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Updated results from the phase lll ALINA
study of adjuvant alectinib vs chemotherapy
in patients with early-stage ALK+

non-small cell lung cancer (NSCLC)

Key eligibility criteria:

Alectinib

600 mg BID
2 years

Recurrence
Further treatments

« Race: Asian vs non-Asiant

» Resected stage IB (2dcm)-IlIA ALK+ R at investigator’s
NSCLC per UICC/AJCC 7™ edition e choice and survival
« ECOG PS 0-1 Platinum-based follow-up
= No prior systemic cancer therapy chemotherapy* Recurrence
N=257 Q3W:; 4 cycles
Stratification factors: Primary endpoint Other endpoints
+ Stage: IB (= 4cm) vs Il vs 1IIA

- DFS per investigator tested hierarchically: Stage 11-I11A

» stage IB-IIIA (ITT) | | . CNS-DFS, OS, safety

Here, we present updated data from the ALINA study with a median follow-up of 4 years

All patients in the alectinib arm had completed 2 years of treatment with =1 year of follow-up

NCT03456076. Crossover was not permitted prior o disease

*Cisplatin +

d, cizplatin + vi

cizplafin +

cisplatin could be switched to carboplatin in case of infolerability. TStratficat

by patient race recorded in the

interactive voice/web response system. 1. Alecensa Prescribing Information Genentech Inc. 2024; 2. Solomon etal. ESMO 2023 (LBAZ); 3. Wu et al. N Engl J Med 2024; 4. Ahn et al. ESMO Asia 2023 (LBAT). ALK, anaplastic lymphoma kinase; AJCC,
American Joint Committee on Cancer; BID, twice daily; Cl, confidence interval; CNS, central nervous system; DFS, disease-free survival, ECOG PS5, Eastem Cooperative Oncology Group performance status; HR, hazard rafic; [TT, intention to treatt
08, overall survival; Q3W, every 3 weeks; R, randomisation; UICC, Union for Intemational Cancer Control

Flunf Diakial Pimiedeiiamloa
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CNS disease-free survival (ITT)

100+
80?%%%“ e
. A VP
N 76.1% Chemotherapy
; 60+
2
Q
2 40
o
- - 20+
Disease-free survival R 5% O 057 010070
0 IIS 1‘2 1‘5 2‘4 3IU 3‘6 4‘2 48 5‘4 6‘0 6‘6 ';2
. * . % X Time (months)
DHE in stage lI-IIIA DFS in tage IB-lIIA (ITT) No. at risk
Alectinib 130 124 17 98 49 13 NE
1007 100 Chemo 127 99 80 61 33 13 NE
804 30 Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months
Alectinib ! Alectinib
= 601 Z 60 § A clinically meaningful CNS-DFS benefit was maintained in the IB-IIIA* (ITT) population
2 g |
S 40 ! =} 20 Prof. Rafal Dziadziuszko b
Median DFS (85% Cl), months Chemotherapy Median DFS (95% CI), months Chemotherapy
207 NE (59 6-NE) | 20 NE (NE-NE) !
414 (30.6-67.2) ! 41.4 (30.6-NE) i H ( )
HR (95% CI): 0.36 (0.23-0.56) ; HR (95% CI): 0.35 (0.23-0.54) 3 Overa" survival (ITT
6 12 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72 100+ — 98.4% Alectinib
No. at risk No. at risk Lime monthe] o
0. at ris| 3 %
- Alectinib 116 11 12 NE Alectini 130 123 48 13 NE 801 sz Chemotherapy
Chemo 115 88 11 NE Chemo 127 98 33 12 NE
Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months £
Py
DFS benefit was sustained with alectinib versus chemotherapy in the stage I1-1lIA © 404
and stage IB-IIIA (ITT
204
Daia . DF prmary death from any cause,
Prof. Rafal Dziadziuszko *Pet UICCIAICC Tth editon. Chemo, chematherapy; NE, not estmable HR (95% Cl): 0.40 (0.12-1.32)
é 1‘2 1‘8 2‘4 3‘0 3‘6 4‘2 4‘8 5‘4 Gb 6‘6 7‘2
Time (months)
No. at risk
Alectinib 130 128 124 123 65 31 4
C"Du racio’n? Chemo 127 115 13 111 60 28 4
: Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

In the IB-IIIA* (ITT) population, there was a positive trend in OS with 4 years of median follow-up

Prof. Rafal Dziadziuszko Dsta cutoft. 8 Decerrber 224 *Per UCCIAICC Th eison



20®Jornades HITOS o 20
ONCOLOGICOS: pe'™®

Alectinib Chemotherapy
(n=128) (n=120)
Median treatment duration 2.1 months
Patients with any AEs, % 98
race 34 AT @m—— Post-recurrence subsequent therapy
Grade 5 AEs 0
. S Alectinib Chemotherapy
N 0,
Serious AEs 13 Number of patients with disease recurrence, n (%) (n=31) (n=60)
Treatment-related serious AEs 2 Number of patients with any subsequent therapy 24 (77.4) 55(91.7)
AEs leading to dose reduction 26 Systemic therapy 24 (77.4) 51(85.0)
ALK TKI 19 (61.3 49 (81.7
AEs leading to dose interruption ( ) ( )
Alectinib 8 (25.8) 35(58.3)
AEs leading to treatment withdrawal Brigatinib 7(226) 8(133)
Lorlatinib 7 (22.6) 6 (10.0)
AEs with alectinib were mostly low-grade |ab abnormalities, and were in line with Crizotinib 1(3.2) 4(6.7)
Adverse events in 215% of patients’ Alectinib (N=128) Chet Ceritinib 1(3.2) 2(3.3)
Chemotherapy 9(29.0) 3(5.0)
Blood creatine phosphokinase increased
Constipation Immunotherapy 1(3.2) 1(1.7)
Aspartate aminotransferase increased )
Auanine aminotransferase Increased Other anti-cancer therapy 2(6.5) 2(3.3)
Bhoad bilrubln Incresed Radiotherapy 8(25.8) 10 (16.7)
COVID-19
Myalgia Surgery 2(6.5) 3(5.0)
Blood alkaline phosphatase increased
Pt After recurrence, most patients received treatment with an ALK-TKI, of which alectinib was most widely used
Nausea
Vomiting
Decreased appeite AE grade: W12 172 Prof. Rafal Dziadziuszko Data cut-off. 8 December 2024; TKI, tyrosine kinase inhibitor
Neutrophil count decreased e 34
Neutropenia
White blood cell count decreased
100% 80% 60% 40% 20% 0 20% 40% 60% 80% 100%
Median treatment duration Alectinib: 23.9 months Chemotherapy: 2.1 months
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ENFERMEDAD AVANZADA

Stage IV mNSCLC with ALK translocation

Alectinib [1, A; MCBS 4; ESCAT I-AJsb¢
Brigatinib [1, A; MCBS 4; ESCAT |-AJsb¢
Lorlatinib [I, A; MCBS 4; ESCAT -]t
Crizotinib [I, B; MCBS 4; ESCAT I-AJe¢
Ceritinib [1, B; MCBS 4; ESCAT I-AJ

Disease progression

Oligoprogression

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

Systemic progression

Rebiopsy
(not mandatory for decision)

v

) E }
4 progression

After crizotinib:
Alectinib [, A; MCBS 4; ESCAT |-A]>®
Brigatinib [lll, A; MCBS 4; ESCAT |-A]**
Ceritinib [I, A; MCBS 4; ESCAT |-A]*®

After at least 1 ALK TKI, other than crizotinib:
Lorlatinib [lll, A; MCBS 4; ESCAT I-A]*®

Systemic progression

If no previous lorlatinib: lorfatinib [Ill, A; MCBS 4; ESCAT I-A]
Platinum-pemetrexed ChT [lll, A]

Atezolizumab-bevacizumab-paclitaxel-carboplatin [lll, B; MCBS 3]*
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ALEX: randomised, open-label, Phase 3 multicentre study

Key eligibility eriteria Alectinib (600 mg BID) Treat until PO,
unacceptable
Histologically/cytologically confirmed advanced toxicity, withdrawal
ALK-positive NSCLC (by Ventana IHC) Imaging every eight weeks until PD/death or death

- Aged =18 years
. ECOG PS0-2 Mo crossover
Mo prior systemic therapy for advanced disease Crizotinib (250 mg BID) permitted before PD

Stratification factors Primary endpoint Secondary endpoints
- ECOGPS(Dor1vs2) « PFS perinvestigator using RECIST v1.1 - PFS by IRC
. Race (Asian vs non-Asian) - Time o CNS prograssion
- Baselineg CMS metastases (yes vs no) - ORR

. DoR

J - | OF; safety
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Final overall survival (OS) and safety analysis of the
Phase 3 ALEX study of alectinib vs crizotinib in patients
with previously untreated, advanced ALK-positive (ALK+)
non-small cell lung cancer (NSCLC)

OS in the ITT population

« Median follow-up was 53.5 months with alectinib and 23.3 months with crizotinib
« 7-year OS rate: 48.6% with alectinib vs 38.2% with crizotinib

Follow-up ALK TKI anticancer therapy

n (%)

Alectinib (n=152)

Crizotinib (n=151)

100
Alectinib (n=152) Crizotinib (n=151)
80
Patients with event. n (%} 76 (50.0) 73(48.3)
— D Median, months (95% CI) 81.1 (62.3-NE) | 542(346-756)
E HR (95% CI) 0.78 (0.56-1.08)
© 40 pavalue (stratified log-rank) 0.1320
204 — ectinib (n=152)
—— Crizotini [n=151)
o 7 coeo CROSSOVER

Day1 12 24 36 43 60 72 &4 96 108 120

No. at risk Time (months)
Alectinib 152 120 o4 &1 78 72 = 58 56 50 20
Crisatnibist 104 73 80 S0 46 ® 34 3 ® 9

permitido

Alectinib induced a clinically meaningful OS benefit compared with crizotinib

NCTOZOTS48: Diota cbofl dabe

The study was not powered fur 05, Medan foliwep was sharer than the addiional § yeer followup tine i lhis analyss due o petionts wha died, witvrew cansert or were kst folowuz. 1T, imterd 3 troal; HE

Praf. Tany Mok

21 subsequent therapy 57 (37.5) 72(47.7)
Lortatinib 28 (18.4) 18(11.9)
Brigatinib 16 (10.5) 16(10.6)
Crizotinib 14(9.2) P
Aleetinib 13(8.6) (33 (25.2))
Ceritinib 10 (6.6) 207102
Ensartinib 1(0.7) (1]

NVL 655 1(0.7) 0
APG 2449 0 1i07)

0S results were not sta

Prof. Torv Mak

NGTATSA4D. ot st 2k 202
TR yrosin bnes e
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OS by CNS metastases* at baseline

Patients with CNS metastases at baseline

Patients without CNS metastases at baseline

+ [Median OS: 63.4 months with alectinib vs 30.9 months
th crizotinib (HR 0.68; 95% CI 0.40-1.15)

| .

Median OS: 94.0 months with alectinib vs 69.8
months with crizotinib (HR 0.87; 95% Cl 0.58-1.32)

1009 = 100
T
E
o & 0
T
— 80 N p— F B0
# " = E=
o ! 1 w
o 4D *..._L—\—‘_‘—l—o—u:—u O a0
209 — Mectinib (n=53) 20
—— Crizolinib {n=53)
+ GCensored
o T T T T T T T T T T T o
Dayl 12 24 36 48 60 72 84 96 108 120
No. xt risk Time (months)
Alectinib 53 40 3 2 @ 20 18 & 5
Crizotinib 53 an 7 13 ] 7 & & 1 & a

LSRR T

e,

Seguridad

n (%) Crizotinib (n=151)
All-grade AEs 147 (96.7) 148 (98.0)
Grade 3-5 AEs BB (57.9) 87 (57.6)
SAEs 70 (46.1) 48 (31.8)
[Treatment-related AEs 125 (82.2) 135 (89.4)
AEs leading to death 10 (6.8)" 7(4.6)

AEs leading to treatment discontinuation 27 (17.8) 22 (14.6)
AEs leading to dose reduction 35(23.0) 30 (19.9)
AEs leading to dose interruption 49(32.2) 43 (28.5)

Mo. at risk
Alectinib 93

e
S .
T !
= .
Alactinib (n=93)
Crizotinb (r=98}
+ Consored
Day1 12 24 36 48 &0 T2 84 96 108 120

Time (manths)
B0 &1 53 &2 48 a4 kL] w

Crizetiniy 98 74 58 47 42 Ak 3@ 2@ 2

th crizotinib

34
27

NCTI2075840. Dala cutefl
e

*COVID-19 {n=1), pneumonia (n=1), blond creatinine increased (n=1), acute myeloid leukaamia (n=1), acute kidney injury (n=1), ovarian cyst nuptured (n=1), cardiac arrest
{n=1), all considered unrelated lo alectinib, and death with unknown cause and no autopsy performed (n=3). suspected to be related fo other causes than aledtinib ireatment

Elevacion de bilirrubina
Elevacion de ALT
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?!3.34 ASCD RASCOD24 Endpoint evaluation by BICR stopped after the 3-year analysis

Current analyses

Lorlatinib 100 mg once daily

Key oligibiity criteri

Lorlatinib Versus Crizotinib in Patients + " Siage IIBIV ALK+ NSCLC A Sty

With Advanced ALK-Positive Non-Small e — s s e A

Cell Lung Cancer: 5-Year Outcomes + Aomomate resedor s — SR g A RO
From the Phase 3 CROWN Study " st (RECIST 1. 1) with o rr _. _» kTR

radiation required Safaty

No crossover between reatment arms was permittsd Biomarker analyses

The median duration of follow-up for PFS was 60.2 months (95% CI, 57.4-61.6) in the lorlatinib arm
and 55.1 months (95% Cl, 36.8-62.5) in the crizotinib arm

CROWN: PFS by Investigator Assessment (ITT Population)
™

; R N HR (86% CI) 0.18[2.13-027)
o ki,

% o) -
60 1 65% B3% ML e

= 50,
L ‘L
E 4n L
n JH
! TL15%
LT oy .
o 1, 10% 10% as,
o T T T T v
o 4 B 12 W 2 14 M I 36 40 & 4B BF 65 G0 &4 BB T2 TR HD
. Time (monthes)
MNo. 8t risk
Loratinib 145 126 118 111 103 96 93 B89 87 81 81 T8 T 74 ET 45 28 14 4 1 a
Crizotinn 747 107 70 42 30 19 48 1 11 1 % 9 8 & 6 4 2 O @ 0 @
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— CROWN: PFS by Investigator Assessment in Patients With
and Without Brain Metastases at Baseline®'

Patients With Baseline Brain Metastases

© vane

B madn
(881% G monthe

_‘{_‘I 1 HR (5% CI 008 §0 08019

TT%
l\ 59=W

53%
...................
Manths
oM oM oMo o23oMmomM n®om T o5 3 &
noa & bbb BB

PFS, %
"

Patients Without Baseline Brain Metastases

T h\T\\I\ I
1

Evenie

P, madan
|95, 1), monthe

e

(SN, Cij 0.24 0. 180,36

\ B8% 6T BE%  panetlesss

and Without Brain Metastases at Baseline®!

Patients With Baseline Brain Metastases

Loriatink [ne3f)  Grizatinib (=3

0030 M-0.1%

Evams o
Time 0 IC progression. A
rchon (55% G, rmrhy R
e 8% 1)
W L
§ ™ 20% t
L 1 T BN B3N
H I '
™ L ' ' I
o] 4 ] 1 )
@ ' '
s o : . .
2 L ' i '
' ' '
§ L H ' '
£ o I‘| ' '
H N ) I ' I
1 '
£
9 4 B 12 16 20 24 28 L 35 40 44 48 62 56 60 64 BR 72 75 8O
Ho. ak risk Tima Months)
Loriatinib 35 32 20 28 18 26 26 25 22 22 20 201918 17 12T & 2 0
Crixoinit 1

Patiants Without IC Progrexsion (%)
R LR EERE R

—— CROWN: Time to IC Progression® by Investigator Assessment in Patients With

Without B Brain Metastases
Loriatinid gneitd)  Crizotinik in=109]
Everms. n ]
Time b0 IC progreasion, R
mncian (85% C), months. N
s 1) 08 @03
e B st a At ]
9% bl % 9%
1 | ]
) H .
iy ; !
[ ' '
Vs me L

O 4 B 12 16 20 24 28 32 36 40 44 48 62 5% 60 64 68 72 76 &

No. at risk

— Loralinib 114 95 90 84 77 72 70 &7 &
Crizotin

Time [Manths)
64 B4 61 60 5O 55 M 2 9 3



20®Jornades HITOS o
ONCOLOGICOS: p°

20

Lol atinib

{n=143)

Crizotinib
(n=142)

S H d d All-causalities AEs
egu rl a Any-grade AE 149 (100) 140 (99)
Grade 3/4 AE 115(77) &1 (57
Crizotinib® Lodatinib™ Death 14(9) T (5)
= : Any sanous AE 65 (44) 45 (32)
Hypercholeshfrolaemia R —— AEs leading to temporary discontinuations 92 (62) 68 (48)
Hypermrighceddsemis P— — AEs leading to dose reduction 34 (23) 21 (15)
e : ————————— AEs leading to parmanant treatment discontinuation 16 (11) 15 (1)
Faripharal naurapaty . TRAEs
Weighl ncreased —— Any-grade AE 145 (0T) 133 (34)
Faligus . —— Grads 34 AE 49 (66) 55 (39)
Arthraigia o — Deeth 2(1) 0
Cognitive effects I f— :HEF %ﬁe discontinuati 5‘:{%] 5? Eﬁi
Hig : - —— a—— s leading to temporary disconiinuations
Af"‘"'}' — _ AEs leading to dose reduction 31(21) 19 (13)
MRS - AEs leading to parmanent treatment discontinuation 8(5) 8 (6)
:|.\j'|'|'_q_-.\] __—
Dyspnoea | t—
Headac ks e —
IS e = = - - - -
Kbondl wiiacts - — — CROWN: PFS by Investigator Assessment by First Lorlatinib
Coough e — - . .
P —— Dose Reduction Within 16 Weeks_
S SIS A —— ” — CROWN: Time to IC Progression Based on Investigator
Back pain e — . .. . cels
Conalipation —t— QT\—\; Assessment by First Lorlatinib Dose Reduction Within 16 Weeks
- BO
NI O e —— 70 100 g —t —t -
P i watramity — z & g u A T T T T R
Gamma-guiamyiraraferass incres E 50 § 80
4 T, g n
Coald. 3 - 3 30 o B0
oY -2 sl posifhee — w % o
100 [ i &} i o -
oy £ reducion " revueton
m Grads — —— s 0 4 8 12 16 20 24 28 Jzﬂa: _.E-: ™ — ] =110
o.at s S dan
m Edde o e —  With dose reduction 18 1 5 14 12 12 11 1 E w ?:E.s;nm:s o Il\;—’tlﬁw |NI2‘—F:~1R
34 34 — Without dose reduction 108101 96 88 &1 79 77 75 70 7 u0 e R A sl
No. at risk Time (Months)
—_ With dose reduction 8 17 15 4 12 12 11 11 10 0 1 9 8 5 3 0
71 69 67 63 42 24 11 5 1 0

— Without dose reduction 110102 97 90 83 B2 B0 77 75 73




20®Jornades HITOS o 2‘
ONCOLOGICOS: pe'™®

Nuvalent Announces Positive
Topline Pivotal Data from ALKOVE-1
Clinical Trial of Neladalkib for TKI
Pre-treated Patients with
Advanced ALK-positive NSCLC

Caracteristicas de los pacientes
253 pacientes TKl-pretreated
78% 22 TKI £ QT (91% Lorla)
25% lorla-naive (Alectinib)
Hasta casi un 20% mutaciones de resistencia (ALK G1202R)

40% enfermedad cerebral activa
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Resultados %

TKI Pre-treated, Measurable CNS lesions

Table . Any prior ALK TKI

+ chemotherapy? Lorlatinib-naive 90i 24k

63% (15/24)"

iiiReclutamiento ONGOING!!!
- Tumor sélido con 21L de tratamiento
sistémico o naive de tratamiento si no

92%

existe opcion estandar

21% (5/24)"

% DOR 26 months

(95% CI)

% DOR 212 months

% DOR 218 months
92%

(95% Cl) (34,68) (19, 85)

i e Elevacion de ALT y AST (47%
Seguridad e EstreRimiento (zg%) 47%) * Reduccién de dosis 17%
EESE) . Discontinuacion del tratamiento 5%

* Disgeusia (23%)
* Edema (18%)
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Stage IV mNSCLC with ROST translocation

ROS1

E N F E R M E DA D AVA N ZA DA Crizotinib [Ill, A; MCBS 3; ESCAT I-B]**

Entrectinib [lll, A; MCBS 3; ESCAT I-BJ2*¢
Alternative:
Repotrectinib [Ill, B; ESCAT I-B]*

Disease progression

Systemic progression

Oligoprogression
Local treatment (surgery or RT) and continue Systemic
targeted systemic treatment IV, C] progression

hd
Rebiopsy is recommended if
ROS1 TKI received in first line

!

If no ROS1 TKI received in first line:
Crizotinib [Ill, A; MCBS 3; ESCAT |-BJ**
Entrectinib [lll, A; MCBS 3; ESCAT |-B]***
Alternative:
Repotrectinib [IIl, B; ESCAT I-B]°

If ROS1 TKI received in first line:
alternative next-generation ROS1 TKls if available
[llI, AJ® or platinum-based ChT [IV, A]
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. | IASLC 2025 World
. '| Conference on Lung Cancer

SEPTEMBER 6-9, 2025 | BARCELONA, SPAIN

weclc.iaslc.org Q@O Q0 #wcCLc2s

Pivotal ARROS-1 Efficacy and Safety
Data: Zidesamtinib in TKI Pretreated

Patients with Advanced/Metastatic
ROS1+ NSCLC

*  Mayor afinidad de unidn
. No inhibe la via TRK = no efectos NRL
. Mutaciones de resistencia

PHASE 2: Zidesamtinib 100 mg QD (RP2D)

PATIENT POPULATION PRIOR ROS1 T CHEMO-0
ROS1 TKI-naive =1
ROS T NSCLC 1 prior ROS1 TKI* N:M
z 2 Prior ROS1 TKIs 51
Any ROS 7+ Solid Tumear * Any Any

PHASE 2 OBJECTIVES

«  Primary: ORR by blinded independent central review (BICR)
Secondary: Additional efficacy measures (DOR, TTR, CBR, PFS, 0S),
intracranial activity, overall safety and tolerability, confirmation of PK
profike, PROs

Patient Populations
Data cut-off: March 21, 2025

Total Enrolled: N = 514
Any ROST+ solid tumar, any dose
Phase 1 + Phase 2 pooled

!

Pivotal Safety Population: N = 432
Advanced ROST+ NSCLC
Received zidesamtinib at 100 mg QD

: }
Pivotal Efficacy Preliminary Data

Population: TKI-Naive

ROS1 TKI Pre-treated with measurable

with measurable disease by BICR disease by BICR
Treated by May 31, 2024 Treated by

(= 6 months DOR follow up) August 31, 2024

n=117 n=35
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ROS1 TKI Pre-Treated °

Patient Characteristic

ROS1 TKI Pre-Treated
Pivotal Efficacy Population

Treatment History Pivotal Efficacy Population
N=117
Prior anticancer therapy, median (range) 2(1-11)
Prior chemotherapy 62 (53%)
Prior ROS1 TKls £ chemotherapy
1 prior (crizotinib or entrectinib) 55 (47%)
Crizotinib 28/55 (51%)
Entrectinib 27755 (49%)
1 prior (repotrectinib or taletrectinib) &4 (3%)
=2 prior 58 (50%)
e 54/58 (93%)
Lariatirib 43/58 (74%)
Repotrectint 15/58 (26%)
Talefrectinig 558 (9%)

N=117
Age, median (range) 57 (31 -83)
Female 66 (56%)
Never smoker 80 (68%)
Geographic Region

Asia Pacific 30 (26%)

Europe 38(32%)

North America 49 (42%)
ECOG PS

0 45 (38%)

1 72 (62%)
Active CNS disease * 57 (49%) |
Secondary ROST mutation 42 (36%)

G2032R 26 (22%)
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ARROS-1: Objective Response in ROS1 TKI Pre-treated Patients

—)

Biest % charge in target lesions

Advanced ROSH Any prior ROS1 TKI 1 prior ROS1 TKI
NSCLC (range 1 - 4) (erizotinib or entrectinib)
RECIST 1.1 by BICR + chemotherapy + chemotherapy
ORR, % (n/N) 44% (51/117) 51% (28/55)
[95% CI) [34, 53] [37, 65]
CR, % (n/N) l 1% (1/1717) 2% (1/55)

* Prigr crizotinib enly £ chemotherapy: ORR = 68% (19/28). Prior entrectinib only + chemotherapy: ORR = 33% (9/27).

1 Prior ROS51 TKI (crizotinib or entrectinib) = chemotherapy

. Prior crizotinib

FD PD 50 30 PD SDS0 5D 5D S0 8D S0 S0 PO 5D S0 05D 50 50 S0 S0 PR 50 PR PR PR PR PR PR PR PR PR S0 PR PR 5D PR PR PR PR PR PRS0 PR FR PR PR PR PR PR PR PRCR

Prior entrectinib

+ Prior chemotherapy
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ARROS-1: Duration of Response and Progression-Free Survival

Duration of Response Progression-Free Survival
Any prior ROS1 TKIs 1 prior ROS1 TKI Any prior ROS1 TKis 1 prior ROS1 TKI
Advanced ROS7+ NSCLC {range 1-4) (crizotinib or entrectinib) (range 1-4) (crizotinib or entrectinib)
Kaplor-buior Extimote + chemotherapy + chemotherapy # chemotherapy + chematherapy
% = 6 months [95% CI] B4% [71,92] 93% [74, 98] 57% [47, 68] 70% [56, 81]
% = 12 months [95% CI] 78% (62, 88) 93% [74, 98] 48% [38, 57] 68% [53, 79]
% = 18 months [95% Cl| 62% 28, 84] 93% [74, 98] 40% [24, 55] 68% [53, 79]
Date cut-off Manch 21, 2025
* Ay prior ROS1 TKE Emerg T S = £
. ar IE F _l\__‘_“—\‘ =
o 75 B4 - -
: - :
. E s % L, F
=1 prior ROS1 T (erizatinib [C] or ] et g
rr:'rm-.'.inb IED) F irey i % 28 %
: vl = H
] T
o é rﬂ 1!3 24 Manths E
& At Hisk
# At Risk
Prior C af E oy 28 28 B | a
Prioe C or E anly -] 27 14 4 o
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ARROS-1: G2032R Resistance Mutation and CNS Subgroups

ROSTG2032R Resistance Mutation Measurable CNS lesions by BICR at baseline
:g'&'g” BEET Any prior ROSTTKI Lfi"‘_';’ “':'SLE'_ - :;"E’L"g’ed REEH Any prior ROS1TKI  Prior crizotinib only
. + chemotherapy NESSPURE O S p—— : + chemotherapy + chemotherapy
Analysis by BICR t chemotherapy ° Analysis by BICR
ORR, % (n/N) 54% (14/26) 83% (5/6) IC-ORR, % (n/N) 48% (27/56) a85% (11/13)
[95% CI] [33, 73] [36, 100] [95% Cl] [35. 62] [55, 98]
IC-CR, % (n/N) 20% (11/56) 54% (7/13)
% DOR = 6 months 79% BO%
[95% CI] 147, 93] [20,97] % IC-DOR = 6 months 9% o1
[95% CI] [56,91] [51, 99]
% DOR z 12 months 60% 80% % IC-DOR = 12 months 7% 91%

Responses were also observed in patients with:

ROS1 G2032R mutation following 22 prior ROS1 TK|s + chemotherapy,
including lorlatinib or repotrectinib

QOther ROS1 resistance mutations, including G19574, L1982V, S1986F,
F2004C/V, G2032K, and D2033N

CMS 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 = [95% CI 23, 53]), including 4 IC-CRs

Mo CMS progression was observed among patients who entered the study
without brain metastases at baseline per BICR
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ARROS-1 Preliminary Data:
TKI-Naive Patients with Advanced ROS7+ NSCLC

g ane ROS1 TKI-naive

B

E I Mo prior

i chemotherapy

a 1 prior line of

;E 'fﬁ chemotherapy

&

S FR S PR PR PR FR FR FR FR FR FR FR FR PR FR FR CR FR FR FR FR PR PR PR PR PR uCR PR PR PR PR PR CR
. TKl-naive advanced

TKl-naive advanced Response-evaluable e MBCLE Measurable intracranial lesions
MRS Pe L n=35 Analysis by BICR n=6
Analysis by BICR -
ORR, % (n/N) 89% (31/35 IC-ORR, % (n/N)

CR, % (n/M 9% (3/35) »

(n/N) (3/35) IC-CR, % (n/N) 67% (4/6)
% DOR z & months [95% CI] © 96% [76, 99]
b . Mo CNS progression events among
% DOR = 12 months [95% CI] 96% [76, 99] IC-DOR intracranial responders
DOR range 1.9+ to 13.9+ months
IC-DOR range 4.6+ 10 11.1+ months




oncoroaicos 20
ARROS-1: Safety in Advanced ROS7+ NSCLC

All Treatment- Emergent Aduerse E\rents (T EAEs} inz15%

Prafureder g |||Reclutam|ento ONGOING!!! 0% (43/432)

swwwwepem - NSCLC naive de TKI con/sin QT previa e e
SOl - Tumor sdlido en cualquier punto de =

Blood CPK inc tratamiento

s (10/432
Fatigue (10/432)

«  Most common (>2 patients): pneumonia (n=3)
Dyspnea ° 15% 3.0%
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Efficacy of lorlatinib after failure of a first-line ROS1 tyrosine
kinase inhibitor (ROS1 TKI) in patients (pts) with advanced
ROS1-positive non-small cell lung cancer (ROS1+ NSCLC):

IFCT-2003 ALBATROS trial

NCT04621188 / EU CT 2024-512028-12-00

Single-arm, multicenter phase |l trial
= ROS1-positive advanced NSCLC

according to IHC and confirmed with

FISH or NGS (local)

* Progression after a first-line therapy

with RO51 TKI
= PSD,1or2

= Stable and asympiomatic brain
metastases allowed

= Measurable dizeaze according o
RECIST 1.1

= Lorlatinib 100 mg once daily

= Planned inclusion of 84
patients *

= Until progression or intolerable
toxicity

= Required blood samples at
time of progression

Primary endpoint: investigator-assessed confirmed Overall Response Rate (cORR)
Secondary endpaint: BICR cORR, DCR, PFS, DoR, 08, CNS ORR, safety

Crizotinib or entrectinib i1s recommended in the first-line setting of advanced ROS1-positive NSCLC
according to ESMO guidelines (1). No targeted therapy is recommended in second-line setting.

ITT
N = 54
Femals N (%) 32 (59.3)
Age Median 63.0
Smoking status
Current 5(8.3)
Former HED 18(35.2)
Mever 30 (55.8)
Adenocarcinoma M (%) 54 (100}
ROS1 Reamrangement N (%) 54 (100}
Resistance Mutation ROS1 on tissue
ROS1 GZ03ZR N (%) 2(8.3)
ROS1 non-G2032R7 4 (16.7)
Mo ROSE1 resistance mutation 18 (75.0)
Lloknoaam M a0
|Brain metastasis M (%) 31 (57.4) |
Number of previous lines
1 38 (70.4)
2 N (%) 14 (25.9)
3 2(3.7)
ar I i treatment
Crizotinit: 51(24.4)
Repotrectinib HED 2(3.7)
Entrectinib: 1(1.9)
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Primary endpoint: inv-assessed cORR

Change from baseline (%)

=100F4

Waterfall plot of individual response
by investigators (n=49")

B Disease progression @ Pamial response
B Stable dmease

* | paticst ot evalisble o § wesks
¥ 0 Torger |esiinns e evabialile o1 8 weks bt oo gression dlssabes:
® : ROST (RS2R

# : ROSD o GR0I2R

Investigator
assessed
N =50

Complete

Response 0

Partial 15 (30.0%)
Response [17.3% ; 42.7%)]
Objective 15 (30.0%)
Response [17.3% ; 42.7%)]
Disease 42 (84.0%)

Control Rate [73.8% ; 94 2%)]

inv-assessed CNS ORR

Secondary endpoints: inv-assessed PFS and DoR
|  mN=s_ |

Events: M (%] 36 (T2.0)
Median PFS: months [25% O] | 7.4 [4.1-14.5] |
12-months PF5: % [95% CI) 399 (261 ; 53.3)
I

Events : N (%)
Median DOR: months [95% O]

20.4 [3.9-34.5]

| N-50 |

Events: N (%)
Median 05: months [95% CI]
6-months OS: % [95% Cl]
12-months O5: % [95% CI]

23 (46.0)
42.3[14.5 ; NR]
85.8 [72.5 ; 93.0]
77.3 [62.8 ; 86.8]

0S

Investigator assessed

N = 13 patients with measurable CNS disease
7 (53.8%) [26.7% ; 80.9%]

5 (38.5%) [12.0% ; 64.9%]
| 12 (92.3%) [77.8% ; 100.0%] |
1 (7.7%) [0.0% ; 22.2%]
| 13 (100.0%) [100.0% ; 100.0%] |

Complete Response

Partial Response

Objective Response

Stable Disease

Disease Control

Progressive Disease 4]
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TAKE HOME...

ALK

Datos solidos de ALINA con HR 0.35 para su objetivo principal. ¢ Duracion? PRECIO
APROBADO.

Resultado estadisticamente negativo de ALEX en OS pero con relevancia clinica.
Interpretacion de resultados en ensayos con crossover. Aungue...

Claro SOC con Lorlatinib en base a CROWN con HR 0.19 y una mPFS estimada de 8
anos. Aprender de nuevas toxicidades.

Desarrollo NVL

Mayor afinidad y menos toxicidad

Datos prometedores de respuesta en pacientes pretratados y sostenidos en el
tiempo

No efectos NRL (TRK-sparing)



