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Targets of Antibody Drug Conjugates (ADC)

* Molecularly UNSELECTED pts’

NSCLC/SCLC populations:

— TROP2, Nectin4, ROR1, AXL, Tissue
Factor, B7H4, B7H3, Integrin-Betab

* Molecularly ‘ENRICHED’ pts’

NSCLC populations:

— EGFR, ALK, HERZ2, HER3, CEACAM,

MET

Tumor Monoclonal
antigen Antigen- antibody selective

’ ' for an antigen with

high copy
numbers on target
tumor cell and with
minimal

binding
Site

immunogenic
response

Cytotoxic drug
payload with

Stable Iink@?
releases potent sub-

payload only napqmolar
in target cell activity

Drago JZ, Nat Rev Clin Oncol 2021
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Why TROP2?
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Lénart S, Cancers 2020; Liu X, Pharmacol Thera 2022; Zeng P, Sci Rep 2016; Inamura K, Oncotarget 2017



Antibody—-Drug Conjugates (ADC): Components

lgG1 lgG2 lgG3 lgG4
antibodies N \ # \V /4 N# ANTIBODY: Chimeric/humanized
monoclonal IgG antibody targeting a
Serum half-life 21 days 21 days 7-21 days 21days  Protein preferentially expressed on
C1q binding Yes Yes Yes No the tumor cell surface
Fcy avidity High Low High Moderate
Cleavable Noncleavable .
\ 5 5 Cathepsin ", OMC* LINKI_EbR dEr_ls.urles. payl!)oac_l IS {af_ttz_ichcled
Ho P~ P o R O 2;¢ o to antibody in plasma but is efficiently
N : : Ho . . .
| N Mﬁ’\gN\}‘m’ i~ released in tumor cells. Linkers can be
Linkers " - o t_F; Mecr cleavable (via tumor-associated
ydrazone : isulfide : ipeptide -
(acid cleavable)i (reducible)i (protease cleavable) H““-NJLO Oﬁ’\} factorS) O_r noncleavable (lysosomal
: : " ~"§  degradation)

Payloads Auristatins Maytansinoids  Calicheamicins Camptothecins PAY L OAD: Enhances Cytotoxicity,
(MoA: (MoA: (MoA: (MoA: . . . .
antimicrotubule)  antimicrotubule) DNA cleavage) Topoisomerase 1 although Va“able drUg-amlbOdy ratio

inhibition) - affects efficacy and clearance

*Noncleavable MC and MCC linkers typically used with monomethyl auristatin F and emtansine .
payloads, respectively; can be cleavable when conjugated with some other payloads. Drago JZ, Nat Rev Clin Oncol 2021



Why TROP2?

Sacituzumab Govitecan Datopotamab Deruxtecan

Hydrolysable pH Tetrapeptide-
sensitive linker based cleavable
for SN-38 linker for DXd

SN-38 payload

10x more potent

, \ /\ DXd payload
(exatecan derivative
e Payload
L - h . f
Signal peptide mechanism o

— than SN-38)
»—
* Payload
mechanism of
action: ) action:
topoisomerase | Cysteine- topoisomerase |
inhibitor rich domain inhibitor
» Payload with long Humanized anti- Ex‘.t;ace"ullar Humanized anti- | ¢ Payload with
systemic half-life Trop2 IgG1 mAb epiaerma Trop2 1gG1 mAb short systemic
* Bystander growth factor- half-life
antitumor effect like repeat » Bystander
domain..... 1r9p2 antitumor effect
I Domain T™M
Cytoplasmic
tail

Parisi C et al, Cancer Treat Rev 2023



TROPION-LungO1, Phase 3, Open-Label, (NCT04656652)

Key Higibility Criteria

» NSCLC (stage llIB, llIC, or IV)

* 1 or 2 prior lines, including platinum CT and R1:1
anti-PD-(L)1 mAb therapy

With actionable genomic alterations

+ Positive for EGFR ALK, NTRK, BRAF, ROS1,
MET exon 14 skipping, or RET

1 or 2 prior approved targeted therapies +
platinum-based CT, and <1 anti-PD-(L)1 mAb

- ECOGPSof0or 1 Dato-DXd
« No prior docetaxel 6 mg/kg QBW
Without actionable genomic alterations? (N=299)

Dual Primary Endpoints

Secondary Endpoints

PFS by BICR
0S

ORR by BICR
DOR by BICR
Safety

* aPatients with KRAS mutations in the
absence of known actionable genomic
aterations are eligible; must meet prior
therapy requirements for patients
without actionable genomic alterations.

Stratified by:
1) histology (SQvs. NonSQ),
2) bactionable genomic alteration (yes vs no);

3) c¢anti-PD-(L)1 mAb included in most recent prior
therapy (Presence vs. Absence);

4) geography?
Characteristic Dato-DXd -
N=299 N=305
Current or former smoker, n (%) 238 (80) 251 (82)
Actionable genomic Present S0 (17) 51(17)
alterations, n (%) EGFR mutation 39(13) 45 (15
Brain metastasis at baseline, n (%P 50 (17) 47 (15)
o 1 167 (56) 174 (57)
rF:r('(f}:) lines of therapy, 108(36) 102 (33)
>3 22 (7) 28 (9)
= _ Platinum containing 297 (99 305 (100)
evious systemic .
therapy, n (% Anti—PD-(L)1 263 (88) 268 (89)
Targeted 46 (15) 50 (16)

100 Median (95% Cl), Dato-DXd FDocetaxels S#Events
months? 4.4 (4.2-56)| 3.7 (294.2)
™ HR 075062001 | 431/604
2 P-value 0.004 (71%)
5 %0 40,5 Prespec. Bound. (2-sided) 0.008
é‘ 40 w1
" 28.2 M
17.8
O s Censored T T T T T T T 1
0 2 4 6 8 10 12 14 16 18
No. at risk: Time since randomization, months
Dato-DXd 299 216 156 96 74 46 24 10 2 0
Docetaxel 305 186 120 63 42Dat D )1(9d 14 [7bcetaxe|0 0
O_
‘ ORR (95% ClI), %® 26.4(21.5-31.8) 12.8(9.3-17.1)
DOR (95% Cl), mo 7.1(5.6-10.9) 56(5.4-8.1)

Median PFSf.u was 10.9 (95%Cl, 9.8-12.5) and 9.6 (95% Cl, 8.2-11.9) months for Dato-DXd and D

TRAEs Occurring in 210% of Patients

Dato-DXd Docetaxel
System organ class =297 N=290
Preferred term, n (% Grade >3

Blood and lymphatic system

Anemia 43 (15) 11 (4) 59 (20) 11 (4)
Neutropenia? 12 (4) 2(1) 76 (26) 68 (23)
Gastrointestinal
Stomatitis 140 (47) 19 (6) 45 (16) 3(1)
Nausea 100 (34) 7(2) 48 (17) 3(1)
Vomiting — 38 (13) 301 220) T3
Constipation 29 (10) 0 30 (10) 0
Diarrhea 28 (9) 1(0.3) 55(19) 4(1)

Modified from MJ Ahn, A Lisberqg et al, ESMO 2023




TROPION-LungO1: OS according to Histology

Nonsquamous Squamous
Dato-DXd Docetaxel Dato-DXd Docetaxel
100 Overall survival (N=234) (N=234) Overall survival (N=65) (N=71)
— 100
Median (95% CI), 14.6 (12.4— 12.3 (10.7- Median (95% CI), . .
o 16.0) 14.0) o 7.6 (5.0-11.0) 9.4 (7.2-12.5)
80 80
HR (95% CI) 0.84 (0.68-1.05) HR (95% CI) 1.32 (0.91-1.92)
58.8%
= 60 —~ 607
S S
n ! )
O 40- E O 404
! 1
1
I : 14.8%
20— —— Dato-DXd : 20 —— Dato-DXd 1
| i 21.7% : ——
Docetaxe i ! — Docetaxel ! 13.7% :L'
0 T T T T T T T T T T +— T T T T 1 0 T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk: Months Months
Dato-DXd 234 220 200 180 161 141 130 112 97 76 63 46 31 20 15 4 1 0 65 52 42 33 29 27 21 12 9 8 8 5 a4 2 1 1 0o o
Docetaxel 234 206 186 161 139 125 111 92 79 66 50 32 22 12 8 3 2 0 71 67 53 44 36 32 27 20 19 15 13 9 4 3 3 1 0 0

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% CI], 0.65 [0.40-1.08]); Absent: 13.6 vs 12.3 months (HR [95% CI], 0.89 [0.70-1.13])

Sands J et al, WCLC 2024



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

IHC with Automated Image Patient Biomarker Status
TROP2 Assay Analysis (QCS Determination

275% of tumor cells with

o TROP2 NMR =0.5585
° <75% of tumor cells with
TROP2 NMR <0.5585
L J >,
Differentiates tumor from non-tumor Measures OD in each tumor cell Calculates TROP2 NMR for
e every tumor cell
PN S 3 S
l—ﬁ f | Membrane OD
‘«'f"\;__ 1 : Membrane OD + Cytoplasm OD

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

Garassino M et al, WCLC 2024



Biomarker Discovery: Identification of QCS-NMR

TROPION-PanTumor01 (NCT03401385)*

1991 TROP2 TROP2
QCS-NMR+ QCS-NMR-
(n=84) (n=31)
2 75 ORR, % 226 3.2
:‘§ Median PFS, months 55 29
E
s 50
o p=0.00054
o —— TROP2 QCS-NMR+
LL
* 25 ~—— TROP2 QCS-NMR-
0 | | | | |
0 5 10 15 20 o
Number at risk Time (months)
QCS-NMR+ 84 33 9 2 1 0
QCS-NMR- 31 3 0 0 0 .

Dr Marina Chiara Garassino | Normalized Membrane Ratio of TROP2 by Quantitative
Continuous Scoring is Predictive of Clinical Outcomes in TROPION-Lung01

Population: 115 biomarker-evaluable
patients out of 180 patients with NSCLC
who received Dato-DXd (4, 6, and

8 mg/kg q3w) in dose-expansion cohorts
from TROPION-PanTumor01

Methods: A hypothesis-free exploration
of multiple QCS features linked with
PFS was completed

TROP2 QCS-NMR was identified as the

most promising QCS feature based on
correlation with PFS

Spitzmueller A, Schmidt G, Triltsch N & Kapil A, 2023: A scoring method for an anti-TROP2
antibody-drug conjugate therapy. International Patent Application No. PCT/IB2023/052428.

*Analysis based on a Research Use Only IHC assay and early version of the QCS algorithm with alternate cut-points.

NMR, normalized membrane ratio; ORR, objective response rate; q3w, every 3 weeks; QCS, quantitative continuous scoring.

Garassino M et al, WCLC 2024



TROP2 QCS-NMR in TROPION-LungO1

Population and Methods Prevalence
» Biomarker evaluable population (BEP) are those patients
with available tissue samples for QCS determination Histology Prevalence of TROP2
« Biomarker cut-points were optimized for PFS in NSQ/non- subgroup QCS-NMR+, % (n)
AGA patients from TROPION-LungO1
« Cut-points were confirmed through a robust statistical Biomarker-evaluable population, n=352
analysis plan (including bootstrapping, cross validation, and
sensitivity analyses) and replication NSO 66% (179/272)
/BEP: includes NSQ/non-AGA, NSQ/AGA and SQ\
352/604 Dato-DXd NSQ/non-AGA 63% (140/221)
(5830/0) n=172 n=180
- e ~ NSQ/AGA 76% (39/51)
Focused subgroup for biomarker
optimization s A (B
221/604 NSQInon-AGA BEP 5 el
(36.50 0) Dato-DXd Docetaxel
n=108 n=113 y

S

Modified from Garassino M et al, WCLC 2024



Efficacy by TROP2 QCS-NMR Status

TROP2 QCS-NMR positivity is PREDICTIVE for TROP2 QCS-NMR positivity is PREDICTIVE for
longer PFS with Dato-DXd in the biomarker- longer PFS with Dato-DXd in the NSO/non-AGA
evaluable population (BEP) biomarker-evaluable population (BEP)
Biomarker-evaluable population, n=352 NSQ/non-AGA BEP, n=221
100 100 — :
Treatment by biomarker ) Treat'ment by biomarker
status interaction: p=0.0063 L status interaction: p=0.0098
75 — 75 B
3 X s
£ z t
2 50— % 50 L‘-:-_E'-L
o] l®) I |
S S b 4
o o (W
U) =
o 25 E 25 =l
e R S
0 0 | | 1 | |
0 _ o 0 4 8 12 16
Time from randomization, months Time from randomization, months
TROP2 QCS-NMR+ | TROP2 QCS-NMR— TROP2 QCS-NMR+ | TROP2 QCS-NMR-
Dato-DXd | DOC | Dato-DXd | DOC Dato-DXd | DOC  Dato-DXd | ROC
el [ n=73 — Dato-DXd, QCS-NMR+ e n=72 b n=41
ORR,% | 327 103 | 169 151 ===-- Dato-DXd, QCS-NMR- ORR, % 36.8 15.3 225 12.2
Median PFS, 6.9 41 59 40 —— Docetaxel, QCS-NMR+ Median PFS, - 41 40 44
months T L e Docetaxel, QCS-NMR- months
PFS HR (95% CI) 0.57 (0.41-0.79) 1.16 (0.79-1.70) PFSHR (95% Cl) | 0.52(0.35-0.78) |  1.22(0.74-2.00)

Modified from Garassino M et al, WCLC 2024



Lung cancer and Biomarker Testing

ﬁg ctDNA analysis
—— o

Blood draw/

{ .. — Request —p

—pp RefleX

-PD-L1
-ALK

FISH:
- Gene rearrangements
& amplifications

PCR-based approaches:
- Single/multiplex
gene testing

NGS-based approaches:
- Mutations
- Fusions
- CNV
-TMB
- MSI

Dacic S, WCLC 2024



Lung cancer and Biomarker Testing

Adenoca

~ NSCLC-NOS
S HEOE %)

ctDNA analysis

mous

ﬁ%\\é

Request =P
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NGS-based approaches:

i - Mutations
¥ - Fusions
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gene testing

Dacic S, WCLC 2024



Sacituzumab Govitecan: EVOKEOQ1L, Unselected, Pretreated NSCLC

EVOKE-01: Global, Randomized, Open-Label,

Phase 3 Study

Key eligibility criteria

+ Measurable stage IV NSCLC

+« ECOGPS 0-1

« Radiographic progression after platinum-
based and anti-PD-(L)1—containing
regimen?®

« In addition, patients with known AGAs
must have received > 1 approved TKI®

* EGFR/ALK test required. Testing of other
AGAs recommended®

« Previously treated stable brain
metastases were included St

« No prior treatment with Topo-1 inhibitors,
Trop-2—targeted therapies, or docetaxel

At data cutoff (29 November 2023), the study

ratified by

End points
Primary

« 0S8

Sacituzumab

govitecan
10 mg/kg on Days 1 and

8 of 21-day cycles® Secondary

* PFS, ORR, DOR, and DCR
by INV per RECIST v1.1

« Safety and tolerability
« Qol using NSCLC-SAQ

Docetaxel
75 mg/m2on Day 1 of
21-day cycles®

Histology (squamous vs nonsquamous)

Response to last anti-PD-(L)1—containing regimen (responsive [best response
CR/PR] vs nonresponsive [PD/SD])

Received prior targeted therapy for AGA (yes vs no)

median follow-up was 12.7 months (range, 6.0-24.0)

" SG Docetaxel SG Docetaxel
Characteristic (n = 299) (n = 304) Characteristic (n = 299) (n = 304)
Median age (range), years 66 (31-84) 64 (32-83)

Male, % 64.9 711 l orron il
x * : Nonsquamous® 71.9 73.7
Race, % i O —
Asian 57 86
Black 20 23
White 76.6 A Best response to last
Other® 15.7 18.1 anti-PD-(L)1-containing
ECOG PS> % regimen,® %
0 ; Responsive (CR/PR) 355 372
T &§_ﬁ§—| Nonresponsive (PD/SD) 64.2 62.8
Disease stage at diagnosis,® % i s = g
Stage I-lll 254 336
Stage IV 732 66.4 Prior therapy for AGA,® %
Prior lines of therapy, % No 93.6 91.8
1 55.9 549 es' Xy S
2 344 33.2 2.0 z
>3 oL 18 ALK 03 0.3
History of brain metastasis, % 17 12.8 Other? 5.7 49

A SG Docetaxel
(n=299) (n = 304)
100 No. of events 168 187
Median OS, months (95% CI) 11.1(9.4t0 12.3) 9.8(8.110 10.6)
80’5 HR (95% CI), P 0.84 (0.68 t0 1.04), P= 0534
80 12-month OS rate, % (95% CI) 46.59 (40.45 to 52.50) 36.72 (30.88 to 42.57)
70 H
60 —
g 50
(7]
o
40
30 4
20
104 —s6
== Docetaxel
0 T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
Time (months)
No. at risk:
SG 299 275 234 212 175 140 7 17 10 0
Docetaxel 304 m 234 201 158 128 64 a 15 7 2
SG Docetaxel
(n =299) (n =304)
§06 No. of events 238 227
Median PFS, months (95% CI) 4.1 (3.0to 4.4) 39(3.1104.2)
90 HR (95% CI) 0.92 (0.77 to 1.11)
80 —
70 H
— 60+
2
v 50
a
40 -
30
20
10 H
0 T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
Time (months)
No. at risk:
SG 299 201 143 89 66 32 15 6 2 0
Docetaxel 304 190 124 72 46 22 10 5 2 2 o

Paz-Ares L et al, ASCO 2024; Paz-Ares L et

al JCO 2024



TROP2 ADCs: EVOKE-01, Safety

Safety-evaluable patients, n (%) (n :;596) 33?:;:;;'
TEAE TEAE
Any grade 295 (99.7) 282 (97.9)
Grade 2 3 197 (66.6) 218 (75.7)
Serious 137 (46.3) 124 (43.1)
Leading to discontinuation 29 (9.8) 48 (16.7)
Leading to dose reduction 87 (29.4) 112 (38.9)
Leading to death? 10 (3.4) 13 (4.5)

Favoring SG (A 210% AEs and/or 25% G3 or higher AEs)

Favoring docetaxel (A 210% AEs and/or 25% G3 or higher AEs)

Modified of Bironzo P, 2024

In 2 20% of patients receiving SG or docetaxel

Overall
Fatigue
Diarrhea
Alopecia
Nausea
Anemia
Neutropenia
Constipation
Decreased appetite
Vomiting
Stomatitis

Leukopenia

100.0 80.0 60.0 40.0 20.0

SG (n =296) Docetaxel (n = 288)

33

W SGgrade 23
SG grade 1-2

W Docetaxel grade 2 3
Docetaxel grade 1-2

0.0 200 40.0 60.0 80.0 100.0
Patients (%)

Paz-Ares L et al, ASCO 2024; Paz-Ares L et al JCO 2024



SG: How to Derive (hopefully Maximize) Treatment Benefit?

Primary resistance? to last
anti-PD-(L)1-containing regimen

90
Median, months 10.3 7.6
80 (95% CI) (7.9-11.8) (5.9-9.8)
= 70 HR (95% CI) 0.79 (0.59-1.07)
g 60
E
50
o
o 41.3%
2 40
8 H
30 ‘-\-'—N-vﬁﬂ_‘_bbu_
20
10 | == SG
Docetaxel
0
0 2 4 6 8 10 12 14 16 18 20

Patients still at risk, N (events)

127 (14)
113 (10) 86 (36)

SG  141(0)
125 (0)

Time (months)

105(36) 94 (46)

72 (50)

79 (60)
58 (64)

65 (68)
47 (73)

32(78)
20 (84)

17 (87)
12 (87)

6 (88)
4 (88)

5(88)
1(88)

0(89)

100

50

40

OS probability (%)

30

20

10

0

Patients still at risk, N (events)

SG 51(0)
66 (0)

Secondary resistance? to last
anti-PD-(L)1-containing regimen

Median, months NR 10.7
(95% CI) (11.9-NR) (7.4-13.6)
HR (95% CI) 0.55 (0.32-0.96)
—= SG
Docetaxel
2 4 6 8 10 12 14 16 18 20

48(2)
62 (4)

Time (months)

405 41(8)
55(11) 46 (20)

37(12) 33(16)
37(27) 31(30)

21(17)
16 (35)

9(18)
9(37)

5(19)
2(38)

3(19)
2(38)

0(19)

Garassino M et al, WCLC 2024



ADC + ICls In Treatment-naive NSCLC Patients

- Primary objectives: g
Key eligibility criteria safety and tolerability 1 Part 1: Sequential dose escalation Part 2: Dose expansion
- Ad ed/metastati + Dost i Key eligibility criteria s Key eligibility
Advane c . n.\::::::::m o o oy By a0 V b ey oy End points + Adults (218 years)  [— "!3)::":"::‘ g;lwo-?;:,t mg/kg + durvalumab 1120 mg, 63.2 %with PD-L1 <50%
X s . vith previously
+ Dose escalation® « Treatment-naive (cohort 2. enroliment after i i . “" Y
<2 fines of prior therapy® ey St « Secondary objectives: seemaof Cohort 2 |l DRICONE S WAR * vl TN — (SO ONEE ONG + SEveNmmb 128 0,
treatment-naive (Doublet) [l QIW (n=3) (n=16)
« Treatment-naive (cohorts 3-6)F em;acY' PK, and G 10mgkg IV on day 1 and dey 8 advanced or .
antidrug antibodies (until PD or unacceptable toxicity) metastatic NSCLC*
= = +
* No actionable
Panb:uwzgo;gg Nen)dq 1 gzngcmgsalxoa«‘ahons Cohort 4 i 1120mg _, Dato-DXd 6 mglkg + durvalumab 1120 mg
Cycles| > 3 Triplet + 4 cycles carboplatin AUC 5, Q3W (n=6) + 4 cycles carboplatin AUC 5, Q3W (n=8)
1L Patients Only Dato-DXd Pembro ) Platinum CT — - -
* Primary endpoint: Safety and

+ Key secondary endpoints: ORR and msaasa control rate by investigator assessment per RECIST v1.1

Cohort 1 (n=2)

*PD-L1 status was determined locally or at the central laboratory by 22C3 assay.
DOR. duration of response. ECOG PS, Eastern Cooperative Oncology Group per

status; IRC review v,

Cohort & (n=28). g carboplatin AUC § L Triplet intravenous, ORR, cbjective response rate; PD, progressive disease; PFS, progression-free survival. RECIST v1.1, Response Evaluation
Cohort § (n=8) 4 mghg . 200 mg . cispiatin 75 mgim? | Criteria in Solid Tumors version 1.1
Cohort & (n=6) § ]

e 807. Tt 100 4
£ ;g P Dot T Tngiet Best overall response (N = 30)°
" 804 - m Compiete response (n= 1, 3.3%) - ¥
¥ : 0 - ORR: 66.6% [iamemsrs i ORR: 50%
o . . 0 g 80 = o B Stable disease (n = 6, 20 0%) 100+ ' <1% (n=5)
; = " 2 o W Progressive disease (n = 3, 10.0%) %~ 80+ " 1-49% (n=4)
i 2l : T = s e
s 18 Ly, ] I I . § 2 ; + Treatment ongoing
° - ‘. ®
% 20 & xS . % ] ;E
E -ig o o, g. cE@
£ =0 LIl § el 1 gE 0
o -80 . b3 b - -
£ o v e = 1 §e
2 0 “ L § o ‘ % 1
® -%0 . o E g0
¥ -100 + Trestment ongoing 07 v
& ~1107 + rannea dose level = 6 0mag 100 -]
Patients (N=90) Patients ~100

>3 TRAEs 33%

Modified of Bironzo P, 2024

Levy B et al, ASCO 2024; Patel JD et al, ASCO 2024; Papadopoulos KD et al, WCLC 2023

>3 TRAEs 40%

>3 TRAEs 31.6%



ADC + ICIs + PLATINUM in Treatment-naive NSCLC Patients

- Primary objectives: TI t: Pl : N LungO4
Key eligibility criteria
B . o
- Advanced/metastatic + Dose expansion [ N T 610 mgikg on 01 and DI* + Key eligibility Cohort1  Dato-DXd 4 mg/kg + durvalumab 1120 mg,
NSCLC + <1 fine of platinum CT (cohorts 1 and 2)¢ [Pop— B b tefd P p— R :‘I’X:":“(j ":.::;“'S’ (Doublet)  QIW (n=5)
« Dose escalation® « Tn " f T . v » i +
3 ee ST Ere Theraey® Ih‘lz";g”;c"?“?‘;“ foshoit 2: eniciment after - Secondary objectives: -y treated or Cohort2  Dato-DXd 6 mg/kg + durvalumab 1120 mg, , Dato-DXd 6 mgikg + durvalumab 1120 mg,
ff PK d treatment-naive (Doublet)  Q3W (n=3) Q3W (n=16)
Treatment-nal efficacy, . an + DLTs In safety undn
o Tr ive (cohorts 3-6) . d advanced or
antidrug antibodies | pmieinodd NSCLC®
= == s . $G RP2D on D1 and D8* + . Pf S’-":;"“'C o
Pembwro 200 mg on D1* L 0 honable
N . y +
e | g':‘_’;‘"""’ Cohort 4 I Dato-DXd 6 mg/kg + durvalumab 1120 mg _, Dato-DXd & mg/kg + durvalumab 1120 mg
1L Patients Only Dato-DXd . Pembro ) Platinum CT + 4 cycles carboplatin AUC 5, QIW (n=6) + 4 cycles carboplatin AUC 5, Q3W (n=8)
« Primary endpoint: Safety and

« Key secondary endpoints: ORR and disease control rate by investigator assessment per RECIST v1.1 |

C C (NsQ)
n=81)p

us(122-2.3) 142(10-230)

Data cutoff: 03 June 2024 :: bw-um . . medion (range).

.. ORR:56.0%

ORR:45.1%  ORR: 39.0% ORR: 76.9%

u -
2 509 PD-L1 status
E 20+ Cohort C (NSQ) oh 100 <1% (n=5)
& a4, SG + CP st % 80 " 1-49% (n=3)
4 (n=51)b o=
P20 . £ " 250% (n=5)
§_ (n=5)
& 104 Bt verl resgonsa Bast oowe sl reapnse 5G sose 60
2 "o 8 Contmes putis meponas (= 23) % o  Conbme patia repanes o = 18) % 7.5 mphg » g + Treatment ongoing
E 09 I..l ~ Prasp—— . W = Sutie dtonss 1 = 17) CRUEM £Eg 404
5 -10 ot 2 L " Progressi disase (n = 5) # Progressive deass (n = ) &‘
5 —201 o -i - P — w §5 20
E -304 - igu fi,. 56 o1
a -404 . - ! £s ¥ =< 204
£ 50 CL R 22 Eg st
$ 601 Y 5} o . R - 3 £5 401
o4 C fol / 7 3 &5 a0
® -90 . o 7 5 7
% ~1001 + Treatment ongoing fe o -3" as ~100 =
=110« planned dosa level = 6 0 mgkg “n
a0 o

Patients (N=90)

23 TRAEs 56% Serious TEAEs 62.1%  Serious TEAEs 54.5% 23 TRAEs 57.1%

Modified of Bironzo P, 2024 Levy B et al, ASCO 2024; Gray JE et al WCLC 2024



pCR and mPR rate (%)

NeoCOAST-2: Open-label, multi-arm platform preoperative study

Key eligibility
criteria
+ Stage lIA-llIB
resectable NSCLC R —
(AJCC 8t edition)
« EGFR/ALK wild-type [Rassi
(<1% vs 21%)

* ECOGPSOor1

Neoadjuvant for

4 cycles Q3W

Arm 1: Oleclumab + durvalumab
+ platinum-doublet CT*

(N=76)

Arm 2: Monalizumab + durvalumab
+ platinum-doublet CT*

(N=72)

Arm 4: Dato-DXd + durvalumab

+ single-agent platinum CT*
(N=54)

Surgery?

Adjuvant for
up to 1 year

Oleclumab + durvalumab
Monalizumab + durvalumab

Safety and

efficacy
follow-up

Primary endpoints
» pCRrate$

Key secondary endpoints
« mPR ratef and EFS
= Safety and tolerability = Feasibility of surgery

Statistical considerations

« This study was not powered to make direct statistical comparisons between arms.
* Descriptive statistics are summarised and presented.

* The primary intent was to look for preliminary efficacy signals by calculating pCR rates.

Arm1
Oleclumab + durvalumab + CT
100 - mITT*

N=60

80 -
60 - 45.0%
40 -

20.0%
20 -
0 -

pCR mPR

Arm 2 Arm4
Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT
100 - mITT* mITT*
N=60 N=44
80 4 65.9%
53.3%
60 -
26.7%
40 4
20 -
0 E
pCR mPR

| Safety profile of Arm 4: Dato-DXd + durvalumab + CT |

n (%) Neoadjuvant Post-surgery Adjuvant
N=54 N=46 N=25

Any TEAE 53 (98.1) 24 (52.2) 11 (44.0)

Any TRAE 52 (96.3) 6(13.0) 5(20.0)

Grade 23 TEAE 13 (24.1) 4 (8.7) 1(4.0)

Grade 23 TRAE 10 (18.5) o] o]

AE leading to

discontinuation 4(7.4) 0 0

SAE 10 (18.5) 7 (15.2) 1(4.0)

Any SAE with a

outcome of death g (P2 0

aDue to idiopathic pulmonary fibrosis unrelated to treatment.”

Any-grade TEAEs in 210% of patients from neoadjuvant phase'

Anaemia

Asthenia
Neutropenia
Thrombocytopenia
Alopecia

Nausea

Constipation

Stomatitis M Grade 1-2

Diarrhoea M Grade 23

Vomiting
Mucosal inflammation
Fatigue

Epistaxis

0 5 10 15 20 25 30 35 40 a5
Rate of AEs (%)

Cascone T et al, WCLC 2024



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC.: Interim Analysis (IDeate-Lung01)

I-DXd is a B7-H3 (CD276)—directed ADC with 3 components'-:
A humanized anti-B7-H3 IgG1 mAb
A tetrapeptide-based cleavable linker that covalently bonds antibody and payload

Atopoisomerase | inhibitor payload (an exatecan derivative, DXd)

Humanized anti-B7-H3 Deruxtecan24¢

[ !
o w © W 9 H o]
N\)L N))L N 0\)\
Y O
e &
Cleavable tetrapeptide-based linker
Topoisomerase | inhibitor payload

(DXd)

I-DXd 8 mgl/kg (n=46)?

Key patient inclusion criteria
» Extensive-stage SCLC 8 mg/kg q3w l

Ifinatamab deruxtecan

» 21 prior line of platinum-based (n=46)
chemotherapy and <3 prior
lines of systemic therapy

Stratification

Progression on or after most * 2L chemotherapy treatment-free
9 interval (<90 vs. 290 days), 2L or 3L

TREEL SYESie BIElERy * Prior anti-PD-(L)1 (yes vs. no)
+ Asymptomatic brain
metastases permitted Ifinatamab deruxtecan

« ECOG PS 0-1 12 mg/kg q3w
(n=42)

(n=88)

Primary endpoint Secondary endpoints Exploratory endpoint
* ORR (BICR) * DoR, PFS, OS, DCR, TTR, PK, safety * Intracranial ORR

I-DXd 12 mg/kg (n=42)2

Patients

% 100 - S 1001

Ex 80 cORR, 26.1% (95% CI, 14.3-41.1) § 2 80- cORR, 54.8% (95% Cl, 38.7-70.2)
c @ 601 £ 8 60-

g8 )

Q-5 40- S8 407

=} ] —

oL 20 o8 20

o 9 T o,

a2 o Q5 0

ES . §2 -

g £E -2

o 2 -40- gg -40

g-ﬂ C o

§ 8 601 S g -60-

£ 14}

S g -801 PD W sD M PR M CR 25 801  PD [nSD MPR [ NE®
g -100- & -100-

Patients

Rudin CM et al, WCLC 2024



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC: Interim Analysis (IDeate-Lung01)

1-DXd 12 mg/kg (n=42)
Grade 23 Total (%) / Grade 23 (%)

I-DXd 8 mg/kg (n=46)

Total (%) / Grade 23 (%) Grade 23 B

Nausea 28.3/0

50.0/2.4
Decreased appetite 429/24
Anemia 35.7/11.9
Neutrophil count decreased/
neutropenia? 109/2.2 33.3/16.7
WBC decreased 214/71

Asthenia 2141/0
Infusion-related reaction 14.3/0

Diarrhea 14.3/4.8

Fatigue 14.3/4.8
Vomiting 15.2/0
50 40 30 20 10 0] 0 10 20 30 40 50
100 A 100 A
Median (95% Cl) PFS, months: Median (95% Cl) OS, months:
80 » |-DXd 8 mg/kg, 4.2 (2.8-5.6) 80 » [|-DXd 8 mg/kg, 9.4 (7.8-15.9)
2 » |-DXd 12 mg/kg, 5.5 (4.2-6.7) = » |-DXd 12 mg/kg, 11.8 (8.9-15.3)
£ oo 5 w0
] 2
3 g
s 40 1 g- 40
i 0
& + Censor o + Censor
20 1 20 A
—— 8 mg/kg (n=46) —— 8 mg/kg (n=46)
—— 12 mg/kg (n=42) —+— 12 mg/kg (n=42)
0 T T T 1 T T 1 1 T T 1 T T 1 1 0 T 1 T T 1 T I T T 1 1 T 1 T T T T T 1 T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Months Months
Number of patients still at risk Number of patients still at risk

8mglkg 46 44 37 25 21 18 12 9 8 7 7 7 5 5 1 0 8mgkg 46 45 43 41 37 33 32 31 26 22 21 1917 1614 9 5 1 1 1 0 0
12mglkg 42 41 38 30 29 22 15 12 10 9 9 7 4 4 1 0 12mglkg 42 41 40 37 37 34 34 33 20 27 25 23 20177 10 8 5 1 1 1 1 0

Rudin CM et al, WCLC 2024



Sacituzumab Govitecan as Second-Line Treatment in ES-SCLC

Tumor response over time?

100
Best overall response®
75
B Confirmed partial response (n = 18)
B Stable disease (n = 18)
50 B Progressive disease (n = 4)

Percentage change from baseline-target lesions

-100

Weeks

e 76.7% (33/43) of patients had tumor shrinkage

80

Best percentage change from baseline

100

50

20 |

=30

-50

=100

Best percentage change from baseline in total

sum of target lesion diameter2

Best overall response®

B Confirmed partial response (n = 18)
B Stable disease (n = 18)
B Progressive disease (n = 4)

Patients

e 48.8% (21/43) of patients had a reduction of >30% in target lesion diameter

Dowlati A et al, WCLC 2024



SHR-A1921 (TROP-2 Targeted ADC) as Second-Line Treatment in ES-SCLC

100 — BOR : ; : ‘X PD
. el
9 80 SD : E : =, — On treatment
:; PD : » Discontinuation
£ 604 : -_ x PD : PR
] : : : :
g 40 0 3 6 9 12 15 18 21 24 27 30 33 36 39
£ Time from first dose (Weeks)
-E 20t N e e ccccasccasssasssssssasssassasasesmsssesease s
o —
£ o (N=17)
T GG BT EEEER Evaluable, N 15
o -40
£ BOR, n (%)
S 60+
% PR 5(33.3)
M -804
SD 5(33.3)

1100- PD 5(33.3)
Prior RT + - + - + + - - - - + - - - +
— T 1 11 Tl 1111 ORR, % (95% CI) 33.3 (11.8-61.6)

HScore 1T 17T T T 17T 17T 17T 17 17T 1717 1 " T DCR, % (95% CI) 66.7 (38.4-88.2)

DoR, months (95% CI) 4.4 (2.3-NR)

Wang J et al, WCLC 2024



Targets of Antibody Drug Conjugates (ADC)

Tumor Monoclonal
antigen Antigen- antibody selective
for an antigen with
* high copy
numbers on target
tumor cell and with
minimal
immunogenic
response

binding
Site

Cytotoxic drug
payload with
potent sub-
nanomolar

Stable link

. Molecularly ‘ENRICHED’ pts’ e = 57

payload only

NSCL C p 0] p u | atl ONns: in target cell activity

— EGFR, ALK, HERZ2, HER3, CEACAM,
MET

Drago JZ, Nat Rev Clin Oncol 2021



Dato-DXd for AGAs (TROPION-Lung05, Phase 2)

Patients

All with Patients
Response per irne e with ALK
BICR il . rearrangement
(N=137)  mutations (N=34)
(N=78) =
S?"? ) . [23 53324831 Srifbzis 8 (23.5)
(1] .8, !
[95% CIJ? ] [32.4,55.3] [10.7,41.2]
S 70 70 70
[95% ClI] [42,98]  [42102] [2.8,8.4]
DCR confirmed L
n (%) ’ (78.8) 64 (82.1) 25 (73.5)
[1]
[95% CIJ? [71 .0],85.3 Jl 7 B9B] [55.6,87.1]
e 5.4 58 43
[95% ClI] [4.7,7.0] [5.4,8.3] [2.6,6.9]

BOR: In the overall population (N=137), 4 (3%) patients
achieved a CR and 45 (33%) patients achieved a PR

100
80
60
40

-20

Best Percent Change

-60
-80
-100

Percent Change

+: ongoing participant

Best Percentage Change from Baseline in Sum of Diameters in Target Lesions

Confirmed BOR
CR B PR |l Stable disease
NON-CR/non-PD [l PD I Not evaluable

. +
+ +
- +
A

Patient i

Percent Change from Baseline in Sum of Diameters in Target Lesions in
Patients With Confirmed CR/PR®

Confirmed BOR

0 1 2 3 4 5 6 7 8 9 10 M1 12 13 14 15 16 17 18 19 20

Time (Months)

Paz-Ares L et al ESMO 2023



TROPION-Lung05, Phase 2: CNS Activity

Confirmed CNS BOR
H PR + Ongoing patients

SD * No prior local therapy
H PD

¥ Non-confirmed PR

100~
80-
S  60-
wn
e 407
%E’ 20
=E 0
o
5 & -20-
= -40-
3 -60-
_80_
-100-

ICORR: 22%. icDCR: 72%.
*CR+PR+SD lasting = 6 months

ICCBR: 44%*

IC PFS per CNS BICR in patients with BL brain mets

n With BL
100 brain mets
Modian IC PFS, mo 69
B0 - (a%% Cn (4.0-8.5)
3? 60 4
.
&
o 404
204
+ Censored
04

L] Ll L] T Ll ¥ ¥ T L] T T T L] L] T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Time (maonths)
No. atrisk: 53 47 33 28 24 20 17T 12 12 1 8 5 4 4 4 2 0
“Por CHS RECIST

Lisberg A et al, ASCO 2024



Trastuzumab Deruxtecan (T-DXd):
A prototype ADC with tumor-agnostic FDA approval

Proprietary Drug-Linker

FDA Accelerated Approval 8/2022*:
» Unresectable/met NSCLC

» Activating HER2 mutation

» Received prior systemic therapy

- N @ FDA Accelerated Approval 4/2024:
it e > Advanced HER2+ solid tumors

First drug approved for HER-mutant
NSCLC.

~ Drug-Linker

Conjugation chemistry

The tetrapeptide-based cleavable linker is connected
to cysteine residues on the humanized anti-HER2
IgG1 monoclonal antibody with the same amino acid
sequence as trastuzumab antibody

ADC=antibody-drug conjugate. HER2=human epidermal growth factor receptor 2

https://www.adcreview.com/trastuzumab-deruxtecan-drug-description/ Ellisen LW, ESMO 2024



Trastuzumab Deruxtecan in NSCLC: Destiny Lung 01

Key eligibility criteria

Unresectable/metastatic
nonsquamous NSCLC

Relapsed from or is
refractory to standard
treatment

Measurable disease by
RECIST v1.1

ECOGPSofOor1

Cohort 1: HER2-overexpressing
(IHC 3+ or IHC 2+)*

Cohort 1a: HER2-overexpressing

Key eligibility criteria

Unresectable/metastatic
nonsquamous NSCLC
Relapsed from or is
refractory to standard
treatment

Measurable disease by
RECISTv1.1

ECOGPSofOorl

Primary end point

* ORR

Secondary end points
* PFS

+ 0S

* DOR

+ DCR

Interim
analysis
of Cohort 2°

+ Safety and tolerability ‘

Data cutoff:
November 25, 2019

T-DXd 6.4 mg/kg q3w (IHC 3+ or IHC 24)
n=42 T-DXd 5.4 mg/kg q3w
(To be presented at WCLC: n=40
abstract 1587)
“ohort 2: HER2-mutated [Rakakkanivad
HER2-mutated
T-DXd 6.4 mg/kg q3w T-DXd 6.4 mg/kg q3w
n=42 n=50
Cohort 1: Cohort 1a:
HER2-overexpressing® HER2-overexpressing
(IHC 3+ or IHC 2+) (IHC 3+ or IHC 2+)
T-DXd 6.4 mg/kg q3w T-DXd 5.4 mg/kg q3w
n=49 n=41
Cohort 2: HER2-mutated
T-DXd 6.4 mg/kg 3w 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
* PFS

+ 0§

* DOR

* DCR

+ Safety and tolerability

Interim
analysis
of cohort 1

Confirmed ORR 61.9%

n (95% Cl) 26 (45.6-76.4)
CR, n (%) 1(2.4%)
PR, n (%) 25 (59.5%)
SD, n (%) 12 (28.6%)
PD, n (%) 2 (4.8%)
Not evaluable, n (%) 2 (4.8%)

DCR 90.5%

n (95% Cl) 38(77.4-97.3)

Median DOR, months (95% Cl) NE (5.3-NE)

Median PFS, months (95% Cl) 14 (6.4-14.0)

Median OS, months (95% Cl) NE (11.8-NE)

-

Adapted from Smit E et al, WCLC 2020

Data cutoff:
May 31, 2020

Response Assessment by ICR IHC 3+ (n = 10) HC 24 (n = 39) Owverall (N = 49)
Confirmed ORR, 20.0% 25.6%% 24.5%
n (95% Q1) 2(25-556) 10(13.0-42.1) 12(13.3-38.9)
CR, n (%) 0 1(2.6%) 1(2.0%)
PR, n (%) 2(20.0%) 9(23.1%) 11(22.4%)
S0, n (%) 6(60.0%) 16 (41.0%) 22 (44.9%)
PD, n (%) 1(10.0%) 10 (25.6%) 11 (22.4%)
Not evaluable, n (%) 1(10.0%) 3(7.7%) 4(8.2%)
. DCR, 80.0% 66.7% 69.4% ‘
n (95% Q1) 8 (44 4.975) 265 (49.8-80.9) 34 (546818
l Median DOR, months (95% CI) 6.0 (NE-NE) 5.8 (3.2-NE) 6.0 (3.2-NE)

Adapted from Nakagawa K et al, WCLC 2020



Trastuzumab Deruxtecan in NSCLC: Destiny Lung 01

Response Assessment Patients (N=91)
Confirmed objective response*
No. of patients 50
Percentage of patients (95% Cl) 55 (44-65)

Best Percentage Change in
Sum of Diameters From Baseline

Location of HERZ Mutation: 1 Kinase domain i Extracellular domain

Percentage Change from Baseline

8 202070 20| 20202020202019
HERZ Mutation 0SS LR o5 A4 L A 0 00RO LR LR RS COR O s A O

HER2 11 122 il 102/o]z i [ il B 1
Expression [ M M H i HE N M b

HER2

Amplification

Previous HERZ T M MNP 1 M e e I N o o NNININ
Therapy

Patients With <2 Prior Lines of Therapy at Baseline

100

80 Best (Minimum) Change, %

60 - N Median Minimum Maximum
40 4 58 -44.0 -.91 14

PFS

Patients, %

0123 45 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27
Time, mo
No. atRisk 91 89837469554942393125211919151513 9 7 7 2 111 1110

Patients With >2 Prior Lines of Therapy at Baseline

122 i Best (Minimum) Change, %

60 - N Median Minimum Maximum
40 27 -43.0 -100 -6
20

Best Percentage Change in
Sum of Diameters From Baseline

0S

100

Median, 17.8 (95% ClI, 13.8-22.1)

b
o 0t kg o

0

o
X 70
P s S, Ml
-
c 50 e ——————— e g e Ty
Q2
] 400 o o s o R
g 30
04 0
10 H
1
0 L

0123 456 7 8 910111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Time, mo
No. at Risk 91 89 88 86 82 77 75 75 70 68 65 58 51 46 36 292522 1919171514 1313107 5 3 1 0

Li T et al, NEJM 2021



Trastuzumab Deruxtecan in NSCLC: Destiny Lung 02

Key Eligibility Criteria?

» Metastatic HER2mP
NSCLC

« 21 prior anticancer therapy
(2L+), including platinum-
based chemotherapy

* Measurable disease
per RECIST v1.1

« ECOGPSof0Oor1

Stratification Factor:
« Prior anti-PD-(L)1
treatment

Patients and investigators
were blinded to the dose level

T-DXd 5.4 mglkg
Q3w
N = 102¢

T-DXd 6.4 mglkg
Q3w
N =50

Primary Endpoint

Confirmed ORR by BICR

Secondary Endpoints

Confirmed ORR by INV
DoR by BICR and INV
DCR by BICR and INV
PFS by BICR and INV

Exploratory Endpoints
« PROs:

« EQ-5D-5L

+« EORTC QLQ-C30
« EORTC QLQ-LC13
+ NSCLC-SAQ

Efficacy

Efficacy summary

cORR,b n (% [95% CI])

T-DXd 5.4 mg/kg
n =102

51 (50.0 [39.9-60.1])

T-DXd 6.4 mglkg

n=50
28 (56.0[41.3-70.0])

CR|PR 3(2.9)] 48 (47.1) 4 (8.0)| 24 (48.0)
SD |PD 44 (43.1)] 4 (3.9) 18 (36.0)| 2 (4.0)
Non-evaluable 3(2.9) 2(4.0)
DCR,¢ n (% [95% CI]) 95 (93.1[86.4-97.2]) 46 (92.0[80.8-97.8])
DoR,? median (95%Cl), months 12.6 (6.4 to NE) 12.2 (7.0 to NE)
PFS, median (95% Cl), months 10.0 (7.7-15.2) 12.9(7.2-16.7)
0S8, median (95% CI), months 19.0 (14.7 to NE) 17.3 (13.8 to NE)

Follow-up, median (range), months

15.8 (1.1-28.6)

16.5 (0.6-28.7)

Statlstlcal considerations
Statistical hypothesis testing for the primary analysis was
performed by comparing the lower limit of the 95% Clopper-
Pearson Cl of cORR with the benchmark ORR of 26.4%?37
This study was not powered to statistically compare between
treatment arms

Overall safety

Drug-related TEAES, % W T-DXd 5.4 mg/kg (n = 101)?

W T-DXd 6.4 mg/kg (n = 50)°

Grade 23

Associated with drug discontinuation

Associated with drug interruption

Associated with dose reduction

Associated with death

Adjudicated drug-related ILD/pneumonitis
T-DXd 5.4 mg/kg

Adjudicated as drug-related
ILD/pneumonitis, n (%)

T-DXd 6.4 mglkg
n =101 n =502

Total 15 (14.9) 16 (32.0)
Grade 1 4 (4.0) 3(6.0)
Grade 2 9(8.9) 11 (22.0)
Grade 3 1(1.0) 1(2.0)
Grade 4 0 0
Grade 5 1(1.0) 1(2.0)

Adjudicated drug-related
ILD/pneumonitis, n/N (%)

Time since prior anti-PD-(L)1 therapy®

T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg

>3 months 5/44 (11.4) 10/28 (35.7)
<3 months 6/30 (20.0) 3/11 (27.3)
No prior therapy 2/27 (14.8) 3/11 (27.3)

Janne P et al, ASCO 2024



TDXd In NSCLC Overexpressing HER?2

Cohort 1 Cohort 1a
Trastuzumab Deruxtecan 6.4 mg/kg Trastuzumab Deruxtecan 5.4 mg/kg
(n = 49) (n=41)

100 1 100

Baseline HER2 IHC status
. IHC 2+ (n = 35)
“18 I HC 3+ (n=9)

40 +

Baseline HER2 IHC status
. IHC 2+ (n = 17)
1 JPIHC 3+ (n=17)

© ORR: 34.1% (20.1-50.6)

20 ¥

80 1

=]
o

ORR: 26.5% (15.0-41.1)

-20

A
(=]

Best Percentage Change in

Best Percentage Change in
Sum of Diameters From Baseline
Sum of Diameters From Baseline

&
<]

-100

Cohort 1a (all patients) 14/41 34.1 (20.1-50.6) ——
0
» HER2 IHC 3+ 9/17 52.9 (27.8-77.0) @ 52 4 9 /0
HER2 IHC 2+ 5/24 20.8 (7.1-42.2) @ 20 80/0
RN Y QN N SN N . a—
1. Smit EF et al. Lancet Oncol. 2024;25:439-454. 0 1 20 30 40 50 60 70 80

ORR (%)

Courtesy of Planchard D, ESMO 2024



TDXd In NSCLC Overexpressing HER2: Destiny Lung03

Patient population

» Aged 218 years

+ Centrally assessed HER2-OE
(IHC 3+/2+)* unresectable,
locally advanced or metastatic
nonsquamous NSCLC

Measurable disease per
RECIST v1.1

WHO/ECOG performance
status 01

Patients in Part 1 had 1 or 2
prior lines of therapy; patients
with therapy-targetable
alterations must have had prior
appropriate targeted therapy

— Part 1: dose escalationt (enrollment complete)

Arm 1A: T-DXd + durvalumab + cisplatin Q3W
Arm 1B: T-DXd + durvalumab + carboplatin Q3W

Part 1: fixed-dose monotherapy (enroliment complete)

Arm 1D: T-DXd 5.4 mg/kg IV Q3W (N=36)

— Part 3: dose confirmation and expansion (currently recruiting)

T-DXd + volrustomig + carboplatin

— Part 4: safety run-in and expansion (currently recruiting)

T-DXd + rilvegostomig + carboplatin

Key endpoints
for the T-DXd

monotherapy arm
*+ ORR
+ DOR

Investigator

assessed
* PFS

+ OS

+ Safety and
tolerability

Data cutoff for the Part 1 T-DXd monotherapy arm results: April 1, 2024+

84.2 (60.4, 96.6)

ORR by EGFR TKiI status
68.4

17.6
(3.8,43.4)

13/19 317

Prior EGFR TKI EGFR TKI naive

11.7 (5.5, NE)

4.6 (4.5, NE)

70.6 (44.0, 89.7)

N= 36 pts
100 7 overall ORR ORR by HER2 IHC status
90 -
80 -
= . 56.3 (43.5, 87.4)
S e (29.9, 80.3)
S s04{ (279,61.9) 35.0
= 5. (15.4, 59.2)
S 30 -
T 20 -
10 -
g 7/20
Median DOR,
months (95% 11.0 (5.5, 16.7) 12.5 (5.5, NE) 6.6 (4.5, 11.0)
cl)
DCR at
12 weeks, % 77.8 (60.9, 89.9) 81.3 (54.4, 96.0) 75.0 (50.9, 91.3)
(95% Cl)

N=36pts

Part 1: T-DXd monotherapy arm (N=36)*

100

w
Grd

ORR: 44.4% (27.9-61.9)

1
o
S
1
»

Best change from baseline in target lesion size (%)
o
T

-100

PD-L1
status’

Part 1: T-DXd monotherapy am (N=36)

PD-Lt
I 1 3 ] -
= B R
I HER2 HC 3+ HERZIHG 2+
HER2 IHC 2+ A PRorEGFRTKI
A PriorEGFR TKI POLI<tE
PD-L1<1% : POLI1-45%
POL1250%
I PD-L11-48% i boin
W PD-L1250% X Desh
om
» Censoreda st
evaluzble stan
¥ Onsiudy, post
treatment
Start of subsecuent
l"ﬂﬁw
[ LestdessofT-OHd

=2 mDOR: 11.0 (5.5 — 16.7)

EEEEEEEEEEE R E T
Time from first dose (weeks)

Planchard D et al, WCLC 2024



HER3-DXd for EGFRm+: HERTENA-LungO1

HERS3-DXd IV Q3W

¢ Advanced EGFR-mutated NSCLC

* Progression on most recent systemic
therapy

¢ Prior EGFR TKI and platinum-based
chemotherapy (amended protocol required
prior osimertinib)

* Inactive or previously treated asymptomatic
brain metastases allowed

* Pretreatment tumor tissue required®

Fixed dose:

5.6 mg/kg

_

Enroliment continued
(N = 225)°

February 18, 2021

A benefit-risk assessment
of phase 1 data supported
the closure of the
uptitration arm

*  Primary endpoint: cORR by BICR
+ Key secondary endpoint: DOR by BICR

100.0 4
80.0 A

60.0 4

%

Uptitration
C1D1: 3.2 mg/kg
C2D1: 4.8 mg/kg
C3D1+: 6.4 mg/kg

January 18, 2021 —

HER3-DXd 5.6 mg/kg (N=225)"

Confirmed best overall response (BICR)

mCR ®PR

SD ®mPD mNE

o
9]
q
0
L
[
§°.
o g
s ° -
g .g LUl | | | I
v E
£ o -200 A
0%
2 -400
2
o -60.0
i
o -8004
-100.0 -

ORR: 29.8%

Type of EGFR TKI resistance mechanism

February 18, 2022

Enroliment
discontinued (N = 50)¢

September 16, 2021

Association of Baseline Tumor HER3 Membrane H-Score With Confirmed BOR by BICR

Following Treatment With HER3-DXd 5.6 mg/kg (N = 225)2

300
% KA
X o %°
w g 250
I
(%] L]
] @ 200
ET %:n hd
=1 2o X
: § 150 ~‘.. °
c o ()
£ g oo
3 @ 100
8 =
50 ole
ole o
! -
04 v T
Confirmed BOR (BICR) CR/PR sD PD NE
Biomarker-evaluable patients, n/n 54/67 89/99 35/43 15/16
H-score, median 205 205 179 195
Range 0-300 0-300 0-300 15-295

+ Ongoing treatment

EGFR-dependent, only EGFR-independent, only Both EGFR-dependent and - None identified
(n=34) (n=81) independent (n=32) (n=77)
Confirmed ORR (95% Cl), % 32.4 (17.4-50.5) 27.2(17.9-38.2) 37.5(21.1-56.3) 27.3(17.7-38.6)

32.4%

37.2%

Nausea [] 63 66
Thrombocytopenia (grouped PT) 44
Decreased appetite [ 42
Neutropenia (grouped PT) 36

Constipation 34
Anemia (grouped PT) 33
Fatigue 31
Diarrhea 28
Vomiting 27

Leukaopenia (grouped PT)

Alopecia

Asthenia

19

Dyspnea
Aspartate aminotransferase increased 17
Hypokalemia 17 B Grade 23
Cough 16 mGrade 1/2
16

Abdominal pain (grouped PT)

0 10 éU 3‘0 4IU SID b‘b T‘D :;0 QID 1 60
Proportion of Patients, %

Yu H et al, J Clin Oncol 2023



SHR-A2009 (fully-human anti-HER3IgG1mADb)

+ A multi-national, open-label, first-in-numan, phase 1 trial (NCT05114759)

Key eligibility criteria

+ Relapsed/refractory
advanced solid tumor
(no applicable standard
therapy)

+ ECOGPS0-1

+ Measurable lesion per
RECISTv1.1

Primary objectives

+ Safety, tolerability,
RP2D

Secondary objectives

+ Preliminary efficacy,
PK, immunogenicity

Parameter

Dose escalation Dose expansion Indication expansion
4 seled 08 oMt | 2131 pr ot
135 mglkg, Q3W 8-10 patients per cohort

12.0 mgkg, Q3W

NSCLC with EGFR
mutation
NSCLC without
EGFR mutation

6.0 mghkg, Q3W
4 5mghkg, Q3W
As of data cutoff of Apr. 24, 2023

* Dose escalation for 10.5 mg/kg cohort completed

+ 42 patients enrolled and treated (dose-escalation, n=22; dose-expansion, n=20)
+ Treatment ongoing in 21 patients

All Patients NSCLC Patients

(N =42) (n = 36)
Median age (y) (range) 59 (42-68) 59 (42-68)
Female, n (%) 27 (64.3) 22 (61.1)
Asian, n (%) 42 (100) 36 (100)
ECOG PS 1, n (%) 35 (83.3) 35(97.2)
Tumor type, n (%)

NSCLC 36 (85.7) 36 (100)
Others 6(14.3) 0(0)
Tumor stage IV, n (%) 42 (100) 36 (100)

Site of metastasis, n (%)

Bone 19 (45.2) 17 (47.2)

Brain 12 (28.6) 11 (30.8)

Liver 11 (26.2) 8 (22.2)
EGFR activating mutation, n (%) 34 (81.0) 34 (94.4)
Ex19Del 17 (40.5) 17 (47.2)
L858R 15 () 15 (41.7)
G719X 2 (4.8) 2(5.6)
Median prior lines of systemic therapy, range 3(1-11) 3 (1-61)
Prior 3rd-generation EGFR TKI, n (%) 29 (69.0) 29 (80.6)

80 = 45mg/kg = 9.0 mg/kg
= 3.0 mg/kg = 7.5 mg/kg
1.5 mg/kg 6.0 mg/kg

N
o
1

Best Change in SOD
From Baseline, %
7 &

ORR in NSCLC: 30.0%
(95% CI, 14.7-49.4)

LI
g 3
>

;

-60 ) )
Tumor type S 8 8 ;

| -

S 3
EGFR activating
mutation

> >

Prior 3¥-generation &
EGFR-TKI

1)

| N
28539

| P |
2988
= > > >

> = > > >

T
8

o
Grex LC —
vl
v o
v
v

-

TRAEs Occurring in 25% of Patients

Anaemia -

Neutrophil count decreased
Nausea

WBC count decreased
Vomiting

Decreased appetite
Alopecia

GGT increased
Hypoalbuminaemia
Dizziness

AST increased 1.9
ALT increased 1ne
Abdominal discomfort ne
Hyponatraemia 9.5
Diarrhoea 9.5
Blood ALP increased 9.5
Urinary tract infection
Proteinuria
Mouth ulceration
Lymphocyte count decreased
Hypocalcaemia Ml Grade 1-2
Cough
Bilirubin conjugated increased | l D] — ‘
0 20 40 60

Wu Y-L et al, ESMO 2023



BL-BO1D1-101 (bispecific anti-EGFR-HERS3)

Dose Escalation Dose Expansion : —
O BL-B01D1 is a first-in-class (FIC) ADC
(Key Inclusion Criteria: \ QW 4-week cycle NSCLC (EGFRmt and EGFRwt) D1D8 Q3W + D1 Q3W CO?ZISélngbOf ag E?FRXHERI:: bISpeleIC
+ Locally advanced or metastatic 0.27,1.5, 3.0 mg/kg a_n I 'O‘ y bounae O anove opmspmerase
NSCLC or other solid tumors T — e | inhibitor payload via a cleavable linker.
+ ECOG PS 0-1 D1D8 Q3W -
. i 2.5, 3.0, 3.5 mg/k i ilitv i
\I>/|1e1asurable disease per RECIST a/kg SCLC previously treated e el A ([l Here, we gpdatg its safety, toleraplll_ty n
- jl oo ot - -y Y4 patients with solid tumor and preliminary
+ Failed standard therapy or withou D1 Q3W My . , 4 ¥ 4
K feasible treatment . 4.5,5.0, 6.0 mg/kg HNSCC previously treated D1D8 Q3W + D1 Q3W ?fflcacy In NSCLC patient cohort in a first-
in-human (FIH) trial (BL-BO1D1-101).

NSCLC EGFRmt with 28 Act|V|ty in N = 40

reated/no CNS mets

DCR 87.5%
(target dose)' “  EGFRmut ORR 67.5% CO RR
30 cORR 52.5% o

NSCLC EGFRmt

92%

Prior systemic chemo line :g_’ 10
b
® 0
25% (10/40) 8% (1/13) 2 I I
E -10
50% (20/40) 46% (6/13) &
s -20 -
2+ 25% (10/40) 46% (6/13) g’ B i i s s .
o, o O .40
DCR (95%Cl), % 87.5 (73.2, 95.8) 92.3 (64.0, 99.8) % s cPR
LS  67.5(509, 81.4) 69.2 (38.6, 90.9) @ 0 @=PR
60 = SD
CORR (95%Cl), % 52.5 (36.1, 68.5) 61.5 (31.6, 86.1) 0 "PD
8.5(2.6, NR) 12.3 (27, NR) 8o * Progressed with new CNS mets
% Progressed with new non-CNS mets

R Sy Yuxiang MA et al, Lancet Oncol 2024



Targeting CEACAMS: SAR408701 (Tusamitamab Ravtansine)
CARMEN-LCO03:

4 B’

Patients with 280% CEACAMS5 expression on tusa rav had improved PFS and OS
PFS 0s

Subgroup HR (95% CI)
All participants 1.143 (0.864-1.512)

HR (95% CI)
0.864 (0.644-1.109)

Tusa rav

Dual primary endpoints*

+ Patients with nonsq NSCLC with prior
latinum-based CT and ICI treatment
CEACAMS expression (224 intensity

in 250% of tumor cells assessed by

100 mg/m? Q2W*

+ PFS as per IRC
(N=225) « 0S

ECOGPS
0

1
Geographical region
Asia
Western Europe/North America

1.613 (0.951-2.734)
0.915 (0.665-1.258)

1.372(0.779-2.417)
1.105 (0.74-1.65)

0.903 (0.545-1.497)
0.817 (0.597-1.119)

0.718 (0.402-1.283)
0.866 (0.593-1.266)

—e
Skl - Docetaxel Secondary endpoints _— CZ’ the world . 0.911(0.57-1.489) 0.953 (0.585-1.553)
+ 21 measurable lesion by RECIST v1.1 75 mg/m2 Q3W"* + ORR + Safety Sequential 1,532 (0.964-2.435) 1.176 (0.761-1.818)
\ « ECOGPSOor1 ] (N=225) R HRQOL « DoR = (?:nl;T:u'l?:S T';: )chemomerapy e 0.918 (0.655-1.286) 0.7 (0.499-0.982)
<1 — 1.251 (0.789-1.982) 0.865 (0.56-1.335)
> f— 0923 = ) 0 —1 128)
Stratified by: ECOG (0 vs 1), geographical region (Asia vs Western Europe + Australia + NA THC CEACAMS 2+/3+ (%) a— —
vs ROW), and prior ICI treatment (sequential vs combination with chemotherapy) 52;79 e 8;2 5835317333 égmggg‘;_iga)
Hg/ty
o & > 5 <100 — 1.109 (0.746-1.648) 0.802 (0.54-1.191)
The final PFS and interim OS results are presented, with early study termination | — 1075 (0.716-1.609) 0,973 (0.664-1.427)
jor taxanes
. Yes —— 1.342 (0.712-2.529) 1.095 (0.578-2.074)
+ Final PFS/IA1 of 0S: When either ~210 deaths (~58% of IF) or ~221 PFS events were observed, whichever occurred first No — 1045 (0773-1413) 0.792(05%0-1062)

+ TA2 0S: When ~290 deaths (~80% IF) were observed (OS HR critical value of 0.745 if PFS not significant)
+ Final OS analysis: When ~363 OS events were observed (OS HR critical value of 0.792 if PFS not significant)

tusamitamab ravtansine

a N )
PFS?® per IRC osb
(final prespecified analysis) (first interim analysis) oy \“/\/\ ) \}/—>_ /
— ¥ s N o
Tusarav Docetaxel Tusa rav Docetaxel o ‘ \.«l—<

1.0 (N=194) (N=195) 1.0 (N=194) (N=195)
@ 0.9 mPFS, months 5.4 5.9 @ 0.9 mOS, months 12.8 11.5
‘g’ 0.8 (95% CI) (3.7-7.0) (5.5-7.4) ‘é 0.8 (95% CI) (11.8-14.2) (8.9-15.2)
S 0.7 1.14 (0.86-1.51); 5 0.7 0.85 (0.64-1.11);
@ i) HR (95% CI) p=0.8204¢4 o ] HR (95% CI) p=0.112¢¢
5 . 5 0.6
‘D 0.5 ] 0.5
T 04 % 04
g 0.21 § 0.2 + Specific for the A3-B3 domain + Cleavable inside » Maytansinoid (DM4)

0.1 0.1 of CEACAMS cells + Inhibits tubulin polymerization

0 0 - 0 0 J + No cross-reactlvity with CEACAM1, « Stable in plasma

. T T T T T T T T T T T T T T T T 2 T T T T T T T T T T T T T T T T CEACAMS, or CEACAM8 and aqueous
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 formulation
Number at risk Tite {fmonts) Number at risk Tiree (months) ) b d . f
Tusarav 194112 68 50 31 24 18 1512 8 8 6 4 2 1 Tusarav 194 165124 95 73 49 38 33 28 22 13 7 4 2 0 Average Drug Antibody Ratio (DAR) of 3.8
Docetaxel 195122 67 47 26 13 8 4 2 1 1 0 0 0 O Docetaxel 195 158 118 78 59 46 32 25 15 10 5 4 1 1 O

Yuxiang MA et al, Lancet Oncol 2024




Targeting MET-Amplified and c-Met—Overexpressing Tumors:
Telisotuzumab Vedotin (ABBV-399)

c-MET Overexpressing MET Amplified PR Lo T
- — 904 B NSCLC
15007 ¢\ waa o .. 1800 "Hs 746T ® Vehicle-PBS = — e - 300
T IgG: 6 mg/kg MET ° =
c-MET ° . N ABT-700: 10 mg/kg =~ @
L : - ABT-700: 1 mg/kg 1500 famplified o ] =
Q 1200 overexpression * oG MMAE: 1 ABBV-399:1mg/kg .
€ 3 1me/ig ® \BBv-399:3melks 2 U] .- L
S ® ABBV-39%:1mg/kg 100 f S =
S & 900F E = N =4
> = S & 900 £ 20 _— : : I
5 £ 6oof - £ . .- ) . -
: 2 = wof (TTTTY T %
=] L =y 1) s s nsusi.. R
- 300 [ IE 300k = o i e e e ey T i
o= * - '
0 . ,‘_T’ i e
[ABT-700 VVVVVY ok - 3
A AAAAAAL ABT- VYVVVV 'a—; W — e — — — — — — e ————— ] @
19 33 47 61 75 89 103 117 "EMQE’ "2'.7"'4.1 T =2
Days =
y Days < 60
Wang, CCR 2017; Wang, BMC Cancer, 2016

Activity seen almost only in NSCLC SticklerJH et al, J Clin Oncol 2018

c-Met-overexpressing tumors (H-score=150)

Histology matters H-score2130

Antibody ratio of approx_imately (DAR) 3 I

c-Met continuous expression (by H-score) Courtesy of Planchard D, ESMO 2024



Teliso-V In NSQ EGFRwt c-Met expressing (LUMINOSITY stage 2)

Stage 1
N~150

* Received <2 prior lines of

* c-Met+ NSCLC as assessed

Treatment phase

Y INCLUSION CRITERIA
Patients with MET OE
advanced/metastatic
NSCLC

systemic therapy

by an AbbVie designated

IHC laboratory

o MET intermediate:
225% to <50% staining
at 3+ intensity

o MET high: 250%
staining at 3+ intensity

Non-sq EGFR MU
(n~60)

(n~30)

—
>
©

°

Ll

o
s

:

A
=
@

£
<)
c

fri]

Squamous
(n~30)

Non-sq EGFR WT Chie g o)
(n~60) c-Met intermediate
(n~30)

c-Met high (N~30)

c-Met intermediate

Go/no-go decision to Stage 2

c-Met c-Met

High Intermediate

(n=78) (n=83)
Number of responders 27 19
Median DOR, months 9.0 1.2
[95% CI] [4.2,13.0] [5.3, 11.5]
DOR 26 months, n (%) 17 (63.0) 9(47.4)

c-Met c-Met

Intermediate High

IHC 3+ 225%| IHC 3+ 250%
and <50%

40 1 34.6%
(24.2-46.2)

S 30 -
= 22.9%
a 25 (14.1-33.4)
o\o_ 20 -
i
o 15 1
10 A
5 -
0 =
c-Met High c-Met Intermediate
0.0% 5.0% 10.0% 15.0% 20.0%

Peripheral sensory neuropathy
Edema peripheral

Fatigue

(21.7-36.2)

c-Met OE Total

Decreased appetite
Alanine aminotransferase
i o

5.6, 11.3]

[ Pneumonitisa

Hypoalbuminemia

Nausea

Vision blurred

Aspartate aminotransferase
increased

Asthenia

Anemia

M Grade 3/4/5

Gamma-glutamyltransferase

Keratitis

Neuropathy peripheral

Weight decreased

Camidge R et al, ASCO 2024



Teliso-V in NSQ EGFRmut, c-MET+: Phase 1

Best Percentage Change in Target Lesion Size (per Investigator)?

Per Investigator
' [ 1.6 mgkg Q2W (n=20)
0 56% 977
0 55/0 0 Y 57 167 19 mglkg Q2w {n=18)
53% . (18, 90)
(32,77) 50% 50% 4q0 K
tea 74 (12,68 40 Lk
5 ’ a0 7 0 S TN RN
- 47 ‘'R
i 7 mimn
5 / } /) ¢
8_ 24 ﬁ'{‘f '?; /]
" B P I e .0 - - g 4 G - —
0 177 97
T 7910 %
0 50- 4 7 1
O | o 1 a / Y g
25 833 /N
62567 75 1
mPFS- 6-8mo (5!3-9l2) i -75-9‘”3.30 ,r
Total 16 19 Yes = No 1 g 5 "
nin. 20/38 1120 918 36 10/21 715 9116 417 mDOR 8 Omo (5 6-N R)
Dose, mg/kg METamp FISH 2+°  No. prior lines (metastatic) 00 T

Patients (N=38)
B Confirmed PR (n=20) W SD (n=11) ®PD (n=6)

Horinouchi H et al, ESMO Asia 2023



Buonarroti M, ‘La Pieta (Vaticana)’, Buonarroti M, ‘La Pieta Salem M, ‘A Palestinian Woman
1497-1499, Basilica di San Pietro, Rondanini’, 1652-1564, Museo Embraces the Body of Her Niece’, Pieta
Vaticano Civico Castello Sforzesco, Milano di Gaza, World Press Photo, Prize 2024
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