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 Jlalinea
— PD-L1 >1%, monoterapia: HARMONI-2 (fase 3), ivonescimab vs pembrolizumab

— PD-L1 > 50%, combo: GALAXIES Lung 201 (fase 2), anti-TIGIT + dostarlimab (interim
analysis)

— Cualquier PD-L1: RELATIVITY-104 (fase 2), QT-nivo +/- anti LAG3

— Cualquier PD-L1: NVALT-30 (fase 3): low dose pembro vs Standard dose (interim analaysis)

e 2alinea: ADCs TROP2:
— TROPION1-lung (fase 3): dato-deruxtecan vs docetaxel, final OS

— EVOKE-01 (fase 3): sacituzumab-govitecan vs docetaxel, OS subgrupo no
responedores 1a linea

— TROPION1-lung (fase 3): dato-deruxtecan vs docetaxel, nuevo biomarcador



niciativa cientifica de:

lung cancer
research
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2024 World Conference  SEPTEMBER 7-10, 2024 #WCLC24

on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

Phase 3 Study of Ivonescimab (AK112) vs.
Pembrolizumab as First-line Treatment for PD-L1-
positive Advanced NSCLC: HARMON:I-2

C. Zhou'?, J. Chen®, L. Wu?, L. Wang!, A. Xiong!, B. Liu‘, J. Yao®, H. Zhong®, J. Li’, Y. Cheng?®, Y. Sun?, H. Ge'",
Q. Shi'', M. Zhou'?, Z. Han'3, J. Wang'4, Q. Bu'5, Y. Zhao'¢, J. Chen'’, J. Yang'®, M. Xia'®
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Changsha/CN; *Harbin Medical University Cancer Hospital, Harbin/CN; *The First Affiliated Hospital of Henan University of Science and Technology, Luoyang/CN; *Shanghai
Chest Hospital, Shanghai/CN; "The First Affiliated Hospital of Gannan Medical University, Ganzhow CN; *Jilin Cancer Hospital, Changchun/CN; *Shandong Cancer Hospital and
Institute, Jinan/CMN; "The Fourth Hospital of Hebei Medical University, Shijiazhuang/CN; ""Fuzhou Tuberculosis Prevention and Treatment Hospital, Fuzhow/'CN; " Affiliated
Cancer Hospital and Institute of Guangzhou Medical University, Guangzhow/CN; “The Affiliated Hospital of Xuzhou Medical University, Xuzhow/'CN; “The Fifth Medical Center
of the General Hospital of Chinese People's Liberation Army, Beijing/CN; ""The First affiliated hospital of Guangxi Medical University, Nanning/CN; "*"Henan Cancer Hospital,

Zhengzhow/CN; ""Fujian Cancer Hospital, FuzhowCN; "*Akeso Biopharma, Inc., Zhongshan/CN
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—— Engineered
Fc-Null Region

HARMON;I-2 (AK112-303) Study Design

A randomized, double-blind, phase 3 study? hS é

b\ G

Anti-PD-1

Ivonescimab
20 mg/kg Q3W (N=198) Treatment until

no clinical benefit,
unacceptable toxicity
or up to 24 months

Patient Population
Stage ITIIB-IV aNSCLC
No prior systemic therapy

No EGFR mutations or ALK
rearrangements

ECOG PS 0 or 1 Pembrolizumab

N=398
PD-L1 TPS >1% 200 mg Q3W (N=200)

Stratification

e ™
* Clinical stage (ITIB/C vs. IV) Endpoints
* Histology (SQ vs. non-SQ) Pihimary: PFS by blind IRRC per RECIST v1.1
* PD-L1 TPS (=50% vs. 1-49%) Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety

L Exploratory: QoL

W,

2 Patients were randomized from November 2022 to August 2023. Data cut off: January 29, 2024.
Abbreviations: aNSCLC, advanced non-small cell lung cancer; EGFR, epidermal growth factor receptor; ALK anaplastic lymphoma kinase; ECOG PS§, Eastern Cooperative Oncology Group performance

score; PD-L1, programmed death ligand 1; TPS, tumor proportion score; R, randomization; SQ, squamous cell carcinoma; Q3W, every three weeks; PFS, progression-free survival; IRRC, independent
radiology review committee; OS, overall survival; INV, investigator; ORR,, overall response rate; DoR, duration of response; TTR,, time to response; QoL, quality of life.
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Baseline Characteristics

Characteristics, n (%)

Age (years)

Sex

ECOGPS

Smoker

Clinical stage

Pathology

PD-L1TPS

Liver metastases

Brain metastases

<65

=65
Male
Female
0

1

Never
Current

Former

IB/C

v

SQ
Tumor centrally located®
Tumor with cavitation/necrosis®
Tumor encasing large blood vessel®

Non-5Q

=50%

1-49%

Yes

Ivonescimab
(n=198?)
97 (49.0)
101 (51.0)
164 (82.8)
34(17.2)
25(12.6)
173 (87.4)
39(19.7)
39(19.7)
120 (60.6)
15(7.6)
183 (92.4)
90 (45.5)
65(72.2)
9 (10.0)
6(6.7)
108 (54.5)
83 (41.9)
115 (58.1)
25(12.6)
173 (87.4)
33(16.7)
165 (83.3)

Pembrolizumab
(n =200%)
85 (42.5)
115(57.5)
169 (84.5)
31 (15.5)
26 (13.0)
174 (87.0)
38 (19.0)
42 (21.0)
120 (60.0)
16 (8.0)
184 (92.0)
01 (45.5)
57 (62.6)
7(7.7)
1(1.1)
109 (54.5)
85 (42.5)
115(57.5)
28 (14.0)
172 (86.0)
39 (19.5)
161 (80.5)

Total
(n = 398?)
182 (45.7)
216 (54.3)
333 (83.7)
65 (16.3)
51(12.8)
347 (87.2)
77 (19.3)
81(20.4)
240 (60.3)
31(7.8)
367 (92.2)
181 (45.5)
122 (67.4)
16 (8.8)
7(3.9)
217 (54.5)
168 (42.2)
230 (57.8)
53(13.3)
345 (86.7)
72 (18.1)
326 (81.9)

' Patients who received randomization ® In 181 patients with SQ.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance score; PD-L1, programmed death ligand 1; TPS, tumor proportion score; SQ, squamous cell carcinoma.
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Primary endpoint: PFS per IRRC Spe it Bl e

mPFS, mos 11.14 5.82
(95% CT) (7.33, NE) (5.03,8.21)
1997 Stratified HR 0.51
00 (95% CI) (0.38, 0.69)
20 p-value <0.0001
70 — i
- 60 - | 9-mo: 56% (47, 64)
0w S0 q=========ce=c==c=cecc==c======== :
(=% \ "
40 i ; :
30 4 ' 9-mo: 40% (32, 48); :
20 E : I
+ Censor : .
107 Ivonescimab | : Median Follow-up: 8.67 months
0 Pembroliziunab : : :
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Time (months)
Number at 115k (Events)

Ivonescimab 198(0) 189(3) 175(13) 156(26) 148(32) 128(44) 99(50) 68(60) J9(67) 38(68) 14(71) 11(71) 3(72) 2(72) 0(72)
Pembrohzumab  20000) 187(9) 141(52) 121(69) 119(70) 103(81) 74(95) 53(101) 45(102) 25(106) 9(112) 5(112) 0(112)
Ivonescimab demonstrated a statistically significant improvement in PFS vs. pembrolizumab with HR = 0.51,

and a 5.3 months improvement in mPFS.
Abbreviations: mPFS, median progression-free survival; IRRC, independent radiology review committee; mo, month; NE, not estimable; HR: hazard ratio; CL, confidence interval.
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PFS Subgroup Analyses

Ivonescimab  Pembrolizumab Unstratified Hazard Ratio
Events/Patients Events/Patients (95% CT)

Overall 72/198 112/200 —=— 0.51(0.38, 0.69)
Age

<65 37/97 50/85 ——q 0.53(0.34, 0.81)

=65 35/101 62/115 — 0.52(0.34, 0.79)
Sex

Male 58/164 94/169 —— 0.53(0.38,0.74)

Female 14/34 18/31 P—e— 0.49(0.24, 0.99)
ECOG PS

0 4/25 19/26 | i 0.18 (0.06. 0.54)

1 68/173 93/174 —— 0.60 (0.44, 0.82)
Smoking Status

Never 13/39 22/38 ——e— 0.39(0.19.0.77)

Current smoker 12/39 20/42 b e 0.51(0.24,1.07)

Former smoker 47/120 70/120 | 0.57(0.39,0.74)
Liver metastases

Yes 12/25 18/28 —e 0.47(0.23,0.98)

No 60/173 94/172 —e— 0.53(0.39,0.74)
Brain metastases

Yes 14/33 25/39 f——e— 0.55(0.28,1.05)

No 58/165 §7/161 —— 0.53(0.38.0.74)
Distant metastatic sites

=3 25/49 33/51 F—e— 0.58(0.34,097)

<3 47/149 79/149 —] 0.49(0.34,0.71)
Clinical stage

IIB/C 5/15 5/16 } ] 1.01(0.29,3.51)

IAY 67/183 107/184 —e— 0.49(0.36,0.67)
Pathology

Squamous 35/90 56/91 —e— 0.50(0.33,0.76)

Non-Squamous 37/108 56/109 I 0.55(0.36.0.84)
PD-L1 TPS

=50% 25/83 45/85 o 0.48(0.29,0.79)

1-49% 47/115 67/115 b 0.54(0.37.0.78)

1 I 1
0.06 0.1 1 10
Ivonescimab Better Pembrolizumab Better

Abbreviations: PFS, progression-free survival; ECOG PS, Eastern Cooperative Oncology Group performance score; PD-L1, programmed death
ligand 1; TPS, tumor proportion score; 5Q, squamous cell carcinoma; CI, confidence mterval; aNSCLC, advanced non-small cell lung cancer.
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Key PFS Subgroup Analyses

PD-L1 Low (TPS 1-49%)

PD-L1 High (TPS >50%)
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1 Stratified HR 0.54 ol Stratified HR 0.46
= (95%CI)  (0.37,0.79) - (95%CI)  (0.28,0.75)
PD-L1 expression ; . E L
a T ! ; T ! T T ; ! = 5 : 15 B [ 1 2 3 4 5 GT'"W [:“ "ﬂ“;l 0 o 1 1 13 14
Nluu'llrr:ln!k{ﬁvru-l.i] . b ) ey ‘. : .<‘.-.||\§| I:ll ::5"-” :I:Ia;- e Ia b |I : 1 A !
- Squamous o0 Non-Squamous
ol Stratified HR 0.48 . Stratified HR 0.54
(95% CI)  (0.31,0.74) (95%CI)  (0.36,0.82)
NSCLC Histology © - &
3 0] —— b
a 1 3 4 5 f:nm: t;muu: 9 1 1] 1 1 13 14 a 1 2 1 i 5 ﬁTum tmll’": 9 1a 1 12 13 14

Numiber at risk (Events)
Ivomescunab  S0{07  87(2)

v
Pewsbrolizumab  91(0) 87(3} S5(24) 56(32) S5(3Z) 51(35) I2{46)

Ivonescimab showed meaningful improvement in PFS vs. pembrolizumab in patients with both low and high PD-1.1,

with squamous or non-squamous advanced NSCLC.
Abbreviations: PFS, progression-free survival; PD-L1, programmed death ligand 1; TPS, tumor proportion score; HR: hazard ratio; CI, confidence interval; NSCLC, non-stmall cell lung cancer.

THT) TLE12) TOCLIY G3I(LTY A0 27) 3(37) 21(32) B{35) 5(35) 1(35) 135 0G5

25{49) 20049) 13(51) X(SE) L(56) WO{56)

b TOE(0) LO2(1) 9605} BS(14) TROIS) G527 S0C30) 31033) 27039 17036) G03E) (MG HIT) 13T 60T
el 1080 DO(E) TR GS(37) 603K} S2(86) 42049 TH(A2) 24083) 12(%5) TRE) S o
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ORR, DCR and DoR per IRRC

100
Ivonescimab Pembrolizumab
n =198 n =200
89.9% il et
20 DCR ORR, % 50.0 38.5
(95% CI) (42.8,57.2) (31.7, 45.6)
DCR, % 89.9 70.5
0
— 70.5% (95% CI) (84.8,93.7) (63.7,76.7)
S 60 DCR
o Median DoR, mos NR NR
Q (95% CI) (NE, NE) (8.28, NE)
% 40
ORR and DCR were higher with ivonescimab vs.
pembrolizumab.
20
0

Ivonescimab Pembrolizumab

Data cut off: January 29, 2024,
Abbreviations: ORR, overall response rate; DCR, disease control rate; DoR, duration of response;
IRRC, independent radiology review committee; CI, confidence interval; mo, month; NR, not reached; NE, not estimable.



1a Linea PD-L1 positivo e o
GEeCP

lung cancer
research

Safety Summary

TRAESs The Most Common TRAE:S (incidence 210%)
Safety Summary, n (%) I‘E:l“:sf;_[;l;;b Pen(ltlln:'oii;;:)nab o Ivonescimab Pembrolizumab
olal 898 204 156 819
s (a es . . Proteinuria 315 30 10.1
TRAESs (all grades) 177 (89.8) 163 (81.9)
Grade>3 58 (29.4) 31(15.6) Aspartate aminotransferase increased 198 05 156
Serious TRAES 41 (20.8) 32 (16.1) Hypercholesicrolacmia 102 01
Blood bilirubin i d . oo .
Leading to discontinuation 3(1.5) 6(3.0) o0 HTrpZ:;:zn 1: . 1]-:255 e
Leading to death 1(0.5) 2(1.09) Alanine aminotransferase increased W7 esfos 121
Ivonescimab showed a manageable safety profile, Hypothyroidism 142 95
which was consistent with previous studies. Anacmia 132 oS 146
Hypoalbuminacmia 17l s 111
TRAES in SQ Subgroup Amtylass increased 112 I 0
Hyperglycaemia nz o5f1o 116
. a v 1 (O Ivonescimab  Pembrolizumab C
Safety Summary, n (%0) (n = 90%) (n=91%) Blood wric acid increased 10.7 80
TRAE Arrhythmia 102 108 @ Ivonescimab, >=grade 3
s (all grades) 77(85.6) 73(80.2) Hypertriglyceridaemia w2 2o s 70 o g.-'onﬁsc:mab, z;}ll grad‘:j X
= E Pembrolizumab, ==grade
Grade=3 20(22.2) 17 (18.7) Rash - 141 0 Permbrolizumab. 21l srades
Serious TRAEs 17 (18.9) 17 (18.7) L T T T T T T T T T
Leadine to di tinuati 2(2.2) 3(3.3) 100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 30 60 70 80 90 100
ading to discontinuation . .
Patients (%)
Leading to death 0 1(1.1)
Ivonescimab also demonstrated a tolerable safety The differences in AEs were predominantly proteinuria, hypertension,
profile in SQ patients. and laboratory abnormalities.

2 Patients who received >1 dose of study treatment. ® The incidence of >grade 3 Hypertension was 0.5%.
Abbreviations: AEs. adverse events; TRAEs. treatment-related adverse events: SQ. squamous cell carcinoma.
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Global Health Status — EORTC QLQ-C30
Time to deterioration of global health status - EORTC QLQ-C30?

100

Stratified HR 0.92
(95% CI) (0.63, 1.33)

90

80_

704
Median time to deterioration (mos):
60 - NR (9.63, NE)

- & !
T

I
T

50 +

40 L L
Median time to deterioration (mos):

9.92 (8.02, NE)

Deterioration-free rate (%)

30+

20

+ Censored
10 q = Ivonescimab
Pembrohizumab

G I 1 1 I 1 1 I 1 1 | | I I I I

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Time since randomization (months)

Number at risk (events)
[vonescimab l??(D)b 173(2) 146(22) 125(38) 120(40) B0(49) 72(50) 48(51) 35(52) 25(54) B(57T) 3(57) 257y 1(37) 0O(5T)
Pembrolizunab 174(0)® 173(1) 137(26) 115(40) 110(42) 72(50) 65(51) 38(53) 26(54) 19(56) 4(57) 1(57) 1(57 0(57)

Ivonescimab was associated with comparable, numerically better time to deterioration of global health status.

2 Deterioration of global health status/quality of life (QoL) refers to a decrease of 10 points or greater from the baseline in standardized score. Time to deterioration 1s
defined as the time from the date of randomization to the date of first occurrence of deterioration ®Patients who completed EORTC QLQ-C30.
Abbreviations: mo, month; NR_ not reached; NE, not estimated; HR: hazard ratio; CI, confidence interval.
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Conclusions

» First-line ivonescimab significantly improve IRRC-assessed PFS in patients with aNSCLC and PD-L.1 TPS >1%, compared with
pembrolizumab (median PFS (mos), 11.14 vs. 5.82; HR, 0.51; p<0.0001).

» PFS benefit with ivonescimab were consistent across major clinical subgroups:
B TPS >50%, HR = 0.46 (0.28, 0.75); TPS 1-49%, HR = 0.54 (0.37, 0.79)
B SQ, HR =0.48 (0.31, 0.74); non-SQ, HR = 0.54 (0.36, 0.82)
« Higher ORR (50.0% vs. 38.5%) and DCR (89.9% vs. 70.5%) were observed with ivonescimab vs. pembrolizumab.
* OS was not matured at this time; the OS analysis is event-driven and will be reported in the future.
» The safety profile of ivonescimab was consistent with prior studies and well tolerated, including in patients with SQ-NSCLC.

« HRQoL with ivonescimab was comparable to pembrolizumab.

This is the first randomized phase 3 study to demonstrate a clinically significant improvement in
efficacy with a novel drug compared to pembrolizumab in aNSCLC.

Ivonescimab is a novel 1% line treatment for patients with aNSCLC and positive PD-L1(TPS >1%).

Ivonescimab 1s an investigational therapy in this setting worldwide; 1vonescimab 1s approved m 2L EGFRm NSCLC in China.
Abbreviations: IRRC, independent radiology review comumittee; PFS, progression-free survival; aNSCLC, advanced non-small cell lung cancer; PD-L1, programimed death ligand 1; TPS,
tumor proportion score; mo, month; HR: hazard ratio; CI, confidence interval; SQ, squamous cell carcinoma; ORR, overall response rate; DCR, disease control rate; OS, overall survival.
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Interim Analysis of GALAXIES Lung-201:

Phase 2, Randomized, Open-label Platform Study

of Belrestotug Plus Dostarlimab in Patients With
Previously Untreated Locally Advanced/Metastatic
PD-L1 High (TPS 250%) Non-Small Cell Lung Cancer

David R. Spigel,' Ernesto Korbenfeld,? Hidetoshi Hayashi,* Romain Corre,*
Byoung Chul Cho,” Amanda Psyrri,® Manuel Cobo Dols,’ Elena Parkhomenko,
Dawn Baxter,® Nashita Patel, 1 Fabrizio Trinchese, ! Ivan Diaz-Padilla,!! Martin Reck'2

1. Oncology, Sarah Cannon Research Institute, Nashville, TN, USA; 2. Medical Oncology, Hospital Britanico de Buenos
Aires, Buenos Aires, Argentina; 3. Department of Medical Oncolegy, Kindai University Faculty of Medicine, Osaka, Japan;

4, Service de Pneumologie, CH Quimper, Quimper, France; 5. Division of Medical Oncology, Yonsei Cancer Center, Yonsei
University College of Medicine, Seoul, South Korea; 6. Section of Medical Oncology, Mational and Kapodistrian University

of Athens, Attikan University Hospital, Athens, Greece; 7, Medical Oncology Intercenter Unit, Regional and Virgen de la
Victoria University Hospitals, IBIMA, Malaga, Spain; 8. Development Biostatistics, GSK, Stevenage, UK; 9. Oncology Clinical
Development, GSK, Collegeville, PA, USA; 10. Oncology Clinical Development, GSK, Stevenage, UK; 11. Oncology Clinical
Development, GSK, Baar, Switzerland; 12. Airway Research Center North, German Center for Lung Research, LungClinic,
Grosshansdorf, Germany

Dr. David R. Spigel
Barcelona, Spain, 14 September 2024
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Background

*  Current 1L treatment options for patients with PD-L1 high (expression 250%), locally advanced/melastatic NSCLC include single-agent immunotherapy: however, less
than half of patients respond, necessilating new treatment approaches'-

* Dostarlimab, an anti-PD-1 antibody approved for the treatment of endometrial cancer,** demonstrated comparable clinical activity to pembrolizumab in 1L NSCLC in the
PERLA trial, a randomized, double-blind, head-to-head Phase 2 study of dostarlimab + chemotherapy vs standard of care pembrolizumab + chemotherapy®

*  Anti-tumour activity with PD-(L)1 inhibitors may be further amplified through combination with novel anti-TIGIT inhibitory immune checkpoint agents, such as belrestotug™

Belrestotug treatment leads to increases in

Jelrestotug is an Fey- . lres 0 d higher potency PN
il Motz 7 : s & reduction in Tregs in patients'
Cell-based IL-2 promater Peripheral
Balrestotug , -  activation assay blood measurements
i Balreslolug @ 109 - Prodiferating
CDET colln
d g - qa o b > E %9
<z i o * b1 2 |
g% z - ® 3 §
, f s
D5 Treg celis
100 0] 1 a1 oot : Ir 11 EI:B
BCS0 (mli) in COBS competition sasay Days poat infusian

1L, fred e, BC50, 50 mfabwiony concenirabon, IL, mievieuln, mAb, monocional antbody, NK, natural loller, HSCLC, non-small ool lung cances, PDL{L11. programmed ool death protesn (igand] 1, TIGIT, T.osll smmmonscepion with mmmunogiobalin and [TIk domamn, Treg, regeialony T ol

1. Reck, of 4. Clin Ginool X01.30. 253040, 2 Walsh, So0, Thar Ady Med ool 20201 1-72, 3. Gen, ot 8l Madkcing 2034 WX 038861, 4, G54, Sempark SmP [2174) avaslabio rom hiips:iwwis 6ms imroge e ndocsmentspmduct-informalioeempor apad-product incematine_on pdl: [acosssed Aeg
2024f 5. GEK, JELPERLM [dostarkmab) LS presonbing informabon (20024 avalable from hitps Mwwis acoessdata ida goadragaatida_doosfabed 2001 781 17450008 pif, jacoessed Aug 2024) & Lam, of ol Nat Commun 2023 16[1) 7301, T. Littal, et 3l Cancer immurol Ress 2008, T4 585-T1. 8. Samchez-
Coma, stal Cancons (Basel) 201801183 8779 Gin, ol al Mol Cancer PHECIR(1) 155 10, Prollon, ol sl Mol Cances Ther 2020 200 1) 129-31, 11 Mguyen, of ol Presented ol AACR 2000 (Abstrmd 37200, 3=24 Jun, onling; 12 Cusonda, of ol Possior 8LB129 presoniod al. AACR. B-13 Apr 20370, Philadeiphas,

FA 13'|Tmmnmm1i:'m Braelabohe troe Prgd Ueverieey MWP%MTE}UB&J-TMPHH?EWMNNI 14 Vian dhesy Mok, ot & Presenied a1 AACR (Posier CT11], 10-15 Apr andl 17-21 May 2021, Pradeighia. PA
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GALAXIES Lung-201: A Phase 2, Open-label, Randomized Platform Study’

= This study is designed to assess the efficacy and safety of belrestotug + dostarlimab combinations in NSCLC
+ Additional follow-up and recruitment will determine dose optimization, contribution of components, and comparisons to current standard of care
(pembrolizumab monotherapy)

Pembrolizumab 200 mg Q3W

Dostarlimab 500 mg Q3W

Key Eligibility Criteria:

* Previously untreated, unresectable,
locally advanced/metastatic NSCLC

Primary

Endpoint:

ORR per RECIST 1.1 by
investigator assessment

PD-L1 high (TPS 250%;
determined locally or centrally
by DAKO 22C3 or VENTANA
SP263 assay) R
EGFR/ALK wild-type, no aclionable
driver mutations

B: Belrestotug 400 mg + dostarlimab 500 mg Q3W
« PFS  » Safety

Squamous vs Substudy 2 Belrestotug + dostarlimab + nelistotug® Q3IW y 08 « PK
non-squamaous « [DoR = ADA

Substudy 1

Key Secondary
Endpoints:

Stratification:

Current or former smoker

Asymptomatic and treated brain
metastases are eligible Substudies to be added by amendment

Study initiation imeline

Q * This follow-up interim analysis reports preliminary efficacy and safety (mITT 25.6 months follow-up)
N . At data cut-off (7 June 2024), a total of 124 patients were included, with an overall median follow-up of 7.3 months

TNCTOSS35ITE, FudemCT A1 00811523, “nolistolug s a CDO6 mAl ADA, antideeg antibodees, ALK, anaplasto hymphome kinass, DoR, dunastion of nesponse, EGRR. apdersal growth [acior recepior, mAl, monocional antibody, miTT, modified islonSion-20-treal, NSCLE, nom-Small ol leng cander,
OFFL olbjecin reapors sty OF, suesall searvll FOLLT, procearmened deal lnaedd 1 PRS, provresaion-Bos seevval B phamaeskinete OTW, ovey 1 weeks RECIST, Reseerds Evaiesben Cricea i Sobd Tomours) TRS, temo ponaig soons

' W Dr David R, Spigel Conlent of this presentation is copyright and respansibility of the author. Permission is required for re-use,
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Primary Efficacy Endpoint: Investigator Assessment of ORR per RECIST 1.1

Belrestotug + dostarlimab combinations were associated with a clinically meaningful improvement in ORR vs
dostarlimab monotherapy

B: Belrestotug 400 mg + C: Belrestotug 1000 mg +
Response measure in miTT _ dostarlimab dostarlimab dostarlimab
e N=32 N=30

Dostarlimab

Median follow-up, menths (range)’ T.0(0.2-168) 8.5(0.3-14.3) B.5({0.4-16.2) 6.7 (24-9.7) Lz

ORR,2* % 37.5% 63.3% 65.6% 76.7%

n (95% Cl) n=12(21.1-56.3)  n=19(43.9-80.1)  n=21(46.8-814)  n=23(57.7-90.1)
C.nmp!alt response, n (%) Q | " 0 | 0 ) | 0 |
Partial response, n (%) 12 (37.5%) 19 (63.3%) 21 (65.6%) 23 (76.7%)

Stable disease, n (%) 14 (43.8%) 5 (16.7%) 4(12.5%) 5 (16.7%)
Progressive disease, n (%) 2 (6.3%) 4 (13.3%) 3 (9.4%) 2 (6.7%)
Mot evaluableing assessment? n (%) 4 (12.5%) 2(6.7%) 4(12.5%) 0

Confirmed ORR,** % 28.1% 60.0% 59.4% 63.3%

n (93% CI) n=8 (13.7-46.7) n=18 (40.6-77.3) n=19 (40.6-76.3) n=18 (43.9-80.1)

A o data 7 Jom 2004, 65% of pabaet g kolow g and 33% o pabent on shady Ireakmest. “enconbmed ORI, *PO-L1 high (TPS 250%) was determaned kocally or ossiral by DAKO 2203 or VENTANA 5263 assay, ‘paects wha only had "not evaluable” pist bassine

smsmants those who had a bdmmund' rdnrm pear RECEST 1 1 by invistigalor asssosament, mmwmmpm-mmmlmp-mﬂd Seompleti or parial ressponss oondimmed by nepedal Emaging 24 wiedls afler nosponss orivera fingd mot
1, enefidendy sdotvid iTT, modsad imendsn-o-tatal, QIR obiotted ridoonde raty, PLRLY, prograsmennd dead kyiad-1; RECIST. Risponse Dakilodn Criond & Sobd Tu=oues, TFS, eiduf Dol siohy
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u ] [l [ 4 mm_
Spider Plot of Percent Change From Baseline in Tumour Measurement on sty
Depth of response was greater with belrestotug + dostarlimab vs dostarlimab monotherapy . Plglm

in (&
ol Dostarlimab (N=32) i A: Belrestotug 100 mg + dostarlimab (N=30)  * Died
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Overall Safety Profile

The combination regimen led to an increase in immune-related adverse events compared to dostarlimab monotherapy

Event, n (%) Dnstslﬂilnah A: Belrestotug 109 mg + B: Belrestotug d-nl_] mg * C: Elelra'ata:'-lu.g 1I]IJ_I:] mg +
(N=32) dostarlimab (N=30) destarlimab (N=32) dostarimab (N=30)
TEAE 29 (91%) 29 (97%) 31 (97%)
Grade 3+ TEAE 14 (44%) 19 (63%) 16 (50%)
TRAE 19 (59%) 24 (80%) 27 (B4%)
Grade 3+ TRAE 5 (16%) 10 (33%) 7 (22%)
Serious TRAE 3 (9%) 10 (33%) 8(25%)
Grade 5 serious TRAE 0 2(7%) 1(3%)
TRAE leading to discontinuation 2 (6%) 7(23%) 5(16%)
TR-irAE! 6 (19%) 20 (67%) 18 (56%)
Grade 3+ TR-irAE 4 (13%) 9 (30%) 5 (16%)
Infusion-related reactions? 4 (13%) 8 (27%) 3 (9%)

* The most common TRAEs overall (=15%) were skin and subcutaneous tissue disorders (50%) and endocrine disorders (26%)
*  The most common TEAES leading to discontinuation were skin and subcutaneous tissue disorders (6%) and respiratory, thoracic and mediastinal disorders (6%)
* Fatal serious TRAES include immune-mediated lung disease (N=1), immune-mediated hepatitis (N=1) and immune-mediated myocarditis (N=1)

"immare-relatied AES ane evenbs of polential immenoiogee astology, indeding itAES; inAEs ane denbfed oy any Grade 2+ AEs (or AE3 of enionoan grade) based on & prespaatied seaech: kst of preferssd ferms. usang e most reoent MedDRA version dantfied by a artom MedDRA query (CAN00) usng GEX
Torms ool Inbiins] oo rulumecn-reskalnd reachons afn dnag componenl-relabed AES wheth cotutied £1 din after dhug eomponent riluson and are ienthed based on  prspecied seanth ksl of preferid tarms and mosl moenl LisdDRA vemon
AE_ nctverso even!. wAE mmimuns-relnted AE . ModIRA, Madionl Mictionary kor Requintory Activites, TEAE tresstmen!-omarpent adversa event. TR, toatment-relaind. TRAE | reatmont soisted troatment- smanpond advorso oont
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Conclusion

GALAXIES Lung-201 is the largest presented prospectively designed, randomized, dose-ranging, Phase 2 study in

patients with previously untreated, unresectable locally advanced/metastatic PD-L1 high NSCLC assessing anti-TIGIT
+ anti-PD-1 combinations

Belrestotug is a differentiated anti-TIGIT mAb with multiple mechanisms of action

A clinically meaningful improvement in ORR was observed in all combination cohorts compared with dostarlimab

monotherapy

The combination regimen had an increase in imnmune-related adverse events, which were considered generally
manageable

Ongoing recruitment in the reported arms and additional follow-up will better characterise the long-term efficacy and
safety of belrestotug + dostarlimab. Follow-up of this study will inform the future development of belrestotug

Data support the ongoing GALAXIES Lung-301 Phase 3 study (NCT06472076) of belrestotug + dostarlimab in patients with
previously untreated, unresectable locally advanced/metastatic PD-L1 high NSCLC

méb, monocional anblody, MSCLC, son-small cell lung cancer; ORR, olyectve responss rate; PO, prograsnmed el death prolesn (igand) 1; TIGIT, T-coll mmunceecepion with immunogiobulie and [TIM domain

Ongress
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Nivolumab plus relatlimab with platinum-doublet
chemotherapy vs nivolumab plus platinum-doublet
chemotherapy as first-line treatment for stage IV or
recurrent NSCLC: results from the randomized phase 2
RELATIVITY-104 study

Nicolas Girard,’ Mauricio Burotto,? Luis G. Paz-Ares,? Martin Reck,* Michael Schenker,?
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Barcelona, Spain; ""Bristol Myers Squibb, Princeton, MJ, USA; '""Hospital Regional Universitario Carlos Haya, Mélaga, Spain
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Background

« Relatlimab (RELA) is a human LAG-3-blocking antibody that

restores effector T-cell function' e
— NIVO 480 mg + RELA 160 mg Q4W was approved for the Iy
treatment of advanced melanoma (RELATIVITY-047)* _p—
PO
» RELATIVITY-104 is the first randomized phase 2 study to @

evaluate a LAG-3-blocking antibody-containing regimen LAG 3
as a 1L treatment for metastatic NSCLC -

— In Part 1 (n = 159), safety of NIVO 360 mg + RELA 360 mg
+ PDCT and NIVO 360 mg + RELA 720 mg + PDCT was
demonstrated

IFN-%Thi Al
+ RELA cytokines @
—— .

+ NIVO

— Here, we report results from the randomized Part 2

/’“_“‘
evaluating NIVO 360 mg + RELA 360 mg + PDCT vs @

NIVO + PDCT to help identify patient populations with
metastatic NSCLC who might benefit from the

addition of RELA

1. Khair DO, ot al, Front immunol 20019;10:453-453; 2. Tawbi H, et al. W Engl J Med 2022;385:34-34.




icigtiva cientifica de:

1a L quimio-inmuno + anti-LAG3 T e
GeCP

lung cancer

RELATIVITY-104: 1L HIVD + RELA + PDCT in metastatic N3CLC research

RELATIVITY-104 Part 2 study design

Key eligibility criteria
» 1L stage IV/recurrent NSCLC NIVO 360 F';'LEC;REL* 3:53 mg Q3W
» No prior systemic therapy for metastatic i (4 cycles)

disease N =309 Prophylactic myeloid growth factor was mandatory for
« No EGER. ALK. ROS-1 mutations? R patients aged = 60 years® according to guidelines'+
» ECOG PS 0-1 1:1
Stratified by tumor PD-L1® (2 1% vs < 1%), NIVO 360 mg Q3W
histology (NSQ vs SQ), and ECOG PS (0 vs 1) + PDCT* (4 cycles)
Primary endpoint Secondary endpoints
+ ORR (BICR) + PFS (BICR) . ORR and PFS by PD-L1
» Safety » DOR (BICR)

Database lock date: June 28, 2024; median follow-up (range) for Part 2: 10.7 (0.0-18.6) months.
SEGFR, ALK and ROS-1 testing was mandatory in all patients with NS0 kiskelogy (using US FDA/local health authorty-approved assays). "Determined by the PD-L1 IHC 28-8 pharmDx astay (Dako). “Hiztolegy-bazed platinum

doublets: 50 - carboplatin AUC & and paclitaxel 200 mg/m?; N30 - carboplatin AUC 5 or cisplatin 73 mg/m? + pemetrexed 500 mg/m? (maintenance permitted), “During the first 4 cycles of treatment (POCT period] for patients
aged & 60 years: or during the remaining PDCT treatment for patients aged < 60 year:s wha had a grade » 3 neutrepenic AE. 1. Senith TJ et al. J Clin Oneol 2015:33:3199; 2. Elastersky J, ot al. Ann Oneal 2096;27:v111.
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Baseline characteristics

Part 2
NIVO + RELA 360 mg + PDCT NIVO + PDCT
n=158 n=151
Median age, years (range) 65 (40-85) 65 (33-86)
Male, n (%) 103 (65) 94 (62)
ECOG PS, n (%)
0 57 (36) 53 (35)
1 101 (64) 98 (65)
Histology, n (%)
NSO 107 (68) 104 (69)
sQ 51 (32) 47 (31)
Smoking status, n (%)
Current/former 145 (92) 134 (89)
Never 13 (8) 17 (11)
Tumor PD-L1 expression,® n (%)
<1% 70 (44) 67 (44)
> 1% 79 (50) 71 (47)
1-49% 47 (30) 32 (21)
= 50% 32 (20) 39 (26)
Tumor LAG-3 expression,® n (%)
< 1% 51 (32) 52 (34)
> 1% 94 (60) 76 (50)

Percentages may not total 100 due to rounding. *3 (HIVO » RELA 360 mg + PDCT) and 13 patients (HIVD = PDCT) were not evaluable, MLAG-3 expretsion an immune eells wai measured uzing an analytically validated IHC azzay.

e — e e
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Safety summary

Part 2
NIVO + RELA 360 mg + PDCT NIVO + PDCT
n=158 n = 1493
Ongoing treatment,b n (%) 38 (24) 44 (30)
Grade 3/4 | Any grade | Grade 3/4
All-cause AEs, n (%) 158 (100) 112 (71) 148 (99) 104 (70)
TRAES, n (%) 147 (93) 86 (54) 138 (93) 82 (55)
Serious TRAESs 37 (23) 33 (21) 36 (24) 32 (22)
TRAEs leading to discontinuation 21 (13) 12 (8) 21 (14) _ 13 (9)
TRAEs leading to death  6(4) ‘ 53

Grade =3 treatment-related neutropenic AEs? occurred in 6% (MIVO + RELA 360 mg + PDCT) vs 14% (NIVO + PDCT)

» TRAEs leading to death:
— NIVO + RELA 360 mg + PDCT: neutropenic sepsis (n = 2), febrile neutropenia (n = 1), pneumaonitis (n = 2), pneumonia (n = 1)

— NIVO + PDCT: febrile neutropenia, sepsis, septic shock, asthenia, lung disorder (n = 1 each)
+ Most common TRAEs (z 20%) with NIVO + RELA 360 mg + PDCT: anemia, nausea, neutropenia, thrombocytopenia, fatigue

2 patients were randomized but not treated, "Median number of I-0 dotes received: 9 HIVD « RELA 360 mg + PDCT and 9 HIVOD + POCT. <AEs were graded per CTCAE v5.0 and MedDRA vIT.0. Includes events reported
bebwesn the first dose and 30 days after the last dose of sthedy treatment. Yincludes neutropenia, febrile neutropenta, neutropenic sepsis, neutropenic infection, neutrophil count decreated, neutrophil percentage decreased,

pancytapenis, tepiis, septic shack. 6
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RELATIVITY-104: 1L HIVO + RELA + PDCT in metastatic N5C

All randomized patients: PFS and ORR per BICR

NIVO + RELA 360 mg NIVO
+ PDCT + PDCT

100-% n=158 n=151 80 - Difference
I Median PFS, mo 6.7 6.0 7.6%
(90% CI) (5.6-8.4) (5.5-6.9)
80 HR (90% CI) 0.88 (0.71-1.11) 60 -
51.3%
CR, 4.4%
S 60 * , 43.7%
0 o S 40
u- n o
& 40 NIVO + RELA 360 mg
+ PDCT
: 20 -
20
NIVO + PDCT
0- T T T T T T 0 -
0 3 6 9 12 15 18 21 NIVO + RELA 360 mg NIVO
Months from randomization + PDCT + PDCT
Mo. at risk (81/158) (66/151)
158 123 an 61 26 i 0 0 Median DOR,® mo
151 112 74 49 26 6 0 0 10.1¢ 9.14

Median follow-up (range) for Part 2: 10,7 (0.0-18.6) manths.
50% Cl: =1.3-16.6. Calculated wiing the stratified Cochran-Mantal-Haenszel method. "Calculated using the Kaplan-Meier method, <#90% Cl: <7.4-HR; %.7-13.4.
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Stratified® patient subgroups: PFS and ORR per BICR

mPF5, mo (90% CI)
NIVO + RELA 360 mg NIVO

ORR, % (90% Cl)

NIVO + RELA 360 mg NIVO

Subgroup, nb + PDCT + PDCT PFS HR (90% CI) + PDCT + PDCT
PD-L1 > 1% 9.8 6.1 ! 0.63 53.2 40.8
(n =79, 71) (5.9-13.8) (4.2-7.0) . | (0.45-0.88) (43.3-62.8) (31.0-51.3)
PD-L1 < 1% 5.6 5.8 E 1.23 50.0 44.8
(n =70, 67) (5.3-7.0) (5.4-7.0) . (0.89-1.70) (39.6-60.4) (34.4-55.5)
|
I
|
NSQ 8.3 6.0 0.86 46.7 38.5
(n = 107, 104) (5.6-9.8) (4.6-7.0) . : (0.65-1.13) (38.5-55.1) (30.5-47.0)
|
5Q 56 5.8 : 0.97 60.8 55.3
(n =51, 47) (5.3-8.2) (5.4-7.1) f (0.66-1.43) (48.3-72.3) (42.3-67.8)
[
|
| ] ll 1
0 1 2z

NIVO + RELA 360 mg + PDCT +—— NIVO + PDCT

Median follew-up (range) for Part 2: 10.7 (0.0-18.6) months.
SECOG PS was alia a stratified patient subgroup that iz not thawn. ‘Humber of patients in the HIVO + RELA 360 mg = PDCT and HIVO + POCT armas, respectively.
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RELATIVITY-104: 1L NIVD + RELA + PDCT in metastatic NSi

PD-L1 expression =2 1% and NSQ: PFS and ORR?

« PD-L1 = 1% and NSQ are two strata in this study; subgroup analysis by PD-L1 expression and histology were pre-specified

NIVO + RELA 360 mg NIVO

+ PDCT + PDCT
100 n =50 n =48 50 - Difference
Median PFS, mo 11.6 6.9 18.4%"
{90% Cl) (6.9-NR) (4.2-7.1)
HR {90% CI) 0.55 (0.36-0.85)
75— 60 - 58.0%
= NIVO + RELA 360 mg e
& +PDCT T . |
i x £
o o
254 20 -
o _ | NIVO + PDCT "
0 5 10 15 NIVO + RELA 360 mg NIVO
Months from randomization + PDCT + PDCT
Mo. at risk 50 34 25 3 (29/50) (19/48)
" o L L Median DOR,< mo
Median follow-up (range) for Part 1 (RELA 360mg & 720mg doses): 16.5 (0.0-36.1) months and Part 2: 10.7 (0.0-18.8) months. 1 3‘ Bd 1 1‘ EE

“Part 1 RELA 360mg dose in PD-LY = 1% & N3Q (n = 22k mPF3 10.9 months, ORR 30.0%, m0s 22,0 months.
Bo0% Cl: 0.4-34.9. Calculated using the stratified Cochran-Mantel-Hasnszel methed, “Calculated using the Kaplan-Maeier method, 4-90% Cl: 412.2-HR; =7.1-HR,
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RELATIVITY-104: 1L NIVO + RELA + PDCT in metastatic NSCLC

PD-L1 expression 1-49% and NSQ: PFS and ORR

NIVO + RELA 360 mg NIVO

+ PDCT + PDCT Difference
n=28 n=20 30.7%°
100 Median PFS, mo 9.8 5.6 80 -
,\\) (90% CI) (5.6-NR) (2.2-7.0)
HR (90% Cl) 0.45 (0.25-0.81)
60.7%
75 60 -
CR, 7.1%
NIVO + RELA 360 mg
e +PDCT ¥
s g3 4
o =t 30.0%
KELATIVIIT=TUS] L MIVU + KELA + FUL | 1IN Metastanc
25 20
1 0, .
NIVO + PDCT PD-L1 expression 2 50% and NSQ: PFS and ORR
0 i 0
0 5 10 15
NIVO + RELA 360 mg NIVO
Months from randomization + PDCT + PDCT NIVO ++R§|t;é‘l‘3 60 mg +NF-!EET
No. at risk 28 20 11 2 (17/28) (6/20) n=22 n =78
= . 1 * y 100 Median PFS, mo 13.8 7.1 80 - Difference
Median follow- ran; for Part 2: 10.7 (0.0-18.6) months.
2008 Cls 3.7.52.3, Caeniared using the el G e et (90% CI) (4.6-NR) (4.2-13.9) 8.1%
Historical controls for 1-O + PDCT for PD-L1 1-49% NSQ: Gandhi L, et al. N Engl J Med 2018;378:2078-2092; Velcheti V, et al. Sci Rep 2021;11:9222, HR (90% Cl) 0.60 (0.31-1.15) |
75 60 - 54.5%
= NIVO + RELA 360 mg
= +PDCT = _
E 50+ EE‘ % 40 A
o e—ao (=
25 A 20 4
NIVO + PDCT
0 T 0 -
0 3 10 15 NIVO + RELA 360 mg NIVO
Months from randomization + PDCT + PDCT
No. at risk 22 14 14 1 (12/22) (13/28)
28 16 10 1

Median follow-up (range) for Part 2: 10.7 (0.0-18.6) months.
#50% Cl: =17.3-32.2. Caleulated using the stratified Cochran-Mantel-Haenszel method.
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RELATIVITY-104: 1L NIVO + RELA + PDCT in metastatic N5C

Summary: nivolumab + relatlimab 360 mg in metastatic NSCLC

« RELATIVITY-104 is the first proof-of-concept randomized phase 2 study in metastatic NSCLC that
demonstrated improved clinical benefit from the addition of LAG-3 inhibition to anti-PD-1 + chemo in the
PD-L1 = 1% stratified and pre-specified patient subgroup, which was further enriched with NSQ histology

» The safety profile of nivolumab + relatlimab 360 mg + PDCT was consistent with the known profile of
the individual components of the combination, and showed no increase in AE rates vs nivolumab + PDCT

* RELATIVITY-1093 (NCT06561386) is an open-label, randomized, phase 3 study evaluating
nivolumab + relatlimab 360 mg + PDCT vs standard-of-care pembrolizumab + PDCT as 1L treatment for
patients with metastatic NSCLC having PD-L1 expression 1-49% and NSQ histology

» An additional phase 3 study for patients with metastatic NSCLC having PD-L1 = 50% and NSQ histology is
currently under development
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Low-dose versus standard dose pembrolizumab for
treatment of advanced-stage non-small cell lung
carcinoma (NSCLC)

Results of the pre-planned interim analysis of the NVALT-30 clinical trial

Michel M van den Heuvel', Berber Piet!, Vincent van der NoortZ, Nicole Barlo®,Yvonne
Berk®, Annette Bijsmans®, Niels Claessens®, Emanuel Citgez’, Daphne Dumoulin®,
Wouter van Geffen®, Erica Geraedts'?, Lizza Hendriks'!, Judith Herder'2, Jeroen
Hiltermann'3, Wouter Jacobs'#, Joost Jansen'®, Antoinette Kroeze'®, Way-Yee Lam-
Wong', Emnst Lammers'®, Keetie van Loenhout'?, Femke van der Meer?, Arthur
Mulders?', Suzy SamiiZ, Arthur Smit?3, Marijn Smits?*, Jeske Staal®®, Christi
Steendam?, Svitlana Tarasevych?’, Quincy de Waard?®, Nicolaas van WalreeZ,
Maggy Youssef*®, Rob ter Heine'.
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Alkmaar, *Canisius Wilhelmina Ziekenhuis, Nijmegen; *Maasstadziekenhuis, Rotterdam; *Rijnstate Ziekenhuis, Amhem; "Medisch Spectrum Twente, Enschede;
®Erasmus Universitair Medisch Centrum, Rotterdam; *Medisch Centrum Leeuwarden; "Groene Hart Ziekenhuis, Gouda; ""Maasricht University Medisch
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Background

Rationale dosmg pembrollzumab Pembrolizumab trough concentrations versus time

Improved overall survival NSCLC due to
Immune checkpoint blockade

93]
4]

430
on
E
o 5 25
Limitations: 20 S === -
=
1. Response rate approx. 50% 8 15
. - 3 200 mg Q3W
2. Toxicity 3 10 150 ma W
3. Limited data on optimal dosing 8 5 400mg QBW
o = = =2 mg/kg Q3W initial approval
0
0 21 42 63 84 105 126 147

- Redundant healthcare costs

- Redundant exposure to pembrolizumab Days after first dose

Pembrolizumab - Patnaik et al. Clin. Cancer Res. 21, 42864293 (2015); Elassaiss-
Schaap et al. CPT Pharmacometrics Syst Pharmacol . 2017 Jan;6(1):21-28.

oM DEDICATION




Iniciativa cientifica de:

1a Linea immunoterapia o>
GeCP

lung cancer
research

Design
DEDICATION-1 trial (NVALT-30)

Stratification factors:
- Type of treatment:
o Pembrolizumab
o Pemetrexed / platinum / pembrolizumab
o Carboplatin / paclitaxel / pembrolizumab
- Smoking, PDL1 status, Gender, PS 0/1 vs 2 N=750

1.1 randomization
Non-infenomty design

Pembrolizumab
Standard dose

NSCLC stage II1/IV Primary objective:

Indication for pembrolizumab To investigate the non-inferionty of reduced
dose pembrolizumab vs. standard dose for
treatment of advanced stage NSCLC in terms of
overall survival

Secondary objectives:

Reduced dose . .
- To develop, assess, and validate immune

400mg Q6W 300mg Q6W checkpoint inhibitor response biomarkers
150mg Q3W 100mg Q3W
200mg Q3W

Interim analysis:
A difference of 10% between arms in one-year overall survival (OS) is considered clinically relevant and set as stopping
criterion for the interim analysis

BARCELONA Mﬂl‘lgl’&ﬂ D E D I CA.TF‘I 0 N
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Survival analysis
DEDICATION-1 trial (NVALT-30)

Overall survival Progression free survival
100% s One year survival 100% One year disease control rate
= 57.7% (95% CI: 49.5% - 67.3%) = 37% (95% CI: 29.2% - 46.7%)
= 55% (95% CI: 47% - 64.4%) = 39.2% (95% Cl: 31.6% — 48.7%)

5% 75%
E . Objective response rate:
2 = Standard dose: 50.9%
2 2 (95% CI: 41.3% - 60.4%)
_ ]
& 50% ]
= =4 o0% Reduced dose: 54.5%
z ) (95% CI: 45.2% - 63.6%)
2 ™
= o
W

25% 26%

Median OS Median PFS
= 17.0m (95% ClI- 11.8-23.2) = 6.9m (95% CI: 6-9.8)
0%4 = 13.9m (95% CI: 10.8-16.9) gopd = 7.6m (95% CI: 5.8-11.3)
"= 123(0) 101(2) 89(3) 75(3) 68(4) 38(28) 32(31) 26 (34) 19(37) " 123(0) 101(2) 89(3) 75(3) 68(4) 38(28) 32(31) 26(34) 19(37)
== 1133(0) 113(4) 92(6) 81(7) 67(9) 37(29) 24 (36) 21(38) 13 (46) == 1133(0) 113(4) 92(6) B1(7) 67(9) 37(29) 24(36) 21(38) 13 (46)
0 3 6 9 12 15 18 21 24 0 3 6 G 12 15 18 21 24
Time {months) Time {months)

SARGELON Mnngﬂ!ﬂs wi Standard dose - Reduced dose DEDIC AT' ON

Falrs



Iniciativa cientifica de:

1a Linea immunoterapia o>
GeCP

ung cancer
research

Conclusion
DEDICATION-1 trial (NVALT-30)

- The one-year survival (2.7%) difference meets the predetermined criterion for continuing inclusion

- Trials on optimization of dosing, duration, and personalization of treatment are underrepresented in current
research

- Real world efficacy (chemo)immunotherapy (NVALT30 vs KN189):
- One-years OS: 58 vs. 70%
- Median OS: 17 vs. 22 months

Gadgeel et al, J Clin Oncol. 2020. doi- 10.1200/JC0O.18.03136.

VD™ DEDICATION

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

024




i cientifica de: p=

1a Linea immunoterapia —
GeCP

How to decrease exposure to Pembrolizumab?

Same frequency (q3w) BUT

Same dose (200 mg) BUT

Lower dose: 100 mg

flat dose or 2 mg/kg or even
less...

Lower frequency:
qow, q9w, q12w...

Mariana Brandia, MDIPhD Cardent of thia preserdeiion is copyright and responsibiliy of fie author. Permession is required for re-usa.
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Datopotamab Deruxtecan vs Docetaxel in Patients
with Non-Small Cell Lung Cancer:
Final Overall Survival from TROPION-Lung01
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StUdy DQSlgn TRC}}; . -LungO1
Randomized, Phase 3, Open-Label, Global Study (NCT04656652)

Key eligibility criteria

* NSCLC (stage IlIB, llIC, or IV) _ _
« ECOG PS of 0-1 Dato-DXd Dual primary endpoints
* No prior docetaxel 6 mg/kg Q3W * PFS by BICR2

Without actionable genomic alterations 11 (N=299) + 05
* One to two prior lines, including platinum-based CT :
and anti-PD-(L)1 mAb therapy

With actionable genomic alterations w Secondary endpoints
- Positive for EGFR, ALK, NTRK, BRAF, ROS1, MET ‘Docetaxel . ORR®
exon 14 skipping, or RET b 75 mg fLTj—J@ Q3w « DORa
= One to two prior approved targeted therapies + (N=305) -
Sl 1 - ke » Safety and tolerability

platinum-based CT, and =1 anti-PD-{L)}1 mAb

Stratified by histology (nonsquamous vs squamous), actionable genomic alteration status,” anti-PD-(L)1 mAb included in most recent prior therapy,
and geography®

Statistical considerations: Study deemed positive if either of the dual primary endpoints (PFS by BICR or OS) were statistically significant;
the pre-specified P-value boundary for the OS analysis was a=0.045

*Evalualed per RECIST vi.1. *Fresence vs absance. “United Stabes/lapan/W estern Evrope vs rest of woeld.
BICR, binded indapendent cantral review: CT, chematherapy, ECOG PS, Eastern Cooperative Oneology Group perfafrmance status: mab, monoconal antibody; OS, overall survival, PD-(L)1, programimed cell death 1 {ligand 1) QIW, every 3 weeks: RECIST,
Response Evaluation Criteria in Solid Tumours.
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Background TROP! O N-tungor

+ Survival outcomes for patients with advanced NSCLC on docetaxel-based regimens in the second-line setting and beyond remain poor, and multiple
trials of novel treatment regimens have failed in this setting, underscoring a high unmet need’?

* TROPION-Lung01 met its dual primary endpoint of PFS with a statistically significant improvement in favor of datopotamab deruxtecan
(Dato-DXd) vs docetaxel®; a 37% reduction in relative risk of progression and more than doubling of response rate were seen in the NSQ subgroup#*

ITT NSQ
: Dato-DXd | Docetaxel 100~ Dato-DXd | Docetaxel
100 N=289 N=305 00 N=234 N=234 N=234 N=214
Median PFS, mo 4.4 3.7 Median PFS, mo 558 36 Median DOR, ma 7.7 5.6
204 Iy HR (95% CI) 0.75 (0.62-0.91) 80+ HR (85% Cl) 0.63 (0.51-0.78) 35 5 34.2%,
) P valug 0.004 . 30 4 _
38 604 25
m —
w J = 20 4
o 40 - E’ 15 | 12_3\.:."
: [
201 : S 101
i ) 5 .
| u I L] ] I ] I ¥ -I ¥ u
18 0 2 4 g 8 10 12 14 16 18
Months Manths Dato-DXd Docetaxel

- Differential PFS outcomes by histology for Dato-DXd have been independently reported in two other NSCLC trials®®

Here, we report the final analysis of the dual primary endpoint of overall survival for TROPION-Lung01

1. Fossella FY, et al. J Cha Oncol 16:2354-2382, 2000; 2. Reck M, & al. Lancef Oacol 15:143-155, 2014; 3. Ahn M-J, &l al. Presenbed al ESMO 2023, Madnid, Spain, Octobér 20=24, 2023 [Absbract 500M0);
4. Girard M, 1 al. Presented al ELCC 2024, Prague. Crech Republc, March 20-23, 2024 (Posier 59P) 5. Planchard D, el al. J Ciin Oncol 42-8501, 2024; 6. Sun Y, ef al. J Ciin Oncol 42:8548, 31024
Cl, confidence imerval; Date-DXd, datopotamaly deruxdecan; DOR, duration of response; HR, hazard rato; ITT, infention bo theal; ma, months: NSCLC, non-small cell lung cancer, NS0, nonsquamous: ORR, objective response rate;

- PFS, progression-fnes sunval. _
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.

Overall Survival: ITT TROPION-tngo

100 - b Dato-DXd
Overall survival® N=299 N=305 |
T Median (95% CI), months 12.9 (11.0-13.9) 11.8 (10.0-12.8)
HR (95% Cl) 0.94 (0.78-1.14)
P value 0.530
- B0 -
=
73]
0 40_
i 25.8%
I
20 i e
— Dato-DXd : 20.2% 1 2
— Docetaxs ! '
0 T T I | | } T T | | | 1 T T | | |
0 2 4 B 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk: Months
Dato-DXd 299 272 242 213 180 168 151 124 106 84 71 81 35 22 16 5] 1 0

Docetaxel 305 239

Miedian (B5% CI) OS fallow-up was 23.1 (22,0, 24.8) months for Date-D06d and 23.1 (21.7, 24.2) months for docetanel. Al primary OS5 analysis (data culall March 1, 2024), 433 OF evenls (IF ) wene obsered.
IF, information fracton.

Jacob Sands, MD | Final Overall Survival from TROPION-LungO1
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Overall Survival by Histolo P c
y gy TROPIO N-Lungo
Nonsquamous Squamous
Dato-DXd Docotaxel Dato-DXd Docetaxel
i Overall survival (N=234) (N=234) 100~ Overall survival (N=85) (N=T1)
Median (95% Cl), mo  14.6 (12.4-16.0)  12.3 (10.7-14.0) Median (95% Cl), ma 7.6 (5.0-11.0) 9.4 (7.2-12.5)
80 } HR {95% CI) 0.84 (0.68-1.05) 80— L HR (95% CI}) 1.32 (0.91-1.92)
58.8%
p— Eﬂ- — EJ_
E.E- T f—
o : * {45 ]
(=} 40— : o 40 -
1 ! 1
: ) : . 14.8%
= —— Dato-Oxd | 20 —— Dato-Dxd 1 e |
i 21.7% ] 1 L.
1 1 1
: ' ! 13.7% !
o ] ] | ] 1 : | | | | ] Ir ] ] ] 1 1 o | ] ] | | ] ] ! I | I i ] 1 ] ] ]
0 2 4 & 10 12 14 16 18 20 22 24 26 28 30 32 3 0 2 4 & 10 12 14 16 18 20 22 24 26 2B 30 32
Months Manths
Mo, af rigk:
Dato-DXd 234 220 200 180 181 141 13 112 &7 76 63 45 3 210 15 4 i o B 52 42 33 29 27 21 12 ] a 8 5 4 2 1 1 0 a

CocEaxe

» In patients with NSQ histology, 16% risk reduction for death and 2.3-month improvement in median OS with Dato-DXd
« OS improvements in the NSQ subset were seen regardless of actionable genomic alteration status?:
+ Present: 15.6 vs 9.8 months (HR [95% ClI], 0.65 [0.40-1.08]); Absent: 13.6 vs 12.3 months (HR [95% ClI], 0.89 [0.70-1.13])

Dala cubol: March 1, 2024,

- *Based on the number of patients in the respactve aclionable genoms: alleration subsets. Values wane caloulaled based on paben data i e elecironic case report Tonms. _
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Sacituzumab Govitecan vs Docetaxel in Patients With
MNSCLC Non-Responsive to Last
Anti-PD-(L)1-Containing Regimen: EVOKE-01
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Background: EVOKE-01 Primary Results’

e There was a clinically meaningful OS improvement favoring SG over docetaxel in patients with mNSCLC that was non-

responsive (SD/PD) to their last anti-PD-(L)1—containing regimen?
— Here we discuss this subgroup

OS: ITT OS: Key subgroups

100 S Subgroup HR HR (95% Cl)
- -, {n=298) Overall (N = 603) —— 0.84 (0.68-1.04)
\\ Median, months 11.1 9.8 Histology
BO Sy {35% CI) (9.4-12.3) (8.1-10.86) Squamous (n = 164) —tt—| 0.83 (0.56-1.22)
— 70 HR (85% CIl}) 0.84 (0.68-1.04) Mon-squamous (n = 4393_ = 087 (0.68-1.11)
£ PErTEET——— 0.0834 Best response to last anti-PD-{L)1-containing|
£ 60 regimen®
E SOVPD (n = 383, 63.5%) —— 0.75 (0.58-0.97)
m 50 CRPR (n = 218) —— 1.08 (0.76-1.58)
g - Received prior therapy for AGA
o - Mo (n = 559) =+ 0.88 (0.72-1.11)
© 3 Yes (n = 44) ——— 0.52 (0.22-1.23)
- Age group
< G5 years (n = 297) = 0.80 (0.58-1.08)
10 | =56 £ 65 years (n = 306) — 0.90 (0.68-1.20)
Docetaxel Baseline ECOG PS
nu 2 4 6 8 10 12 14 16 18 20 ?E: j l?g; ::_' ;'gf :gi; gz;
Pationts still at risk, N (ovents) i i 0425 0.25 05 4 I 4 8

BG 296 (0) 2TH(23) 234 (63) H12 (B3] 175 (1129140 (137) TE (150) 40 (162) 17 (186) 10 (167) O (168)
304 (00 ITV(23) 34 (65) 200 (98) 158 (131138 (151) B4 (1TE) 41 (184) 15 (18T) TIET) 2087
Srvesigalor-assessed. "One-sided Paalue for significance was P < 002
AGA, actionable genomic alleraton; CR, complete response; ECOG PS. Eastem Cooperative Oncology Group perfmance status; HR. hazard ratio; ITT, intent-to-treat. mNSCLC, medasiatic non-small cell lung cancer, 08, overall sunival; PD. progressive
dispase; PDJL. programemed death (igand) 1; PR, pari@al response; S0, stable dsease; 56, sachoumab govilecan
1. Paz-Ases LG, et al. J Clin Oncod. Published online May 31, 2024, doi: 1012000 C0.24.00733

Marina Garassino | Sacituzumab Govitecan vs Docetaxel in Patients With mNSCLC Non-Responsive to Last Anti-PD-(L)1-Containing Regimen: EVOKE-01
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Efficacy: Non-Responsive (SD/PD) to Last Anti-PD-(L)1-Containing Regimen

SG had a 3.5-month median OS improvement over docetaxel among the subgroup of patients with

non-responsive (SD/PD) disease

os' PFS?
" h
80 (n=132) %0 -. (n=192)
k\_ Median, months 11.8 8.3 1 Median, monihs 4.2 37
80 ' {95% Cl) {9.8-125) (T.0-108) 80 ! {95% CI) (3.0-5.3) (2.9-4.2)
)
E 70 HR (95% CI) 0.75 (0.58-0.97) i'_!? 70 1‘_\ HR (95% CI) 0.88 (0.70=1.10)
Fol £ 60 \
2 5 »
2 =0 E 50
g
2 40 = 40
8 2
30 o 30
20 20
10 |——SG 10| —+SG
Docetaxel Docataxe
0 i 0
0 2 4 [ ] 10 12 14 18 18 20 0 2 4 8 B 10 12 14 16 18
Patients still at risk, N (events) TEng (manths) Patisnts still af risk, M {events) Time (months)
S5G WEO 1TS(16) 4DE1) 1350) 16T B8{8E) 3@ 2605 10N AT 0 (108) S0 1920) 12T(56) S4BT 5601200 44 (132 23 (148) 11 (152) 4 (154) 1{154) 0 (154}
Wi 17S(14) EET 1MBFOy S5y TEIDG) 3|19 21(124) 6128 313 D128 19 (0) MG(54) T4(E0) 43(1T)  25(134) 13(141) 4(143) 2 (144) 0 {145)

8y investigaior assessment per Response Evaluation Criteria in Solid Tumors version 1.1

HR. hazard ratio; 06, overad sundval; PD. progressive disease; PD4LH, programmed death (ligand) 1; PFS, progression-free survival, 50, stable disease; 5G. saciburemab gositecan
1. Paz-Ares LG, at al. J Clin Oncol. Published cnling May 31, 2024, dok10,1200000.24 00733
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Overall Survival: SD or PD as Best Response to Last
Anti-PD-(L)1-Containing Regimen

SG showed an OS improvement over docetaxel in both SD and PD subgroups

SDa PDa
. m .
a0 - a0 H_LL‘_l (n=94)
Median, months 125 9.9 b ¥ Median, months 10.8 7.0
” - %y (MEHRY  (FA=HIET] w0 i (95% CI) (94-122)  (53-10.0)
g HRES%ICN ) =™ HR (95% C1) 0.67 (0.46-0.98)
£ 60 > 60
B ) =
8 5 51.9% 2 o
g 3 43.8%
8 40 P— 40
30 8 30
20 20
10 |~ 8G 0| —+ 86
Docetaxeal Docetaxel
) 0
0 2 4 6 8 10 12 14 16 18 20 0 2 4 3 & 10 12 14 16 18 20
Pationts still at rizk, N (evenis) Time [mnnths] Patients still af risk, N {events) Time {mﬂ“thﬂn}
SG 98000 BHG) TE(20) TO(26) S5(30) 49(43) 28(45) 1248y T(H0) 5(50) 0(5H SG S0 BT THEZI) 65(28) G033 49081} 25(50) 14(55) 45T) 3057} 056
116(0) 106(8) B8(26) 75(30) 62(50) 51(5T) 27(6) 16(70) 4(72) 2072) Bl Bl i et S e Ay eyl i e

B TESpOnSE W las1 anti-PD=(L )1 =GO A IR FEGITHEn
H K Fard faks NR 0N Oudia 3 "

i B ol iéathad i | M i
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Overall Survival: Non-Responsive (SD/PD) to Last
Anti-PD-(L)1-Containing Regimen, by Histology
SG showed an OS improvement over docetaxel in both non-squamous and squamous histologies
Non-squamous’ Squamous’
100 - SG Docetaxel 10
% Median, months 1.8 84 Median, months 79
80 (95% CI) (9.4-128) (7.0-11.2) 80 (95% CI) (6.9-16.0)  (5.3-10.2)
g 70 HR (95% CI) 0.79 (0.58-1.07) F 70 HR (95% CI) 0.62 (0.38-1.02)
£ w0 2 &0
Z 3 49.8%
o S0 46.7% R
e : - L‘—|_
= 30 3 30
20 20
10 |—+5G 10| —+ 586G
Docetaxel Docetaxel
nIl 2 4 [} B 10 12 14 16 18 20 nl} 2 4 & B 10 12 14 18 20
Time (months) Time (months)
Patients still at risk, N (events) Patients still at risk, N (events) ™ a & &
= ge wo um e sm e Bp M Im IE om0 28 e m oum 3w a@oem m oig o Overall Survival Analysis: Primary or Secondary Resistance to
8 e Pt PO e s A e S gt Treatment With Last Anti-PD-(L)1-containing Regimen (SD/PD)
Primary resistance? to last Secondary resistance?® to last
anti-PD-(L)1-containing regimen anti-PD-(L)1-containing regimen
[CERISI (n=51) [SN=ES)
* Median, months 103 76 * Median, months. NR o7
80 (5% Cl) (7.9-118) (59-9.8) 80 {95% CIy (118-NR)  (7.4-136)
zm HR (95% CI) 0.79 (0.58-1.07) g 7 HR (95% CI) 0.55 (0.32-0.96)
z .
£ B 64.5% LM—|
E. w 41.3% g. w | .
8 30 8 30 I
20 20
10 |+ SG 10| 56
5 = Docetaxel Docetaxel H
L] 2 4 [ B 10 12 14 16 18 20 00 2 4 [ B 10 12 14 16 18 20
Patients still at risk, N (events) Time (months) Patients atill at risk, N (events) Time (months)
5G 1410y 127(M4) 105(36) O4(48) TO(BO) 6S5(88) 32(7E) 1T} 6(88) 5(B8) O SG S1(0) 4B(2) M5 4@ (12 IE) 1017 918 S  I(19) 0{iG)
sel 12500 N300 B6(3) T(SD) SH4) 477X 200B4) ZET) 46 1@8) ol BB 24 51 46RD) IFED NGH GRS 9GN3

“Primary resistancs per SITC-based eriteria for PO-{L)1 inhibitors: patients with PD of SO (< & months on ireatmant), secandary resistanca SO (26 monihs on treatment), no patients in subgroup had CR of PR

sacituzumab govitecan.
1. Kluger HM. et al_J immunother Cancer 2023:11:=005821.

CR, complete response; HR, hazard ratio; NR, not reached; 08, overall sunival, PD, progressive dissase: PD-LN, programemed death (ligand) 1; PR, partial rsponss; S0, stable disease; SITC, Socety for Immunotherapy of Cancer, SG,




niciativa cientifica de: :

lung cancer
research

Datopotanamab-deruxtecan (Biomarker)

2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24
on Lung Cancer SAN DIEGO, CA USA

wclc2024.iaslc.org

Normalized Membrane Ratio of TROP2 by
Quantitative Continuous Scoring is Predictive
of Clinical Outcomes in TROPION-Lung01
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TROP2 Normalized Membrane Ratio (NMR) measured by Quantitative
Continuous Scoring (QCS)

QCS is a novel, fully-supervised computational pathology approach that precisely quantifies and locates targets like TROP2

2 ‘) Whole Slide Automated Im Patient Biomarker Status
/ Imaging %ge Determination

1 IHC with
) TROP2 Assay

275% of tumor cells with
o TROPZ NMR =0.56

° =75% of tumor cells with
TROPZ NMR =0.56"

Differentiates tumor from non-tumor Measures OD in each tumor cell Calculates TROPZ NMR for
e every tumor cell

Membrane QD

Membrane OD + Cytoplasm OD

Membrane and cytoplasm optical L 4
density (OD) Lower NMR — higher cyfoplasm proportion

Dr Marina Chiara Garassing | Normalized Membrane Ratio of TROPZ by Cuaniitalive
Continuous Sooring i Prediclive of Clinical Oulcomes in TROPION-Lung01 %D'iﬁf;“:;ﬂﬂﬁrzﬂ %55?"“9 Iniersity )
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TROPION-Lung01

Study Design (NCT04656652)" PFS by BICR and ORR!
100 - Dato-DXd = Docetaxel
Key Eligibility Criteria (N=299) (N=305)
Dato-DXd 26.4 12.8
* NSCLC (stage llIB, IlIC, or IV) 6 mg/kg q3w 80 - b (21.5-31.8) (9.3-17.1)
*» ECOGPSof0or1 : N=299 ES Median PFS, months 4.4 37
* No prior docetaxel E an- PFS HR (95% CI) 0.75 (0.62-0.91)
Without AGA* Docetaxel - p-value 0.004
= 1 ar 2 prior lines, including platinum CT 'E
and anti-PD-{L)1 mAb therapy N=305 ﬂ,':.'_.' 40
With AGA W
— Positive for EGFR, ALK, NTRK, BRAF,
ROS1, MET exon 14 skipping, or RET Stratified by: ) 20
—1or2 prior approved targe‘ted Hlﬁtﬂ!ﬂgyt AG.At, antI—FU-{L]‘I
therapies + platinum-based CT, and mAb included in most recent + Censored
<1 anti-PD-(L)1 mAb prior therapy, geography® 0 T ' ' ; : : T .
0 2 4 6 8 10 12 14 16 18
Time since randomization, months
MNo. at risk:
Dual Primary Endpoints: PFS by BICR; OS5 Dato-DXd 299 216 156 96 74 46 24 10 2 0
Secondary Endpoints: ORR by BICR; DOR by BICR; Safety Docetaxel 305 186 120 63 42 19 14 7 0 0

1. Ahn M, 8t al. Oral presentation at ESMO 2023 (Abstract LBATZ).

Enrclimént pefiod: Februany 19, 2021, to November 7, 2022, Dakta cutoff: March 29, 2023,

AGA, actionable Eemm alerations; BICK, blinded indapenden central review: Cl. confidence inendal; CT, chematheragy: DOR, duration of response;
ECOG PS, Eastarn Cooperative Oncology Group parfoemance status; HR, hazard ratio; mab, mandcional antibady; 5&‘9 ohjective rasponse rate;

) _ _ 03, everall survival, PO-L)1, peogrammed cell death (Bgand) 1; 3w, every 3 weaks: R, rancomized.
D Marina Chiara Garassing | Mofmalized Membrane Ratio of TROP2 by Quaribalie *Patkents with KRAS mutations in the absence of known actionable gencmic alterations are eligible; must meet prior therapy reguirements for patents without

Continuous Sooring i Predictive of Clinical Oulcomes in TROPION-LungO1 actionable genomic alterations. "Squamous v non-squamous, Presence vs absence. Winibed Stales/Japan/Wesiem Europe v olher geographic negions,
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Histology subgroup | Prevalence of TROP2 QCS-NMR+, % (n) NSQ/non-AGA BEP: Effica Cy by TROP2 QCS-NMR Status
TROPZ2 QCS-NMR positivity is predictive for longer PFS with Dato-DXd in the NSQ/mon-AGA biomarker-evaluable population

Biomarker-evaluable population, n=352

NSQ/non-AGA BEP, n=221 TROP2 QCS-NMR+ TROP2 QCS-NMR-
NSQ SE GIANZTE) 100 — Dato-DXd Docetaxel Dato-DXd | Docetaxel

n=68 n=72 n=40 n=41
NSQ/non-AGA 63% (140/221) ORR. % 6.8 15.3 225 12.2
NSQ/AGA 76% (39/51) " 75 — Median PFS, months 7.2 4.1 4.0 4.4

:;5 PFS HR (95% Cl) 0.52 (0.35-0.78) 1.22 (0.74-2.00)
sQ 44% (35/80) = Treatment by biomarker status interaction: p=0.0098

S 50+

-t I [ —

o

== . —— Dato-DXd, QCS-NMR+

e 5 ~==--- Dato-DXd, QCS-NMR-

a 25 e —— Docetaxel, QCS-NMR+

jt —_— L e Docetaxel, QCS-NMR-
N S =
ﬂ I I : I :I
0 4 8 12 16

Time from randomization, months

D Masting Chiara Garassing | Normalized Membrane Ratio of TROP2 by Quaniitalie Data culolt: March 29 2023
Continuous Scoring i Predictive of Clinical Oulcomes in TROPION-Lung01 PFS HR (95% C1) by TROP2Z QCS5-NMR status (+ vs -) within treatment: Dato-Dd: 0.40 [0.25-0.64). Docetaxel 0.94 [0.60-1.48]
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Conclusions

+ TROP2 normalized membrane ratio (NMR) as measured by QCS reflects the expression of TROPZ2 in the
membrane relative to total TROP2 (membrane and cytoplasm) and predicts outcomes in an exploratory
TROPION-Lung01 analysis:

— TROP2 QCS-NMR+ was more prevalent in patients with NSQ vs SQ histology (66% vs 44%)

— Patients receiving Dato-DXd who were TROP2 QCS-NMR+ had a higher ORR and longer PFS compared
with those who were TROP2 QCS-NMR—-

— Overall/grade 3+ adverse event rates with Dato-DXd were similar regardless of TROP2 QCS-NMR status

» Further investigation of this promising biomarker is ongoing in the first-line advanced/metastatic NSCLC trials
AVANZAR (NCT05687266) and TROPION-Lung 10 (NCT06357533)

TROP2 QCS-NMR has the potential to be the first TROP2 biomarker and the first

computational pathology biomarker for predicting clinical response to Dato-DXd in NSCLC

D Mafina Chiara Garassino | Nomalized Membrane Ratio of TROP2 by Quaniitative
Continpous Scoring i Predgictive of Clinical Oulcomes in TROPION-Lung01
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* 1a Linea monoterapia, PD-L1 >1%: fase 3, ivonescimab vs pembrolizumab
e ->positivo, pero en China (molécula muy prometedora)

 la Linea combo, PD-L1 > 50%: fase 2, anti-TIGIT + dostarlimab

 la Linea combo: fase 2, QT-I0 +/- anti LAG3

* ->prometedor, ayudaran a definir los fase 3

* 1lalinea, fase 3: low dose pembro vs Standard dose (interim analaysis)

e > clinicamente muy relevante, pendientes datos estudio completo

e 2a Linea: ADCs TROP2: dato-deruxtecan (TROPION1-lung), sacituzumab-
govitecan (EVOKE-01)

* ->no beneficio OS, biomarcador o seleccion pacientes
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