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Monoclonal Antibody

« Antibody against an antigen that is
strongly expressed on tumor cells
o Limited cross reactivity
« High affinity for antigenic target

The antibody binds selectively to an antigen
on the surface of a tumor cell'-4

Apoptosis - -
Once bound to its target on the tumor cell, it
@ is internalized'*
/ @ ¥ e The internalized ADC is degraded within the
Tumor lysosome, releasing the cytotoxic payload’
» > 4 cell
Cytotoxic payload
yt . P y Bystander The cytotoxic payload leads to cell death via
R s b St several pathways, e.g., apoptosis5

Membrane-permeable payloads may act on
adjacent cancer cells to elicit a bystander
effectd

v

Linker

The antibody component of the ADC may
engage with immune effector cells to elicit
anti-tumor immunity®

Effector
cell

© © ©9 ©0

« Cleavable

« Non-cleavable ADC. antibodv-drua coniuaate.

1. Drago JZ, et al. Nat Rev Clin Oncol. 2021; 2. Khongorzul P, et al. Mol Cancer Res. 2020;
3. Coleman N, et al. NPJ Precis Oncol. 2023; 4. Kostova V, et al. Pharmaceuticals. 2021;
5. Fu Z, et al. Signal Transduct Target Ther. 2022; Bhardwaj PV, et al. The Oncologist 2023




ADCs: Chemotherapy, targeted therapy, orimmunotherapy? GecCP

>\ Antigen
\ = Endosome

1. Binding to antigen

Y
1: If the antigen is a driver i Endolysosome v ¥ 3: Immunological effect
N o~
ADCs work as target therapy \\:}? Py
_— ‘ff:v 3. Drug action

@me 2. Drug release Q /

AR N SRS

2: If the activity is dependent on drug release
ADCs work as chemotherapy (bystander effect included)

1. Drago JZ, et al. Nat Rev Clin Oncol. 2021; 2. Khongorzul P, et al. Mol Cancer Res. 2020;
3. Coleman N, et al. NPJ Precis Oncol. 2023; 4. Kostova V, et al. Pharmaceuticals. 2021;
5. Fu Z, et al. Signal Transduct Target Ther. 2022




Targeting HER2 in NSCLC

Tratuzumab Deruxtecan (T-DXd)

Humanized anti-HER2
1IgG1 mAb

Deruxtecan

Cleavable tetrapeptide-based linker 3

Topoisomerase | inhibitor
payload (DXd)

DESTINY-LungO1 trial
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Phase 2 study of T-DXd, a novel antibody-drug conjugate, in patients with HER2-overexpressing
or HER2-mutated metastatic NSCLC (NCT03505710)

Key eligibility criteria
* Unresectable/metastatic
nonsquamous NSCLC

* Relapsed from or is
refractory to standard
treatment
Measurable disease by
RECISTv1.1

* ECOGPSofOorl

Cohort 1: Cohort 1a:
HER2-overexpressing® HER2-overexpressing
(IHC 3+ or IHC 2+) (IHC3+or IHC 24)
T-DXd 6.4 mg/kg q3w T-DXd 5.4 mg/kg g3w
n=49 n=41
Cohort 2: HER2-mutated
T-DXd 6.4 mg/kg q3w Cohort 2 expansion:
n=42 HER2-mutated
(Encore to be presented at WCLC: T-DXd 6.4 mg/kg q3w
abstract 1419)° n=49

Primary end point
* ORR
Secondary end points

Interim
i analysis
s of cohort 1
* DOR
* DCR
+ Safety and tolerability ‘

Data cutoff:
May 31, 2020

Nakada T et al, Translat Regulat Sci 2021; Li B, et al. NEJM 2021




Targeting HER2 in NSCLC GecCP

DESTINY-LungO1: Tratuzumab Deruxtecan (T-DXd) in pretreated HER2 mutant NSCLC

A Best Percentage Change in Sum of Largest Tumor Diameters

A Location of HER2 Mutation: 1 Kinase domain 1 Extracellular domain
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Li B, et al. NEJM 2021
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DESTINY-Lung03: Phase 1b, multicenter, open-label, dose-escalation GecCP
study of T-DXd in HER2-OE NSCLC

Patient population = Part 1: dose escalation? (enroliment complete) Key endpoints: T-DXd

monotherapy (arm 1D)

Arm 1A: T-DXd + durvalumab + cisplatin

Arm 1B: T-DXd + durvalumab + carboplatin Secondary:

- ORR

* DOR | Investigator
Part 1: T-DXd monotherapy (enroliment complete) . DCR | assessed
Arm 1D: T-DXd 5.4 mg/kg IV Q3W (N=36) © PFS

- 0S

. : . oy  Safety and tolerabilit
- Part 3: dose confirmation and expansion (currently recruiting) y U

Exploratory:
+ Efficacy outcomes by:
— HER2 IHC status

- Part 4: safety run-in and expansion (currently recruiting) — Prior EGFR TKI
exposuret

T-DXd + volrustomig * carboplatin

T-DXd + rilvegostomig £ carboplatin

Planchard D, et al. WCLC 2024
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40+ Part 1: T-DXd monotherapy (arm 1D; N=36)*
» [ HER2 1HC 3+
[] Her2 M 2+
. [] po-L1<1%
? kS PD-L11-49%
v

3x [ Po-L12s0%
E .§ A Prior EGFRTKIS
- ﬂ Note: bars without
& symbols represent
.§ ‘E no prior EGFR TKI
o n A A
-
§ £ _604 Aa

Confirmed ORR=44.4%

= 0 NN IONNID [N W 000 O

107 Median PFS:* 101 Median 0S:*
8.2 months (95% Cl 6.7, 11.1) 17.1 months (95% CI 11.6, 23.8)
0.8 0.8
4 7]
& 06- S o6
o -]
z £
3 5
©  0.4- 2 044
8 S
a a
0.2- 0.2
0.0- 0.0
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time (months) Time (months)
No. at risk No. at risk
T-DXd 36 28 24 15 10 6 2 1 0 0 0 T-DXd 36 33 30 26 22 17 11 2 1 ] 0

Planchard D, et al. WCLC 2024



Efficacy driven by EGFR mutations Gcec
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HER2 IHC 3+ Prior EGFR TKI No prior EGFR TKI

(n=16) (n=19)** (n=17)**
Confirmed ORR, % (n)** 56.3 (9) 35.0(7) 68.4 (13) 17.6 (3)
95% Cl 29.9, 80.3 15.4, 59.2 43.5,87.4 3.8,43.4
DCR at 12 weeks, % (95% Cl)** 81.3 (54.4, 96.0) 75.0(50.9, 91.3) 84.2 (60.4, 96.6) 70.6 (44.0, 89.7)
Median DOR, months (95% Cl)*$ 12.5 (5.5, NE) 6.6 (4.5, 11.0) 11.7 (5.5, NE) 4.6 (4.5, NE)
Median PFS, months (95% CI)*1 6.9 (5.3, 17.9) 8.2 (5.4, 10.0) 8.2(6.7,19.3) 7.1 (1.4, 10.0)
Median OS, months (95% Cl)ll 16.4 (6.8, NE) 17.1 (9.4, 23.8) 19.6 (13.5, NE) 14.7 (3.9, 18.0)

Planchard D, et al. WCLC 2024
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HER2 gene copy number modulates EGFR-TKI sensitivity and it is a GecCP

mechanism of resistance
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High levels of HER2 amplification

induces aquired resistance HER2 amplification is a mechanism of resistance to osimertinib

A
‘ * The most common resistance mechanisms were MET amplification and EGFR C797S mutation
+ Other mechanisms included HER2 amplification, PIK3CA and RAS mutations
) mEm - -
ARNNNRRRRNN g RNNARRRNRNRRRRNRRNN g 11 & e & RN ANNRRRRNNNNRRN] ol 4 4 A Lt 5
d 0 x -~ - - - - = = =
Secondary EGFR mutations:* P
HER2 amplification: 2% [ seront [ o
B C797X: 7%; u?eoocms‘:::; ngu“mm = SARIEHET MET amplification: 15%
*
= | e : s :_ ! , i : ! |} . : HERZ2 amplification positive
Patient 3 : o b .. | T790M negative PIK3CA mutations: 7% BRAF mutations (V600E): 3%
T T T T s T T 7 T 5 T3 T m T oTRsTRirmeEkmex1v MET nogative
- . ! ol =3 = ) T o KRAS mutations (G12D/C, A146T). 3%
rolill i [ | e el e | G I O e IS -~ N N M I T790M positive
Patient 13 ke )| MET amplification negative
{2 [ W | | | T790M negative - Cel alteration
Patient 6 ; MET amplification positive ‘ tgcdﬁg:?:ps: ;’; » Proliferation
CCNE1T amps: 2%
CDK4/6 amps: 5%
o [l et ey I e I d L 3L " T700M negative
Patient 12 | — - - - - - - MET amplification negative
1 T < R = T 5 T & T 7 T8 i3 TwinlZiginisierenpmoeneE x vl

Takezawa K, et al. Cancer Discovery 2012; Ramalingam SS, et al. Ann Oncol 2018
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Need for options after resistance to TKls and immunotherapy: The challenge
is to BEAT DOCETAXEL

T

Docetaxel
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In non-oncogene addicted NSCLC anti-TROP2 ADCs work as chemotherapy: Gecp
TROPION LUNGO01 (Dato-DXd versus TXT)

Key Eligibility Criteria

lung cancer
research

H H 100 -1 Median (95% Cl), Dato-DXd Docetaxel
+ NSCLO stage 1B, IC, oV Dato-DXd Dual Primary Endpoints momhs' 4426 372842
+ ECOGPS af0orf » PFSbyBICR . PFS R 075 (062081)
+ No prior docetaxel 6 mglkg Q3W . 0S Povalue 0004
= P ified
Without actionable genomic alterations? (N=299) F w0 b (2ide) 0.008
* 1 or 2 prior lines, including platinum CT and R1:1 i; 408
anti-PD-{L}1 mAb therapy Secondary Endpoints R w1
With actionable genomic alterations . B
+ Positve for EGFR, ALK, NTRK, BRAF, ROS, Docetaxel ORR by BICR 0 B2 |
MET exon 14 skipping, or RET 75 mg/m? Q3W « DOR by BICR — 178
* 1 or2 prior approved targeted therapies + N=305 o« Safe 0 . . . : . : .
platinum-based CT’ and<f aml-PD(L)1 mAb ( ) ty No. at risk: ' ) ’ Time sinc8e randomizatic}g, months * " 1 8
Dato-DXd 299 216 156 9% 74 46 2% 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0
Stratified by: histology,” actionable genomic alteration,® Dato-DXd Docetaxel
anfi-PD-{L)1 mAb included in most recent prior therapy, geography? ORR(S%CI) %0 264(215318) | 128(9317.1)
DOR (95% Cl), mo 7.4 (5.610.9) 56 (54-8.1)
100 -
i O S months? X .
- " ) 124(108148) | 11.0(9.8125)
vents/n
Dato-DXd Docetaxel . 0.90 (0.72-1.13)
Age at randomization <65 years 118/162 1151155 —c— 3 60
265 years 95/137 103/150 ———1— %
Sex Male 136/183  158/210 —e— 3
Female 77116 60/95 ———— g{ 40
Race Asian 76/119 82/120
Non-Asian 131172 1291177 —e—
Smoking status Never 3661 33052 —_—l 201 ! )
Fomericurent 177238 1841251 —— + Consored Information fraction
Brain metastasisat  With 3350 3147 —a— L atinterim analysis
baseline Without 1801249 187/258 P 0 0 ) ' é ; 1'0 M " 1|e 1la 2‘0 » (event§[tota| evoems
‘ Histology gszasmq::? o 12%59 123;322 No. atrisk Time since randormization, months required): 74%.
Actionable genomic ~ Absent 189/252  184/255 ——r Dato-DXd 299 M 243 201 166 121 85 56 33 14 6 1
- alterations® Prese_nt 24/47 34/50 —— Docetaxel 305 273 239 193 156 15 76 ) 2 13 4 1
0 05 1 15 2 25 ‘ Non-squamous HR (95% Cl): 0.7 (0.59-1.01); Squamous HR (95% CI): 1.32 (0.87-2.00) ‘

Hazard ratio

Ahn MJ, et al. ESMO 2023




Sacituzumab tirumotecan in pretreated EGFR mutant NSCLC

OptiTROP-Lung03

Key Eligibility

+ ECOG score Q or 1

+ Nsg-NSCLC (stage llIB/IIC
ineligible for surgery or radical
radiotherapy or stage 1V)

+ EGFR-sensitizing mutations,

including 19-Del and L858R

Progression after prior combination

or sequential treatment with

EGFR-TKIs and platinum-based

chemotherapy

Stratification factors:
+ Brain metastases (present vs. absent)

45.0%
40.0%

30.0%

20.0%

10.0%

0.0%

Sac-TMT
5 mg/kg IV, Q2W

Treatment until disease
progression, intolerable
toxicity, or any other

reason for discontinuation.
-

Docetaxel

After PD verified by BIRC,
75 mg/m? IV, Q3W

patients could be permitted to

g cross over to receive sac-TMT.

Primary Endpoint?
+ ORR* assessed by BIRC

Secondary endpoints?

+ PFS

« OS

» ORR assessed by investigator
+ DOR, DCR, TTR

+ Safety

+ Tumor assessments will be performed every 6 weeks ( 7 days) within 48 weeks after randomization
«+ After 48 weeks of randomization, tumor assessments will be performed every 12 weeks (X 7 days).

ORR (BIRC assessment)
45.1%

P=0.0004

15.6%

sac-TMT Docetaxel
(n=91) (n = 45)

28.9% (95% ClI: 14.5%-43.2%)

o
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Progression-Free Survival by BIRC

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

PFS wvents (%) 84703 42(913)
Median PFS. months (95% C1) [XTEEN Fi] 2801840

G-month PFS rae, % 42 148

HR: 0.30 (95% CI: 0.20, 0.46)

P <0.0001

mPES: 2.8 mo mPFS: 6.9 mo

Progression-fres Susvial (%)
§

— GG TMT

———— Docetare!

¢ Censored
i, v v v v v
° ] o 9 12 1

Time (Months)
No. at Risk

Sac-TMT 9 o 4 " o

Overall Survival

At the interim analysis, Sac-TMT significantly improved OS over docetaxel with 51% lower risk of death.

100
0 4
[
y = HR: 0.49 (95% CI: 0.27, 0.88)
& P=0.0070"
g a0
08 evenss, n (%) 25(275) 214457
1 Sac-TMT Madian OF, months (5% C1) NR(NE.NE)  WR(8.0.NE)
Docetaxel
+  Cosnored 12-4momh O rate, % 722 543
o
H Y H M ) ) "
Yeme (Morthe)
No. st Risk
SacTMT & - . ” ) °
Doostaxel 46 a LY ™ ]

Zhang L, et al. ASCO 2025




Sacituzumab tirumotecan in pretreated EGFR mutant NSCLC

OptiTROP-Lung04, phase Il trial

PFS by BICR

Sacituzumab tirumotecan Chemotherapy

PFS events, n (%) 144 (76.6) 159 (84.6)
mPFS, mo (95%Cl) 8.3(6.7,9.9) 4.3 (4.2,5.5)
12-mo PFS, mo (95%Cl) 32.3(25.5, 39.2) 7.9 (4.4, 12.8)
HR (95%Cl); p-value 0.49 (0.39, 0.62); <0.0001

100

80 -
> 60 -
(]
o 40

20 )

O - L] L] L] L] L] L] L] L] L]
0 3 6 9 12 15 18 21 24
No. at risk Time, months
— Sac-TMT188 144 108 82 55 35 14 5 0o —

— Chemotherapy 188 125 51 22 12 6 4 0 0

EN
0
O

GecC

lung cancer
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oS

Sacituzumab tirumotecan Chemotherapy

OS events, n (%)

67 (35.6) 101 (53.7)

mOS, mo (95%Cl)

NR (21.5, NE) 17.4 (15.7, 20.4)

18-mo OS, mo (95%Cl)

65.8 (58.3, 72.3) 48.0 (40.2, 55.4)

HR (95%Cl); 2-sided p-value*

0.60 (0.44, 0.82); 0.001*

100 -
80 -
60 -
40 -
20 -

0_

48.0%

No. at risk
Sac-TMT 188
— Chemotherapy 188

0

3

184
180

6 9 12 15 18 21 24
Time, months

167 158 147 127 75 25 0
162 147 132 110 S7 13 0

Zhang L et al. ESMO 2025 and Ann Oncol 2025
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Do ADCs work as immunotherapy? No evidence of effect on long- term GecCP

lung cancer

survival

Dato DXd in TROPION Lung 01 Pembrolizumab in pretreated NSCLC*, KEYNOTE-010

A
100 —— Pembrolizumab 2 mg/kg
—— Pembrolizumab 10 mg/kg
90 —— Docetaxel
100 ey Dato-DXd Docetaxel 80
Median, mo? (95% Cl) 12.4 (10.8-14.8) 11 (9.8-12.5) . 704
80 o S
HR (95% Cl) 0.90 (0.72-1.13) = 60+
o
2
60 4 a 50+
b =
- = 404
(") o
(o]
40 o ‘S 304
Dato-DXd
204
20 + Docetaxel
10 +
+ Censored
0 I |l I 1 1
0 . T : . r . - T . T ) 0 5 10 15 20 2%
0 2 4 6 8 10 12 14 16 18 20 22 2
Ti si Rardomizat Number at risk
No. ot Risk Ime Since kandomization, mo Pembrolizumab 2 mg/kg 139 110 51 20 3 0
Dato-DXd 209 273 243 201 166 121 85 56 33 14 6 1 Pembrolizumab 10 mg/kg 151 115 60 25 1 0
Docetaxel 305 273 239 193 156 115 76 42 29 13 4 1 Docetaxel 152 90 38 19 i 0

*PD-L1 tumour proportion score of 50% or greater

Ahn M, et al. ESMO 2023; Herbst R, et al. Lancet 2015
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No ADCs showed OS improvement over standard chemotherapy in non- GecCP
oncogene-addicted NSCLC in phase lll trials

TROPION-Lung01: Results

Phase 3 study examining datopotamab deruxtecan vs docetaxel in pre-treated patients with advanced/metastatic NSCLC with or
without actionable genomic alterations

Median PFS in ITT Median OS in ITT
5 - 14 4 12.9
s . 11.8
4 3.7
10 -
2 3 1 HR =0.75 _2 8 - HR =0.94
'g' 95% CI: 0.62-0.91 ’g‘ 6 95% CI: 0.78-1.14
S 29 P =0.004 = "] P=0.530
4
1 4
2 .
0 0
Dato-DXd Docetaxel Dato-DXd Docetaxel
EVOKE-01: Efficacy

Phase 3 study examining sacituzumab govitecan vs docetaxel in patients with mNSCLC progressing on or after PBC and
anti-PD-(L)1 treatment

o Patients were randomised to receive either 10 mg/kg sacituzumab govitecan on Day 1 and 8 or 75 mg/m? docetaxel on
Day 1 of each 21-day cycle

Median OS in ITT
121 1.1
- 9.8
8
2 HR = 0.84
ES 95% CI: 0.68-1.04
= P =0.0534
4
2
0

SG Docetaxel

lung cancer
research

CARMEN-LCO03: Results'2

Phase 3, randomised, open-label, study examining tusamitamab ravtansine vs docetaxel in patients with pretreated, advanced,
non-squamous CEACAMS5-positive NSCLC

Median PFS Median 0S
5.9
6 5.4 14 12.8
i 11.5

5 12

N 10 -
e HR=1.14 2 8 HR = 0.85
g 3 95% CI: 0.86-1.51 'g 95% CI: 0.64-1.11
= P =0.8204 S 6 - P=0.112

2 4.

11 2.

0 0

Tusamitamab ravtansine Docetaxel Tusamitamab ravtansine Docetaxel

Ahn MJ, etal.JCO 2025; Paz-Ares L, et al. JCO 2024; The ASCO post Aug 2025
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TROPION-Lung01 TROP2 QCS: 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 TROP2 QCS-NMR positivity is predictive for longer PFS with Dato-DXd in the biomarker-evaluable population

IHC with Whole Slide Automated Image Patient Biomarker Status Biomarker-evaluable population, n=352 TROP2 QCS-NMR+ TROP2 QCS-NMR—
TROP2 Assay Imaging Analysis (QCS) Determination 100
Dato-DXd | Docetaxel Dato-DXd & Docetaxel
275% of tumor cells with 107 R107 et [a73
° TROP2 NMR <0.56 ORR, % 32.7 10.3 16.9 15.1
75 — .
<75% of tumor cells with N Median PFS, months 6.9 4.1 29 4.0
° TROP2 NMR <0.56" é- PFS HR (95% ClI) 0.57 (0.41-0.79) 1.16 (0.79-1.70)
% 50 - Treatment by biomarker status interaction: p=0.0063
-g _____
Calculates TROP2 NMR for ‘Q-. —— Dato-DXd, QCS-NMR+
every tumor cell & ----- Dato-DXd, QCS-NMR-
o 25 —— Docetaxel, QCS-NMR+
MembraneoOD | | ¥y - Docetaxel, QCS-NMR-
e L L
Membrane OD + Cytoplasm OD 0 ; ; ; tommmmmmm e |"‘.I'““*
Membrane and cytoplasm optical 0 . 8 L 12 16
density (OD) Lower NMR — higher cytoplasm proportion Time from randomization, months
Data cutoff: March 29, 2023. PFS HR (95% CI) by TROP2 QCS-NMR status (+ vs -) within treatment: Dato-DXd: 0.48 [0.33-0.69]; Docetaxel: 0.97 [0.66-1.39]. ) © acs
free survival; 3 i scoring;

+Or >25% of cells with NMR >0.56 BEP, biomarker evaluable population; Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; HR, hazard ratio; NMR, normalized membrane ratio; ORR, objective response rate; PFS,
1 >25% of cells with an NMR 0. TROP2, trophoblast cell-surface antigen 2; vs, versus.
IHC, i istry; NMR, ratio; OD, optical density (a measure of staining intensity); QCS, quantitative continuous scoring; TROP2, trophoblast cell-surface antigen 2. > 0P gen z:vs.

Garassino MC et al. WCLC 2024
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Improving ADCs efficacy: biomarker selection GecCP
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Telisotuzumab Vedotin in MET overexpressing NSCLC

LUMINOSITY is a phase 2, multicenter, non-randomized, 2-stage study ORR
(NCT03539536)
0,
Study Design 40 - 34.6%

Eliglgle Patients Stage 2 35 &) (24-2’ 462) 286%
- Advancodimetastac NSCLC ey Wb (21.7,36.2)
. |~ ~~
e e ondofstage 7 5 30 - 22.9% oL i
+ Received <2 prior lines of systemic therapy SR

in the advanced/metastatic setting, hea o 2 25 - (1 4.1 3 33.4)

including cytotoxic CTx (<1 line), loo

immunotherapy (sequential or combined - & Single-arm expansion: (0] 20 7

with CTx), and therapy targeting driver NSQ EGFRMU 8 NSQ EGFRWT N—

gene alterations (if eligible) °\° 1 5 .
Primary Endpoint m— 1 O &
+ ORR assessed by ICR per RECIST v1.1 (h'd
Secondary Endpainis Met defined for the NSQ cohort as 225% tumor cells at 3+ intensity (high ©] 5 A

*c-Met expression was defined for the col as 2. imor cells at 3+ intens| )
¢ DOR,DOR, PES, and 05 250% 3. memmediae, 225% 0 <50% 3%) ke 0
» The SQ and EGFR MU NSQ cohorts met stopping criteria c-Met High c-Met c-Met OE Total
» The EGFR WT NSQ cohort met criteria for expansion in stage 2 Intermediate

I Safety: Treatment-related adverse events occurring in >5% of patients

TRAEs
e ———
eripheral sensory neuropathy x 2 Any grade 140 (81.4)
Grade 23 48 (27.9)
atgle 2 Serious 21(12.2)
Decreased appetite 3 = : : . -
Alanine aminotransferase Leading to Teliso-V discontinuation 37(21.5)
increased Leading to death 2(1.2)
Pneumonitis?
Hypoabuminemia
Nausea + No new safety signals were observed
Vision blurred with Teliso-V
mamlo aminotransferase
:‘:‘-M B Any grade * TRAEs leading to death were ILD and
nia ; ; ¥ A

W Grade 34/5 respiratory failure in one patient each
Anemia
Gamma-gliamyiransterase + Possible pneumonitis/ILD cases were

formally adjudicated retrospectively (see
slide 11)

Keratitis
Neuropathy peripheral

Weight decreased

Camidge R, ASCO 2024



ADCs: First-Line Potential? GecCP

Work in progress...
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Anti-TROP2 ADC - Ready for the first LINE? GecCP

TROPION-Lung02: First-line TROPION-LungO04: First-line
— Dato-DXd + chemo/pembro: RR 56%, DCR 89% — Dato-DXd + durva: RR 53.3%, DCR 86.7%
— Dato-DXd + pembro: RR 52%, DCR 88% — Dato-DXd + chemo/durva: RR 56.8%, DCR 89.2%
o 807. ®Doublet ® Triplet Cohort 2: 1L Dato-DXd + durvalumab (N=15) Cohort 4: 1L Dato-DXd + durvalumab + carboplatin (N=37)
% 071 ORR: 53.3%; DCR: 86.7% ORR: 56.8%; DCR: 89.2%
g . :N-::mﬁ m Squamous = Non-Squamous © tn-lj‘:,,m‘: :::f::fom:g“m-sauamws
& _ § <1-49% _ § <1-49%
g E 607 250% i 607 t 250%
E : :: § ***t*1++§ *6§58 ¢t ¢t 4 : z**‘35'§§§i§**i“§§ti*§§¢*“§tt§“t*
5 - ’
;: 60
- Patients (N=90) N
TROPION-Lung04: First-line
Cohort 5 Dato-DXd + Rilvegostomig: ORR 57.5%, DCR 95%
Dato-DXd + rilvegostomig (N=39)°
PD-L1 status: Histology Category [ Squamous [l Non-Squamous
g 1001 <%
e § <1-49%
3 801+ »509
3 &0
§ 40
:‘2 FEEE§ 16884 8+ 8 8 S+ I IS S LS
g 1 Treatment Ongoing
100 Levy ASCO 2024; Kalinka ESMO TAT 2023; Wagar ASCO 2025




Anti-TROP2 ADC - Ready for the first LINE?

TROPION-Lung02: First-line Dato-DXd + pembro +/- chemo

TRAEs Occurring in 220% of 1L Patients

Stomatitis

Nausea

Anemia
Decreased appetite
Pneumonitis
Increased amylase
Fatigue

Alopecia

Pruritus

Vomiting
Constipation

* The most frequent TRAES of
any grade across regimens
were stomatitis, nausea, anemia,
decreased appetite, and alopecia

* Hematologic toxicities
occurred more frequently in
the triplet cohorts

Decreased platelet count
Increased blood creatinine
Rash - poublet Triplet
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TROPION-LungO04: First-line
Cohort 5 Dato-DXd + Rilvegostomig
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Fatigue® I 50.0
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Constipation I 27.5
Vomiting NN 25.0
Decreased appetite PN 22.5
Pneumonia 20.0
Amylase increased PN 17.5
Dry eye [N 17.5
Hepatic function abnormal’ 175
Musculoskeletal pain® PER 17.5
Anemia’ PN 15.0
Chills I 15.0
Dysgeusia NN 15.0
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Pruritus I 15.0
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TROPION-Lung04: First-line Dato-DXd + durva +/- chemo

Cohort 2: 1L Dato-DXd + durvalumab (N=15) Cohort 4: 1L Dato-DXd + durvalumab + carboplatin (N=37)
> Stomatitis
Constipation
_— Nausea
Alopecia
Fatigue®
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Rash®
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i d + durvalumab) Cohort 4 (Dato-DXd + durvalumab + carboplatin)
n (%) N=15 N=37
TEAES 15 (100) 37 (100)
Treatmentrelated 15 (100) 37 (100)
Grade 23 TEAEs 9(60.0) 26(703)
. 460 %822
Serious TEAEs 7(46.7) 19.(514)
Treatment-related 6(40.0) 10 (27.0)
TEAES leading to discontinuation of any study drug 4(267) 9(243)
Related to Dato-DXd 4(267) 8(2156)
Related to durvalumab 2(133) 7(189)
Related to carboplatin 0 3(81)
TEAES associated with death of any study drug 0 2(54p
Related to Dato-DXd 0 2(54)
Related to durvalumab 0 2(54)
Related to carboplatin 0 0
Stomatitis 8(533) 25(67.6)
Grade 23 2(133) 3(8.1)
Ocular surface events 4(267) 14 (37.8)
Grade 23 0 1(27)
Adjudicated drug-related ILD/pneumonitis® 3(200) 6(162)
Grade 23 167F 178
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If ADCs are so specific, why do they have toxicity?

On target, off tumour toxicity
* Presence of the target in normal cells

Off target, off tumour toxicity
* Related to the payload and the linker

Payload released from
targeted/nontargeted
apoptotic cells
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Improving ADCs efficacy: New agents GecCP

A Biparatopic ADCs

Trastuzumab

Anti-HER! N . X
Fab A H #*

Anti-HER2 ECD4
Anti-HER2 ECD2 scFv
(399) )

MEDI4276 ZwW49 BsAb on MET: REGN5093

b Bispecific ADCs recognizing two different antigens
Anti-EGFR Anti-MET Anti-EGFR

Anti-MUC1

ScFv ‘

ANnti-EGFR
Fab

AZD9592 M1231 Anti-HERS3

scFv

BL-BO1D1
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Conclusions

v ADCsare effective in oncogene-addicted NSCLC
* The best sequence in the therapeutic strategy remains undefined

For non oncogene-addicted NSCLC, no long term OS benefit has been shown to date
@ * Define optimal biomarkers

* Define the optimal population for treatment intensification

Safety could be critical
» Second-line: AEs are an issue in a frail population

% % * First-line: Risk of toxicity when combined with other agents

* Neoadjuvant or adjuvant: Safe agents are needed

ﬁr New generation ADCs are under investigation
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