameng patients who entered the study
IC-DOR 71% 91% progression F2004C/V, G2032K, and D2033N without brain metastases a baseine per BICR
2 12 months = 12 months amang confirmed P el e S S TR R it L ——
CNS responders Md)"a‘:eofbdﬂmwdm! e e Anslyses of DOR baséd co Kaplos Meier estimates

One pngresaion event Bmong reapondars.

One CHS progressian event among CNS responders (n=11)

Drilon et al, WCLC 2025



Efficacy of ROS1 TKI in naive patients

ROS1 Inhibitor ORR (%) Median PFS BM Prevalence Intracranial ORR
Crizotinib (PROFILE 72% 19.2 mo Not eligible
1001)
Crizotinib (OxOnc) 72% 15.9 mo Not eligible
Brigatinib 71% 12.0 mo 11% (3/28) 0%
Entrectinib 68% 15.7 mo 29% (48/168) 52%
Ceritinib 62% 19.3 mo 25% (8/32) 25%
rl_orlatim'b 62% 21.0 mo 52% (11/21) 64%
( Repotrectinib 79% 31 mo 13% (9/71) 89% A
Taletrectinib 88% 44.6 mo _ 57% (17/130) 76.5%
\\Zidesamtinib 89% NR 83% )

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

P
GecpP



EFFICACY AND TOXICITY of ROS1 TKI INH

TKI-Naive TKI-Pretreated™*
Taletrectinib™® 70
60 Taletrectinib
w == 50 Repotrectinib
a Crizotinib ‘ i; 40
. © g 2 =
P @ceritinib Hapotbainl. & 29 Lortatinib
sy 20
% Entrectinib [ orlatinib 10 @ Entrectinib
0
12 18 24 30 36 42 4 5 6 7 8 S 10
Median PFS (Months) Median PFS (Months)

Taletrectinib (n=8)
Repotrectinib (n=9)
Lorlatinib (n=6)
Entrectinib (n=25)

Taletrectinib (n=15)
Repotrectinib (n=13)
Lorlatinib (n=10)
Entrectinib (n=7)

0 20 40 60 80 100 o
Intracranial ORR (%)

Intracranial ORR 1

20 40 60 80 100
Intracranial ORR (%6)

Incidence of Treatment-Related Adverse Events (%)

Taletrectinib
Repotrectinib
Loriatinib |[NR

Waliany S, JCO 2024

Taletrectinib
Repotrectinib
Loriatinib

Entrectinib | , i Emrectinib Entrectinib
Crizotinib | o) 8 Grade 1-2 Crizotinib @ Grade 1-2 Crizotinib |[NR B Grade 1-2
Ceritinibs | = Grade 23 Ceritinib [NR W Grade 23 Ceritinib |[NR W Grade 23
o 20 40 60 o 20 40 =0 o 20 40 60
Dizziness Dysgeusia Weight Gain

o
GecpP
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IS o N NRG-1 (Neuregulin-1) Fusions Gecp
\ [ o & o

e w// & &
3 g s rvmuzo::“m ‘M)Am-camm "‘60% :

N T e =

= "~ sy
Lg% Sehssn ¥
. . . Vediastnun 23
* Part of a large family of growth factors with EGF-like i -
i
sequence nu::.m
* NRG-1 binds to ErbB3 and ErbB4 receptors inducing = i. Prnly
dimerization and activation i l‘ Jmih J
e Actionable genomic driver in various tumor types B [~ T == *'
B >50%

(overall incidence 0.2%), enriched NSCLC ADC and
Kras"“t pancreatic cancer

e 8-32% of NSCLC Invasive Mucinous ADC
e DETECTION: NGS/RNA

* Mucinous adenocarcinoma with CD74-NRG-1 fusion
expressed phosphorylated ErbB3 protein (pErbB3) =
pErbB3 IHC as a screening for NRG-1 fusion ??

ENERGY1 REGISTRY: CLINICAL OUTCOMES
THE PAST...NRG1-FUSION NSCLC an unmet need

Response, Plat-doublet Taxano-based Combined Single-agent Targoted therapy

n{%) chemo chemo chema/immunotx immunotx with afatinib
(N=15) (N=7) (N=9) (N=5) (N=20)

CR 9 9 0 _ L

PR 2(13) 1(14) 0 1(20) 5} (25]

50 T4 14 4144 10 309

PO 6 (40) 5(M) 5 (56) 3(60) 12 (60)

ORR 2(13) 1{14) 0 1(20) 5(25)

Survival, Plat-doublet Taxane-based Combined Single-agent Targoted therapy
chemo/immunotx Immunotx with afatinib

Median PFS 5.8(2.2:0.8) 40(08-53) 331443 36 (0.8-undafined) 28(1943)

mo (35% CI) chemo chemo

Filetti, Precis Cancer Med 2022; Drilon A, et al J Clin Oncol 2021; Shim WCLC 2023



Zeconotuzumab and Seribantumab GecPp

s ZENOCOTUZUMAB (anti HER3-HER2 Ab) 750mg iv Q2W
' Agnostic Phase Il registrational trial
161p, 95 NSCLC

, W NSCLC B Pancreatic B Renal cel carcinoma
804 Endometrial B Colorectal B Cancer of unknawn primary
6041 B Breast Cholangiocarcinoma
0 B Gastic Ovarian
20

<4 L
i
h
-5 L .
/| 2.

(=}

T
el 0400

%1  ORR (INV) 29%
1 mDoR 12.7m

Maximum change from baseline (%)

G= 3 TRAE 2%, Discontinuation: <1
Most TRAE were grade 1 and 2, commonly diarrhea, fatigue

Percoentage cha <

--------

CRESTONE
Phase || SERIBANTUMAB (HER3 mAB IgG2) in NRG
fusion Cancers

Overd [

Primary tumor type:
<owenyg
“1 ORR 36% s
“ mDoR NR

G= 3 TRAE: 6%. Discontinuation 0%
Most TRAE were grade 1 and 2, commonly diarrhea, fatigue, rash.

Schram et al. NEJM 2025; Carricosa et al, ASCO 2022
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Discovery of Novel RASGRF2 Fusions as a Therapeutic
. . .
Target in Lung Adenocarcinoma of Never or Light Smokers
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Pan-Cancer Analysis of Oncogenic MET
Fusions Reveals Distinct Pathogenomic
Subsets with Differential Sensitivity to
MET-Targeted Therapy *

Cohort selection

MSK-IMPACT
79,864 patients

MSK-FUSION
11,255 patients

Intergenic MET SV (N = 63)

Manuai curation:

|- mi st O}
Oncogenic MET fusions
N = 56 (0.06%)
Study group| ]
Group A Group B Group C
MET amp (-) MET amp (+) MET amp (-)
RTK/RAS/RAF (-} | | RTK/RASRAF (+/-) | | RTK/RAS/RAF (+)

N =38 (68%) N=11(20%) N=7(12%)

Potential significance

|  Primarydiver? | |  Ampifiedfusion? | | Therapy resistance? |

B  Detection method comparison
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Febres-Aldana et al. Can Discov 2025
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Knowledge, Testing, Access.... Gecp

EVEN IF YOU ARE RARE, THE LAST, THE END OF THE WORLD... .

Relevant number of oncogenic fusions with SCAT | in NSCLC

NGS-RNA based testing-blood based are the best choice
4 fusions with targeted therapy approved

Moving more potent new TKI to first line settting...sequencing
approach, toxicities...

How are we going to treat these patients in early/ locally
advanced disease?

Undoubtedly managing these tumors will require expertise,
comprehensive analytical approach and funding.

Be aware of unusual toxicities

Resistance...always resistance

wTaehnologieal = L

i

FIG 1. Barriers to globalizing precision oncology.

Horgan et al. JCO Global Oncol 2025
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