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HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC - Study Design

lvonescimab (AK112/SMT112) is an anti-PD-1/VEGF bispecific
antibody displaying cooperative binding characteristics.

A randomized, double-blind, phase 3 study?

Patient Population Ivonescimab
h— Anti-VEGF — ‘ Stage I1IB-IV aNSCLC 20 mo/k Q3W (NZI 98) Treatment until
. : : &/Kg no clinical
% { *  No prior systemic therapy benefit
* No EGFR mutations or ALK unacceptable
__ Engineered rearrangements toxicity or up to
MY - ECOGPSOorl - Pembrolizumab _ | 24 months
N=398
PD-L1 TPS >1% 200 mg Q3W (N=200)
‘(\ / . . ( )
N T Stratification Endpoints
s * Clinical stage (IIIB/C vs. IV)
Anti-PD-1 _ s Primary: PFS by blind IRRC per RECIST v1.1
* Histology (SQ vs. non-SQ) Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety
* PD-L1 TPS (>50% vs. 1-49%) \Exploratory: QoL )

Zhang L et al. ASCO 2024;Abstract 8508.
Zhou C et al. WCLC 2024:Abstract PL02.04.



HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC — Response

100

80

N
)

ORR, DCR (%)
s

20

89.9%
DCR

Ivonescimab

70.5%
DCR

Pembrolizumab

Ivonescimab Pembrolizumab
(n=198) (n=200)
ORR, % 50.0 38.5
95% CI) (42.8,57.2) (31.7,45.6)
DCR, % 89.9 70.5
95% CI) (84.8,93.7) (63.7,76.7)
Median DoR, mos NR NR
95% CI) (NE, NE) (8.28, NE)

ORR and DCR were higher with ivonescimab vs.

pembrolizumab.

Zhou C et al. WCLC 2024:Abstract PL02.04.



HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC - PFS
Primary endpoint: PFS per IRRC

Ivonescimab Pembrolizumab
(n=198) (n=200)
100 — mPFS, mos 11.14 5.82
(95% CI) (7.33,NE) (5.03,8.21)
207 Stratified HR 0.51
80 (95% CI) (0.38, 0.69)
70 p-value <0.0001
< 60 — 9-mo: 56% (47, 64)
5 50 --- ====
=) 1 i
40 : E
30 - E 9-mo: 40% (32, 48) 1‘ ) E
20 - E E
+ Censor : X
10 - Ivonescimab : | Median Follow-up: 8.67 months
o Pembrolizumab : :
(I) i é ; :1 ; é 'I/ sla 9 1|o 1|1 1I2 1|3 1I4

Time (months)
Number at risk (Events)

Ivonescimab 198(0) 189(3) 175(13) 156(26) 148(32) 128(44) 99(50) 68(60) 59(67) 38(68) 14(71) 11(71) 3(72) 2(72) 0(72)
Pembrolizumab 200(0) 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.
Zhou C et al. WCLC 2024;Abstract PL02.04.



HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC — Subgroups

Key PFS Subgroup Analyses

PD-L1 Low (TPS 1-49%) PD-L1 High (TPS >50%)

100 100 =
920 1 90 - :
Stratified HR 0.54 Stratified HR 0.46
80 80+
(V) (V)
m (95% CI) (0.37,0.79) o 95%C (0.28,0.75
oy 60 - o 60
PD-L1 expression ; ¢
5 50 E 50
40 40 -
30 30
20 2
+ T + C T
10 Ivonescunab 10 | = Ivonescimal b
Pembrolizumab Pembrolizumab
vvvvvvvvvvvvvvvv 0 T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0 1 2 3 4 5 6 T 8 9 10 11 12 13 14
Time (months) Time (months)
Numbe k (E ) nmber at nsk (E )
escunal 15(0) 112(1) 102(8) 90(15) 84(20) 67(30) 54(34) 34(41) 28(46) 15(47) 6(47) 4(47) 2(47) 1(47) 0(47) Ivonescimab  83(0) 77(2) 73(5) 66(11) 64(12) 61(14) 45(16) 34(19) 31(21) 23(21) 8(24) 7(24) 1(25) 1(25) 0(25)
Pembrolizumab  115(0) 108(4) 72(37) 62(47) 61(47) 50(54) 37(58) 24(63) 21(63) 13(63) 2(67) 1(67) 0(67) Pembrolizumab  85(0) 79(5) 69(15) 59(22) 58(23) 53(27) 37(37) 29(38) 24(39) 12(43) 7(45 5) 0(45
04 Squamous 10 Non-Squamous
90 90 R
" Stratified HR 0.48 Stratified HR 0.54
9 (95% CI) ( )
(95%CID) (031, 0.74) 95% C 0.36, 0.82
NSCLC Histol E = ¥ &
istology : P w
40 40
30 30
20 20
+ +  C
10 I b 10 o = Ivone b
embrolizumab e Pembrolizumaby
................................
1 3 5 6 9 1 11 1 13 1 0 1 3 4 5 6 7 8 9 10 1n 1 13 1
Time (months) Time (months)
ber at sk (Events) Numb sk (Events)
Ivonescumab 2) 79(7) 71(12) 70(13) 63(17) 49(20) 37(27) 32(32) 21(32) 8(35) 5(35) 1(35) 1(35) 0(35) Ivonescumab | 2(1) 96(6) 8S(14) 78(19) 65(27) 50(30) 3 2 1 6(36) 2(37) 1
Pembrolzumab  91(0) 87(3) 65(24) 56(32) 55(32) 51(35) 32(46) 25(49) 20(49) 13(51) 2(56) 1(56) 0(56) Pembrohzumab  109(0) 100(6) 76(28) 65(37) 64(38) S2(46) 42(49) 28(52) 25(53) 12(55) 7(56) 4(56) 0(56)

Ivonescimab showed meaningful improvement in PFS vs. pembrolizumab in patients with both low and high PD-L1,
with squamous or non-squamous advanced NSCLC.

Zhou C et al. WCLC 2024:Abstract PL02.04.



HARMONI-2: Phase 3 Study of Ivonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC — Safety

TRAES The Most Common TRAESs (incidence >10%)
Ivonescimab Pembrolizumab i ;
Safety S 'y, n (% = = Ivonescimab Pembrolizumab
el S, [ (20) (n=197%) (n=199%) Total 898 294 15.6 81.9
TRAE:s (all grades) 177 (89.8) 163 (81.9) Proteinuria 315 30 10.1
Grade>3 58 (29.4) 31(15.6) Aspartate aminotransferase increased 19.8 05 15.6
Serious TRAEs 41 (20.8) 32 (16.1) Hypercholesterolacmia 16.2 10.1
. . ) ) Blood bilirubin increased 15.7 10jfos 116
Leading to discontinuation 3(1.5) 6 (3.0) i
] Hypertension 157 5.1 b 25
Leading to death 1(0.5) 2(1.0) Alanine aminotransferase increased 147 0005405 121
Ivonescimab showed a manageable safety profile, Hypothyroidism 142 95
which was consistent with previous studies. Anaemia 132 R 05 146
Hypoalbuminaemia 1.7, 05 11.1
TRAES in SQ Subgroup Amylaso increased R
- - Hyperglycaemia 112, 05ft0 116
Safety Summary, n (%) I‘,?Illlf;lolgl)ab Pem(]:lrgl;zll:;n ab Blood uric acid increased 10.7 8.0
Arthythmia 102 106 B Ivonescimab, >=grade 3
TRAEs (all grades) 77(85.6) 73(80.2) Hypertriglyceridaemia 10220005 7.0 O Ivonescimab, all grades
E Pembrolizumab, >=grade 3
Grade>3 2022.2) 17787 Rash 76 [0S 141 O Pembrolizumab, all grades
Serious TRAESs 17 (18.9) 17 (18.7) T T T T T T T T 1 T T T T T T T T 1
. . . . 100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100
Leading to discontinuation 2(2.2) 3(3.3)
_ 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.

Zhou C et al. WCLC 2024:Abstract PL02.04.



JAMA | Original Investigation

Ivonescimab Plus Chemotherapy in Non-Small Cell Lung Cancer
With EGFR Variant

A Randomized Clinical Trial

HARMONI-A Study Investigators
Zhang L et al. JAMA 2024;332(7):561-570.
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Ivonescimab combined with chemotherapy in patients
with EGFR-mutant non-squamous non-small cell lung
cancer who progressed on EGFR-TKIs treatment: a
randomized, double-blind, multi-center, phase 3 trial
(HARMONI-A study)
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HARMONI-A Phase Il Trial Design

Key Eligibility Criteria
* nsg-NSCLC (Stage IlIB/C ineligible for surgery or
local therapy and IV )

* EGFR sensitive mutation positive
« ECOGPSOori1

* Regardless PD-L1 expression

Stratification Factors
+ Exposure to 3 EGFR-TKI before (yes vs. no)

» Brain metastases (yes vs. no)

Endpoints

Ivonescimab Ivonescimab

20mg/kg 20mg/kg Q3W
+ +
Pemetrexed 500 mg/m? Pemetrexed 500
Carboplatin AUCS mg/m2 Q3W
Q3W for 4 cycles

Placebo Placebo
+ Q3w
Pemetrexed 500 mg/m? : +
Carboplatin AUCS Pemetrexed 500
Q3W for 4 cycles mg/m? Q3W

» Primary: Progression-free survival by independent radiologic review committee (IRRC)

» Secondary: Overall survival, Response rate, Duration of response, Time to response and Safety

Treatment until:

Intolerable toxicity
No clinical benefit

Initiation of new
anti-tumor therapy

Up to 24 months

ClinicalTrials.gov, NCT05184712; NSCLC, non-small cell lung carcinoma; EGFR, epidermal growth factor receptor; ECOG, Eastem Cooperative Oncology Group; TKI, tyrosine-kinase inhibitor; Q3W, every 3 weeks.

Zhang L et al. ASCO 2024;Abstract 8508.
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HARMONI-A Primary Endpoint: Progression-Free Survival (PFS)
with Ilvonescimab and Chemotherapy for Patients with EGFR

Mutation-Positive NSCLC and Disease Progression on EGFR TKiIs

100 Ivonescimab + Chemotherapy
Placebo + Chemotherapy
90 —
3
= _— 6-month rate 9-month rate
_2 55.4% 37.9%
E 33.1% 18.3%
&2 70 — ! !
8 : |
= 1 1
g 60 i 1 1
.o 1
v
8 1 1
Eb 50 ] 1
o 1 1
aQ 1 1
[ 40 — 1 1
o 1
= ! *
= 30 — Median PFS (95% CI) 1 1
= 7.1 (5.9, 8.7) ! !
=]
= 20 — 4.8 (4.2, 5.6) : '
] 1
10 — HR (95% CI): 0.46 (0.34, 0.62), p < 0.001 1 1
1 1
] 1
1 1
0 T T T T T T T T T T T T T
9

0 1 2 3 4 5 6 7 8
Time (Months)
At risk (events)

Ivonescimab +

10 11 12

Chemo 161 (0) 155(1) 144 (6) 138(8) 129 (15) 92(36) 56(57) 44 (62) 27(68) 16(70) 8(70) 3 (71) 0(71)
Placebo + Chemo 161 (0) 157 (2) 130 (25) 102 (47) 96 (53) 63 (75) 33(94) 23(101) 19(104) 8(106) 1 (108) 0 (108)

HR and P-value were stratified by previous 3@ Gen EGFR-TKI ues (yes vs. no) and presence of brain metastases (yes vs. no), and were calculated with stratified Cox model and log rank test. The two-sided

P-value boundary is 0.024 as calculated using Lan-Demets spending function with O’'Brien-Fleming approximation.
HR, hazard ratio; Cl, confidence interval; IRRC, independent radiology review committee.

Zhang L et al. ASCO 2024;Abstract 8508.

TKls = tyrosine kinase inhibitors
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HARMONI-A: Adverse Events of Special Interest

Categories Ivonescimab + Chemotherapy (N=161) Placebo + Chemotherapy (N=161)
Preferred Term, n(%) Any grade Grade 2 3 Any grade Grade 2 3
AESI 48 (29.8) 5(3.1) 25 (15.5) 4 (2.5)
Proteinuria 28 (17.4) 1(0.6) 13 (8.1) 0
Haemorrhage 11 (6.8) 0 8 (5.0) 0
Urinary occult blood positive 4 (2.5) 0 3(1.9) 0
Haemoptysis 2 (1.2) 0 0 0
Epistaxis 3(1.9) 0 1 (0.6) 0
Mouth haemorrhage 1(0.6) 0 0 0
Gastrointestinal haemorrhage 0 0 1 (0.6) 0
Gingival bleeding 1 (0.6) 0 0 0
Eye haemorrhage 1 (0.6) 0 2(1.2) 0
Vaginal haemorrhage 0 0 1(0.6) 0
Occult blood positive 0 0 1 (0.6) 0
Hypertension 13 (8.1) 3(1.9) 5(3.1) 3(1.9)
Arterial thromboembolism 1 (0.6) 0 1 (0.6) 1 (0.6)
Cardiac failure congestive 1 (0.6) 1(0.6) 0 0

Zhang L et al. ASCO 2024;Abstract 8508.
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Agenda

Introduction: Ivonescimab

Module 1: First-Line Therapy for Metastatic NSCLC without a Targetable

Tumor Mutation — Dr Garon

Module 2: Promising Therapeutic Strategies for Patients with Progressive
Metastatic NSCLC — Dr Paz-Ares



Dr Garon - Case 1

e 92 year old woman with a prior extensive smoking history and distant
history of ER+ Breast Cancer presented with a Chest X-ray obtained in
the setting of a COVID infection

* Additional CT scans show evidence of a 4.3 cm RLL lung mass as well as
a subcarinal mediastinal lymph node

* Bronchoscopy was performed, and she was found to have an
adenocarcinoma involving both the mass and the lymph node

* NGS on the primary revealed no driver mutation and 6.4 mutations per
megabase

* PD-L1 on the primary mass was 30% and the lymph nodes was 60%
* MRI Brain comes back with one 5mm and one 7mm metastasis



NSCLC without
Actionable Mutations

Edward B. Garon, MD, MS
Professor
David Geffen School of Medicine at UCLA
Los Angeles, CA



5-Year Update of EMPOWER-Lung 1

PD-L1 250%

. Median OS (95% CI) HR (95% CI) P-value
population, n
1.0 7 Cemiplimab 284 26.1 mo (22.1-31.9) 0.585 <0.0001
09=- Chemotherapy 281 13.3 mo (10.5-16.2) (0.476-0.718) ’
= 08- 70.3%
o 0.7-
© 06-
o
'E"\ 05 = 1
r— I
5 04- | .
S 0.3- | l
o : ' I
a 0.2- J } | - A 5.9%.
0-1 _ : : . ! T T
| I 1 |
0.0 - | | : |
| | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72
Patients at risk, n Month
Cemiplimab 284 223 178 154 126 106 88 80 68 45 19 6 1
Chemotherapy 281 190 124 91 69 54 42 36 28 19 10 4 1

Kilickap S et al. WCLC 2024;Abstract OA11.06.



EMPOWER-Lung 3 | Median0s(95%0)

Cemiplimab + chemo 21.1 months (15.9-23.5)
Placebo + chemo 12.9 months (10.6—15.7)

66.4% ' 42.7% Hazard ratio (95% CI):
1.0 — ' 53.9% 27.2% 0.65 (0.51-0.82)
0.9 — p =0.0003
0.8 =
0.7 —
0.6 —
05 —
0.4 —
0.3 -
f2 =
0.1 —
0.0 —

Probability of OS

—

1 1 1 T 1 1 1 T 1 — 1 1 1 1 1
o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

: . Month
Number of patients at risk
Cemiplimab + chemotherapy 312 289 269 256 233 210 195 180 160 154 145 121 94 71 40 16 b 2 0
Placebo + chemotherapy 154 141 126 112 98 89 75 64 57 48 40 34 31 19 8 2 0 0 0

Makharadze et al. J Thorac Oncol 2023;18(6):755-768.



0S (%)

Pembrolizumab + Chemo (5-year outcomes

Events, HR 5-Year OS Rate, %
Treatment Group No. (%) (95% CI) (95% Cl)
Pembrolizumab + chemo 329 (80.2) 0.60 19.4 (15.7 to 23.4) Events, HR 5-Year PFS Rate, %
100 — I 100 — Treatment Group No. (%) (95% CI) (95% CI)
90 Placebo + chemo 183 (88.8) (0.50 to 0.72) 11.3 (7.4 to 16.1)
7] : 90 - Pembrolizumab + chemo 369 (90.0) 0.50 7.5 (5.1 to 10.5)
80 - o 80 Placebo + chemo 201(97.6) (0.42t00.60) 0.6 (0.1t0 3.1)
Al ) ; Median (95% Cl) — e ; Median (95% Cl)
60 — : :45.7 22.0 months (19.5 to 24.5 months) < © 60 — : 39.8 9.0 months (8.1 to 10.4 months)
: 1273 10.6 months (8.7 to 13.6 months) o 17T 4.9 months (4.7 to 5.5 months)
50 T A s, ~nt s e NS e Feeeresesiiei s eseeeses N 50 N [ I— 1 S oy RS T R S S R
0 : : : : : e : : : : :
40 - : : - : 2 ; : :
:23.6 $19.4 o. 40
30 1138 1113 30
20 : : 20
10 10
0 T 1 1 T T T 0
0 12 24 36 48 60 72 0
Time (months) Time (months)

Garassino et al. J Clin Oncol 2023;41(11):1992-1998.



CheckMate 227 Part 1 Study Design?®

NIVO + (low-dose) IPIP

Part 1a n = 396
»| expression =
Key Eligibility Criteria R Ml
» Stage IV or recurrent NSCLC — d
* No prior systemic therapy N = e NS, Treatment until disease
* No sensitizing EGFR mutations | | progression, unacceptable
or known ALK alterations toxicity, or for 2 years for
- b :
* No untreated CNS metastases NIVO + go_vvlg?se) 1= Immunotherapy
- ECOG PS 0-1 Part 1b =
PD-L1
. : Chemo®
Stratified by SQ vs NSQ > expression n=186
<1%
N =550 NIVOe + chemo¢®
n=177
Independent co-primary endpoints: NIVO + IPl vs chemo Secondary endpoints (PD-L1 hierarchy):
* PFS in high TMB (=10 mut/Mb) population' *PFS: NIVO + chemo vs chemo in PD-L1 < 1%
: - *OS: NIVO + chemo vs chemo in PD-L1 < 1%
° - > 10 J
Ol PERLY = 1% geuaien *OS: NIVO vs chemo in PD-L1 250%

Peters S. ESMO 2019



CheckMate 227: 6-yr clinical update + HRQoL

OS in patients with tumor PD-L1 2 1%

100

80—

60—

0S (%)

40—

20—

NIVO + IPI2 NIVO Chemo

(n =396) (n =396) (n=397)
Median 0S,P mo 17.1 15.7 14.9
HR vs chemo 0.78 0.91 B
(95% ClI) (0.67-0.91) (0.78-1.06)

No. at risk

NIVO + IPI 396
NIVO 396
Chemo 397

7
1
1
1
1
1
1
1
1
1
1
1
1
1
L

42 48 54 60 66 72 78 84 90

Months
116 104 99 90 88 80 36 4 0
91 75 66 60 56 52 23 3 0
72 63 56 50 46 45 16 1 0

* In an exploratory analysis of OS by histology in patients with tumor PD-L1 > 1%, 6-year OS rates with NIVO + IP|
vs chemo were 25% vs 16% (NSQ) and 14% vs 5% (SQ)4

Minimum/median follow-up for 0S: 73.5/78.8 months.

aNIVO + IPI vs NIVO OS HR was 0.86 (95% Cl, 0.74-1.01). PMedian 0S 95% Cls were 15.0-20.2 (NIVO + IPI), 13.3-18.1 (NIVO), and 12.7-16.7 (chemo). <6-year OS rate 95% Cls were 18-26 (NIVO + IPI),
12-19 (NIVO), and 10-17 (chemo). ¢NIVO + IPI vs chemo OS HRs were 0.83 (95% CI, 0.68-1.00; NSQ) and 0.70 (95% ClI, 0.53-0.92; SQ).

Ramalingam et al. WCLC 2023;Abstract OA14.03.



CheckMate 227: 6-yr clinical update + HRQoL

OS in patients with tumor PD-L1 < 1%?2

100—4

80—

60—

0S (%)

40—

20—

No. at risk
NIVO + IPI
NIVO + chemo
Chemo

NIVO + IPIP NIVO + chemo Chemo
(n = 187) (n=177) (n = 186)

Median 0OS,< mo 17.4 15.2 12.2
HR vs chemo 0.65 0.79 _
(95% ClI) (0.52-0.81) (0.64-0.98)
23%
13% 19% 16%¢
10% 12; 10%¢
: ’ 5% NIVO + IP|
i i : i SIS O—EE NIVO + chemo
i : i ; T = Chemo
T T | | | | T | T | T | T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months
187 142 110 88 74 67 59 49 41 38 33 30 27 11 3 0
177 139 102 78 60 42 34 27 22 19 17 17 16 5 0 0
186 135 92 62 41 33 27 22 18 16 12 11 9 5 1 0

* In an exploratory analysis of OS by histology in patients with tumor PD-L1 < 1%, 6-year OS rates with NIVO + IPI
vs chemo were 15% vs 6% (NSQ) and 18% and 4% (SQ)®

Minimum/median follow-up for 0S: 73.5/78.8 months.

a6-year OS rates in the combined tumor PD-L1 = 1% and < 1% population were 20% (95% Cl, 17-23; NIVO + IPI) and 11% (95% Cl, 8-13; chemo). PNIVO + IPI vs NIVO + chemo OS HR was 0.80
(95% Cl, 0.64-1.00). “Median OS 95% Cls were 13.2-22.0 (NIVO + IPI), 12.3-19.8 (NIVO + chemo), and 9.2-14.3 (chemo). 96-year OS rate 95% Cls were 11-22 (NIVO + IPl), 6-15 (NIVO + chemo), and

3-9 (chemo). eNIVO + IPI vs chemo OS HRs were 0.69 (95% Cl, 0.54-0.89; NSQ) and 0.52 (95% Cl, 0.34-0.82; SQ).

Ramalingam et al. WCLC 2023;Abstract OA14.03.



0S (%)

PD-L1

CheckMate 9LA: 5-Year Update

v

1%

100 -y,

OS in subgroups by PD-L1 expression

PD-L1 < 1%

100 -
NIVO + IPl + chemo Chemo

NIVO + IPl + chemo Chemo

(n = 204) (n = 204) (n =135) (n =129)
80 Median 0S,= mo 15.8 10.9 Me dian OS £ mo 17.7 9.8
HR (95%Cl) 0.73 (0.59-0.90) HR (95% Cl) 0.63 (0.49-0.83)
65%
60 - ;
i g
; g
40 4 '
E E NIVO + IPI + chemo
| : . - NIVO + IPl + chemo 25% 235 9907
‘ 28% ' / T Al DAL Ntk
20 1 " " . 1 ; i
1 ' Q9 » y ". : B ' :
: : E PM%Y T che ' 13%) 1 il
: : : : $___theme i 8% Chemo
0 1] 1 L) T I T 1 1 L] L) 1 L) I L} L I 1
0 6 12 18 24 30 36 42 48 54 60 66 72 42 48 54 60 66 72
Months Months
No. at risk
204 166 133 97 83 ¢ IPl+ chemo 135 107 85 50 40 34 32 31 30 22 6 0

Reck M et al. ASCO 2024:Abstract 8560.



POSEIDON Study Design Johnson ML. ASCO 2021

Phase 3, global, randomized, open-label, multicenter study

BIVE I ERE o e je Wl | Primary endpoints

Durvalumab 1500 mg +

» + pemetrexed? * PFS by BICR (D+CT vs CT)
. Stage IV CT*a3w (4 cycles) until PD - OS (D+CT vs CT)
NSCLC
* No EGFR or Key secondary endpoints
ALK alterations Durvalumab 1500 mg q4w « PFS by BICR (D+T+CT vs CT)
) Durvalumab 1500 mg + + tremelimumab 75 mg + OS (D+T+CT vs CT)
ECOGPSOorl .
. tremelimumab 75 mg + (week 16 only)* « OSin patients with bTMB
* Treatment-naive CT*q3w (4 cycles) + pemetrexed? >20 mut/Mb (D+T+CT vs CT)
for metastatic Stratified b until PD
. ratified by:
disease . PD.LL Additional secondary endpoints
N=1013 expression * ORR, DoR, and BOR by BICR
randomized TC 250% vs : « PF 12 h
( ) (<50%) Platinum-based CT* Pemetrexedt . HR%ET_ months
. Disease stage gy (U io G ereles) Uil ED . Safety and tolerability
(IVA vs IVB)
» Histology

*CT options: gemcitabine + carboplatin/cisplatin (squamous), pemetrexed + carboplatin/cisplatin (non-squamous), or nab-paclitaxel + carboplatin (either histology);
TPatients with non-squamous histology who initially received pemetrexed during first-line treatment only (if eligible); *Patients received an additional dose of tremelimumab post CT (5th dose)

BICR, blinded independent central review; BOR, best objective response; bTMB, blood tumor mutational burden; D, durvalumab;

IA-SLC 2021 World Conference on Lung Cancer DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; HRQoL, health-related quality of life; Mb, megabase;

mut, mutations; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;

wcbe{ () -
/| SEPTEMBER 8-14, 20211 WORLDWIDE VIRTUAL EVENT PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; T, tremelimumab; TC, tumor cell




Durvalumab + Tremelimumab + CT vs CT: 5-year OS
T+D+CT vs CT

T+D+CT CT
Events/patients, n/N (%) 279/338 (82.5)  304/337 (90.2)
mOS, months (95% CI) 14.0 (11.7-16.1) 11.6 (10.5-13.1)
HR* (95% Cl) 0.76 (0.64-0.89) —

1.0

0.8 1

0.6+

0.4 -
32.8%

Probability of OS

24.9Y%
° 20.9%

0.2- 21.8% \Hm 15.7%
13.3% i o

8.5% 6.8%

OO 1 ] ] | | | | ||
0 6 12 18 24 30 36 42 48 54 60 66 72

Time from randomisation (months)

No. at risk
T+D+CT 338 256 183 136 108 88 81 71 66 56 47 21 3

CT 337 235 159 110 70 50 42 31 25 21 20 10 2
Peters et al. ESMO 10 2023:Abstract LBAS3.
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TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus
pembrolizumab +/- chemotherapy as 1L therapy for NSCLC

1L Patients Only

Cohort 1 (n=2):
Cohort 2 (n=40):
Cohort 3 (n=14):
Cohort 4 (n=26):
Cohort 5 (n=8):
Cohort 6 (n=6):

Key eligibility criteria

- Advanced/metastatic
NSCLC

- Dose escalation®:
<2 lines of prior therapy®

* Dose expansion
« <1 line of platinum CT (cohorts 1 and 2)¢

« Treatment-naive (cohort 2; enrollment after
June 30, 2022)¢

« Treatment-naive (cohorts 3-6)°

Data cutoff: October 31, 2023.

Dato-DXd
IV Q3w *
4 mg/kg +
6 mg/kg +
4 mg/kg +
6 mag/kg +
4 mg/kg +

Pembro N Platinum CT
IV Q3W IV Q3W
200 mg

Doublet
200 mg
200 mg + carboplatin AUC 5 I
200 mg + carboplatin AUC § .

— Triplet

200 mg + cisplatin 75 mg/m?

Levy BP et al. ASCO 2024



TROPION-Lung02: Datopotamab plus pembrolizumab +/- chemo

All 1L 1ALPD-L1<1%  1LPD-L11-49% 1L PD-L1250%
(n=96) (n=34) (n=42) (n=20)

Doublet | Triplet | Doublet | Triplet | Doublet | Triplet | Doublet | Triplet
(n=42) | (n=54) | (n=18) | (n=16) | (n=19) | (n=23) (n=5) (n=15)
ORR, n (%) 22 (52) 30 (56) 8 (44) 5 (31) 9 (47) 17 (74) 5 (100) 8 (53)

[95% CI]  [36-68] [41-69] [22-69] [11-59] [24-71] [52-90] [48-100] [27-79]

BOR, n (%)
CR 1) 1(2) 1(6) 0 0 1(4) 0 0
PR 21(50) 29(54) 7(39 5(31) 9(47) 16(70) 5(100) 8 (53)
SD 15(36) 18(33) 8(44) 10(63) 7(37) 3(13) 0 5 (33)
PD 3 (7) 2 (4) 1(6) 16) 2011 1@ 0 0
NE 2 (5) 4 (7) 1(6) 0 1 (5) 2 (9) 0 2 (13)

DCR, n (%) 37(88) 4889 1689 15(°94) 16(84) 20(87) 5(100) 13(87)
[95% CIl] [74-96] [77-96] [65-99] [70-100] [60-97] [66-97] [48-100] [60-98]
Median TTR,

1.4 14 1.4 15 15 14 1.4 15
months

[Range]  [1.2-7.0] [1.2-9.6] [1.2-6.9] [1.2-9.6] [1.2-7.0] [1.2-7.0] [1.3-2.8] [1.2-8.3]
MedianDoR, o 12.9 NE 12.9 12.0 14.6 NE 18.1
months

Levy BP et al.
[95% CI]  [9.7-NE] [5.7-NE] NE  [4.1-NE] [4.2-NE] [4.2-NE] [5.5-NE] [4.1-NE] ASCO 2024



Best Overall Tumor Change From Baseline in 1L
Patients- Datopotamab Deruxtecan + 10 regimens
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Patients with no baseline target lesions or no postbaseline tumor assessments were excluded from the waterfall plot.

Levy BP et al. ASCO 2024



Sacituzumab Govitecan + Pembro + Carboplatin in 1L mNSCLC

EVOKE-02: A Global, Open-Label, Multicohort Phase 2 Study

Cohort A
» PD-L1TPS 250%; NSQ or SQ ——
n=30 SG 10 mg/kg on D1 and D8P +
—> Pembro 200 D1c

Key eligibility criteria Cohort B em(zrf_day C"y‘ﬁe‘;’)' End points
» Measurable disease? + |IRC-ORR!
* No known AGAs * DLTs in safety run-in
. ECOG PS 0-1 C°h'|‘§g . Secondary
» No prior systemic Safety Run-in (n = 54) SG RP2D on D1 and D8" + « PFSf

treatment for »| AnyPD-L1TPS Pembro 200 mg on D1¢ oS

metastatic NSCLC (n = 5) + Carbo AUCS5 on D1¢ . DORf

(21-day cycles)e

+ DCRf
» Safety and tolerability

Cohort C (NSQ)
(n = 51)3

14.5 (12.2-22.3) 14.2 (11.0-23.0)

Follow-up, median (range),

Data cutoff: 03 June 2024 months

Gray et al. WCLC24,
Abstract OA-08-07.



Follow-up, median (range), months

Cohort C (NSQ)
SG + CP

(n=51)

EVOKE-02: Sacituzumab + Pembro + Carboplatin — Efficacy

14.5 (12.2-22.3)

14.2 (11.0-23.0)

ORR, % (95% Cl)

45.1 (31.1-59.7)

39.0 (24.2-55.5)

Partial response, n (%) 23 (45.1) 16 (39.0)
Stable disease, n (%) 16 (31.4) 17 (41.5)
Progressive disease, n (%) 5(9.8) 3(7.3)
Not evaluable, n (%) 7(13.7) 5(12.2)
Time to response, median (range), months 2.7 (1.2-7.2) 1.5 (1.2-5.8)
DOR, median (95% CI), months NR (3.2-NR) 11.5 (5.6-NR)
PFS, median (95% Cl), months 8.1 (5.2-15.0) 8.3 (4.3-11.2)

PFS rate at 6 months, % (95% CI)

53.7 (37.8-67.2)

64.6 (46.0~78.2)

PD-L1 TPS 1-49%
SG + CP

(n = 36)

ORR, % (95% Cl)

432 (28.3-59.0)

33.3 (18.6-51.0)

PD-L1 TPS 2 50%
SG + CP
(n=12)

66.7 (34.9-90.1)

Partial response, n (%) 12 (33.3) 8 (66.7)
Stable disease, n (%) 16 (44.4) 2(16.7)
Progressive disease, n (%) 4(11.1) 1(8.3)
Not evaluable, n (%) 4(11.1) 1(8.3)
PFS, median (95% CI), months 8.3 (5.2-15.0) 6.8 (4.0-10.7) NR (1.9-NR)

Gray et al. WCLC24,
Abstract OA-08-07.



EVOKE-02: Sacituzumab + Pembro + Carboplatin — Safety

SG 10 mg/kg + CP SG 7.5 mglkg + CP
(n = 29) (n = 66)
Overall 7 | T 14
Anemia 41 _I_ 33
Neutropenia 10 I - PV 5
Diarrhea 59 -I:lll- 45
Decreased appetite 41 36
Alanine aminotransferase increased 34 6
Aspartate aminotransferase increased 34 6
Alopecia 38 26
Constipation 38 27
Pruritus 38 11
COVID-19 Sl
Pyrexia B SG 10 mg/kg grade =3 31 9 B SG 7.5 mg/kg grade = 3
Febrile neutropenia SG 10 mg/kg grade 1-2 3 SG 7.5 mg/kg grade 1-2
Pneumonia <] = 28]|9 [N
Infusion-related reaction 28 3
Stomatitis 28 8
Nausea 28 39
Platelet count decreased 7 12
Cough 24 29
Asthenia 17 3|6 | 27
Dyspnea . , , . 2 , , , ,
100 80 60 40 20 0 20 40 60 80 100

Patients (%)

Gray et al. WCLC24;
Abstract OA-08-07.



Response (95% Cl)

70+

Tiragolumab (Anti-TIGIT) + Atezolizumab

ITT: ORR
(n=135)

31%

Tiragolumab + Placebo +
Atezolizumab  Atezolizumab
(n=67) (n=68)

ITT: Investigator-Assessed PFS

Rodriguez-Abreu D et al. ASCO 2020. Abstract 9503.

Events Median (95% Cl) HR (95% Cl)
100 - Tira + Atezo 35 (52%) 5.42 mo (4.21-NE) 0.57*
= Placebo+ Atezo 47 (69%) 3.58 mo (2.73-4.44)  (0.37-0.90)
X *stratified HR
TU 80 T
=
"
& 60 -
Q
Q) ol e e e e e e i R Hepee e s e e
: :
.S 40 A : : el e
g; 1
L : :
g 207 | :
a. E 1 |
0 e e
0 i 2 3 4 5 6 7 8 9 10
No. at risk Time (months)
T+A 67 64 49 45 42 30 14 9 8 1 0
P+A 68 60 44 35 29 15 11 6 6 0 0



ARC-7: Phase 2 study of domvanalimab + zimberelimab %
etrumadenant vs. zimberelimab in 1L, metastatic, PD-L1-high NSCLC

Zimberelimab (Zim)

anti-PD-1 mAb

Domvanalimab (Dom)
Fc-silent anti-TIGIT mAb

Etrumadenant (Etruma)
A2R antagonist

ARC-7 (NCT04262856) is a randomized Ph2 study evaluating whether the addition of domvanalimab +/-
etrumadenant augments the activity of zimberelimab in PD-L1 high, metastatic NSCLC

Stage IV NSCLC

Key eligibility:
+ Treatment-naive for
metastatic disease

* PD-L1 =250%, locally
assessed by SP263" or
22C32

« EGFR/ALK wild-type

N =150

1:1:1

Strat. Factors:
ECOGOvs 1
Male vs Female

Zim (2)*
360 mg IV Q3W

Dom + Zim (D2)

15 mg/kg IV Q3W+ 360 mg IV Q3W

Etruma + Dom + Zim (EDZ)

150 mg PO QD + 15 mg/kg IV Q3W +

Scanning interval: Q6W for 6mo, then Q9W for 6mo,

then Q12W thereafter

Co-primary endpoints

Investigator-assessed
ORR & PFS per RECIST v1.1

Secondary endpoints

Duration of response, disease
control rate, overall survival,
safety, PK/ADA

360 mg IV Q3W

o

Johnson M et al. ASCO 2023:Abstract 397600.



ARC-7: Domvanalimab + zimberelimab * etrumadenant vs.
zimberelimab in 1L, metastatic, PD-L1-high NSCLC — Response

- Arm 2 (D2) Arm 3 (ED2Z)

ORR, Confirmed + Pending 15 (30%) 20 (40%) 22 (44%)
[95% CI] [17.9%, 44.6%)] [26.4%, 54.8%) [30%, 58.7%]

Complete Response 1(2%) 1(2%) 0 (0%)

Partial Response - confirmed 14 (28%) 18 (36%) 22 (44%)

Partial Response - pending 0 (0%) 1(2%) 0 (0%)
Stable Disease 16 (32%) 18 (36%) 16 (32%)
Progressive Disease 12 (24%) 4 (8%) 7 (14%)
Not evaluable 7 (14%) 8 (16%) 5 (10%)

Cl: confidence interval; mITT: modified intent-to-treat population

Johnson M et al. ASCO 2023:Abstract 397600.



ARC-7: Domvanalimab + zimberelimab * etrumadenant vs.
zimberelimab in 1L, metastatic, PD-L1-high NSCLC - PFS

Zim Monotherapy vs. Dom-containing arms

Median, mos HRvs.Z
[95% CIl] Events (%) [95% CI]
54(2.7,9.7] 32 (64%) -
6-mo PFS 9.3[4.1, NE] 27 (54%) 0.67 [0.40, 1.13]
DZ: 58% 9.9[4.8, 14.6] 30 (60%) 0.72 [0.44, 1.20]
EDZ: 62%

12-mo PFS
DZ: 41%
EDZ: 44%

N\

6-mo PFS
Z: 45%

X
B
2
-
(7))
Q
Q
—
(1
1
c
S
/)]
7))
[
—
(@)
(o}
|
o

12-mo PFS
Z: 25%

l L} l L) I L) L)
10 12 14 16 18

Time from Randomization (Months)

7 7 6 5
14 11 9 5
14 11 10

Cl: confidence interval; HR: hazard ratio; Mos: months; NE: not evaluable

Johnson M et al. ASCO 2023:Abstract 397600.



ARC-7: Domvanalimab + zimberelimab * etrumadenant vs.
zimberelimab in 1L, metastatic, PD-L1-high NSCLC - Safety

5 Arm 2 (274 Arm 3 (EDZ)
T A = S

49 ( 49 (98%)

23 (46%) 30 (60%)

Grade 5, related to study treatment* 1(2%) 1(2%) 2
73

Any TEAEs 50 (100%)
Grade 23 TEAE 32 (64%)

98%)

4%)
4%) 26 (52%)
TEAESs leading to study drug discontinuation 14 (28%) 9 (18%) 9 (18%)

Serious TEAE 28 (56%)

Immune-related TEAE 24 (48%) 25 (50%) 33 (66%)
Infusion-related Reactions 2 (4%) 2 (4%) 6 (12%)
Median Treatment Duration, weeks (range) 16.9 (0, 103) 26.2 (0, 130) 36.1 (2, 130)

Designation of immune-related TEAEs based on basket of Preferred Terms. TEAE: treatment-emergent adverse event; *Per Physician assessment

Most common TEAEs (215% overall) were nausea, fatigue, constipation, dyspnea, pneumonia, decreased appetite and
diarrhea. Grade 23 events occurring in 25% of patients were pneumonia (12%) and anemia (7%)

* Most common immune-related TEAEs (>10% overall) were rash (13%), pneumonitis (11%), and pruritus (11%)
= No clear increase in rates of pneumonitis in dom-containing arms compared to zim alone

Johnson M et al. ASCO 2023:Abstract 397600.



Questions?




Dr Garon - Case 2

* 64 year old man with a long smoking history
* Presents with hemoptysis

* Imaging shows an 8.5 cm mass in the lung along with bilateral adrenal
nodules and bone metastases

* Biopsy shows squamous cell carcinoma of the lung
* PD-L1 <1%, TMB 7.3 mut/MB

* No targetable mutation, but STK11 mutation



Agenda

Introduction: Ivonescimab

Module 1: First-Line Therapy for Metastatic NSCLC without a Targetable
Tumor Mutation — Dr Garon

Module 2: Promising Therapeutic Strategies for Patients with Progressive

Metastatic NSCLC — Dr Paz-Ares




>

>

>

Dr Paz-Ares: Clinical Case

68 yo male

PMH:

> Active smoker (60 y/p)
> COPD

January 2021

> Right lung nodule (RML)
> Lobectomy (RML) + Mediastinal Lymphadenectomy (RO)

> Large Cell Carcinoma
> pT2 (1,7 cm; pleura) pNO MO

Follow Up



Dr Paz-Ares: Clinical Case
> 68 yo male

> PMH:

> Active smoker (60 y/p)
> COPD

> January 2021-
> Resected stage | LCC

. May 2021

> Liver relapse (Histologically confirmed)
> Platin-Pemetrexed-Nivolumab-Experimental 10 x 1 year (SD)

> June 2022

> Brain and Liver relapse
» Holocraneal radiation



Dr Paz-Ares: Clinical Case

> 68 yo male
> PMH:

. May 2021

> Liver relapse (Histologically confirmed)
> Platin-Pemetrexed-Nivolumab-Experimental IO x 1 year (SD)

> June 2022
> Brain and Liver relapse What Would you do?

> Holocraneal radiation




Dr Paz-Ares: Clinical Case

October
2022




Dr Paz-Ares: Clinical Case

> Follow Up
- 32 cycles up to August 22, 2024
- Ongoing SD
- 2 dose reductions due to (neutropenia)

- Safety: G1 diarrhea, Nausea and Grade 4
neutropenia
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Promising Therapeutic Strategies

for Patients with Progressive
Metastatic NSCLC

Luis Paz-Ares

Hospital Universitario 12 de Octubre
Madrid, Spain



TROPION-Lung01: Dato-DXd vs Docetaxel in Previously
Treated Advanced NSCLC With or Without AGAs

* Global, randomized, open-label phase Il trial

Dato-DXd
Patients with previously 6 mg/kg Q3W
treated™ stage IlIB, IIIC, or IV / (EPLL)
NSCLC; no prior docetaxel;
ECOG P50-1 \ Docetaxel
(N = 604)

75 mg/m? Q3W
(n =305)

* Dual primary endpoints: PFS (BICR), OS
= Secondary endpoints: ORR (BICR), DoR (BICR), safety

Lisberg. ESMO 2023. Abstr LBA12.




TROPION-Lung01: Efficacy in ITT Population

100- Dato-DXd Docetaxel
mPFS, mo 4.4 3.7
S 30+ HR (95% Cl) 0.75 (0.62-0.91; P = .004)
F 60 Prespecified .008
5 ) boundary
2 (2-sided)
o i 30.1
= 40 |
(%2
a :
201 :
|
+ Censored i 17.81
0 I I I I - || || || || 1
0 2 4 6 8 10 12 14 16 18
Patients at Risk, n Mo Since Randomization
Dato-DXd 299 216 156 96 74 46 24 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0
Response Dato-DXd Docetaxel
ORR, % 26.4 12.8
DoR, mo (95% Cl) 7.1 (5.6-10.9) 5.6 (5.4-8.1)

Lisberg. ESMO 2023. Abstr LBA12.



TROPION-Lung01: Efficacy by Histology

+ Censored

Squamous
(with and without AGAs)
Dato-DXd  Docetaxel
mPFS, mo 2.8 3.9
HR (95% Cl) 1.38(0.94-2.02)
ORR, % 9.2 12.7

DoR, mo 59 8.1

Nonsquamous
(with and without AGAs) 100~
100
Dato-DXd Docetaxel
& 80- mPFS, mo 5.6 3.7 80-
> HR (95% Cl) 0.63(0.51-0.78) 3
= 60+ ORR, % 31.2 12.8 =607
o) , /0 . . =
© ]
Q2 DoR, mo 7.7 5.6 o
) ’ C A
L 40- < 40
w a
(%2]
% 20- 4 20-
+ Censored .
O | | | | | | | | | | | | | | | | O
Patients at 0 2 4 6 . 8 10 . 12. 14 16 18 Patients at 0
Risk, n Mo Since Randomization Risk, n

Dato-DXd 229
Docetaxel 232

178 134 86 68 41 20 7 1 0 Dato-DXd 70
135 90 50 32 14 10 4 0 0 Docetaxel 73

HR for PFS for nonsquamous without AGAs: 0.71 (0.56-0.91)

Lisberg. ESMO 2023. Abstr LBA12.

2

38
51

4 6 8 10 12 14 16 18
Mo Since Randomization

22 10 6 5 4 3 1 0
30 13 10 5 4 3 0 0



M | 2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24

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

Overall survival: ITT TROPION-Lung

100- o Dato-DXd
Overall survival N=299
80 Median (95% CI), months 12.9 (11.0-13.9) 11.8 (10.0-12.8)
HR (95% CI) 0.94 (0.78-1.14)
P value 0.530
— _ 0
L 60 53.8% Pre-specified boundary 0.045
~ : (2-sided) '
n |
O 404 |
20 | i
— Dato-DXd ! !
0 | | | | | i | | | | | i | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk: Months
Dato-DXd 299 272 242 213 190 168 151 124 106 84 71 51 35 22 16 5 1 0

aMedian (95% CI) OS follow-up was 23.1 (22.0, 24.8) months for Dato-DXd and 23.1 (21.7, 24.2) months for docetaxel. PAt primary OS analysis (data cutoff: March 1, 2024), 433 OS events (IF) were observed.
Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; HR, hazard ratio; IF, information fraction; ITT, intention to treat; OS, overall survival.

Jacob Sands, MD | Final Overall Survival from TROPION-LungO1



M | 2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24

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

L]

Overall survival by histology TROPIO N-tungor

Nonsquamous Sgquamous
Overall survival Overall survival
100 - Median (95% CI), months 14.6 (12.4-16.0) 12.3 (10.7-14.0) 100- Median (95% CI), months 7.6 (5.0-11.0) 9.4 (7.2-12.5)
HR (95% ClI) 0.84 (0.68-1.05) HR (95% CI) 1.32 (0.91-1.92)
80 - 80 -
E\i 60 - : e\i 60 -
%) ! %)
O 40 | O 404 i
i i
1 1
20 | — Dato-DXd : : 20 —— Dato-DXd :
1
1 1 1 Sy
1 1 1 13.7% 1 T ~+
0 — T T T T T T T T T T T T T 0 | N S S S P S S I I S S B R S E— —
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 38 29 27 21 12 9 9 9 5 4 2 1 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 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])

Data cutoff: March 1, 2024.
aPercentages are based on the number of patients in the respective actionable genomic alteration subsets. Values were calculated based on patient data in the electronic case report forms.

Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; HR, hazard ratio; NSQ, nonsquamous; OS, overall survival.

Jacob Sands, MD | Final Overall Survival from TROPION-LungO1
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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

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

275% of tumor cells with
TROP2 NMR <0.56

<75% of tumor cells with
TROP2 NMR <0.56

Differentiates tumor from non-tumor Measures OD in each tumor cell Calculates TROP2 NMR for
every tumor cell

Membrane OD

P A Wl L Membrane OD + Cytoplasm OD

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

Dr Marina Chiara Garassino | Normalized Membrane Ratio of TROP2 by Quantitative

Continuous Scoring is Predictive of Clinical Outcomes in TROPION-Lung01 OD, optical density (a measure of staining intensity).
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on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

Efficacy by TROP2 QCS-NMR Status

TROP2 QCS-NMR positivity is predictive for longer PFS with Dato-DXd in the biomarker-evaluable population

Biomarker-evaluable population, n=352 TROP2 QCS-NMR+ TROP2 QCS-NMR-
100 — Dato-DXd ' Docetaxel Dato-DXd | Docetaxel
n=107 n=107 n=65 n=73
ORR, % 32.7 10.3 16.9 15.1
75 — Median PFS, months 6.9 4.1 2.9 4.0
S L
= =y PFS HR (95% CI) 0.57 (0.41-0.79) 1.16 (0.79-1.70)
E Treatment by biomarker status interaction: p=0.0063
< 50 —
O
2
Q. —— Dato-DXd, QCS-NMR+
T e SO T Dato-DXd, QCS-NMR-
254  TTTUzzzo
a ~1r Py —— Docetaxel, QCS-NMR+
------ Docetaxel, QCS-NMR—-
O I I I ---------------- II ------

Time from randomization, months

Dr Marina Chiara Garassino | Normalized Membrane Ratio of TROP2 by Quantitative

Continuous Scoring is Predictive of Clinical Outcomes in TROPION-Lung01 Data cutoff: March 29 2023



Questions?




EVOKE-01: Sacituzumab Govitecan vs Docetaxel in
Adv NSCLC Previously Treated With Platinum and ICI

* Open-label, multicenter, randomized phase Ill trial'?

Stratified by histology (sq vs nonsq), response to last prior immune therapy (PD/SD vs CR/PR),
receipt of prior targeted therapy for AGA (yes vs no)

Adults with stage IV NSCLC with EVOKE-01 did not meet its

|
radiographic PD after | Sacituzumab Govitecan primary endpoint of OS
platinum-based CT and ICl therapy; M 10 mg/kg IV on Day 1, 8 but did show ’
>1 targeted tx for AGAs; / 21-dav cvele Y

testing for EGFR, ALK, PD-L1 required, y &Y numerical improvement,
testing for other AGAs recommended; including in both nonsq and
ECOG PS 0/1; no active CNS metastases \ sq disease as well as those
and/or carcinomatous meningitis nonresponsive to last prior

(N =520) therapy3

Tx continued until PD or unacceptable toxicity.

" Primary endpoint: OS
= Secondary endpoints: PFS, ORR, DoR, DCR by inv per RECIST v1.1, safety, QoL

1. Garassino. ASCO 2023. Abstr TPS9149. 2. NCT05089734.
3. Press release (Jan 22, 2024); data presentation at upcoming medical meeting awaited.
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Background: EVOKE-01 Primary Results?

* There was a clinically meaningful OS improvement favoring SG over docetaxel patients with mNSCLC non-
responsive (SD/PD) to their last anti-PD-(L)1—containing regimen
= Here we discuss this subgroup

OS: ITT OS: Key Subgroups
100 A
— DBECEVE Subgroup Hazard ratio HR (95% CI)
(N=299) (N =304)
90 - - - Overall (N = 603) . 0.84 (0.68—1.04)
Median, months 111 9.8 :
! Histology
- 95% ClI 9.4-123) (8.1-10.6
= 80 (95% Cl) ( ) ) Squamous (n = 164) —e—t 0.83 (0.56-1.22)
9\_, 70 HR (95% ClI) 0.84 (0.68-1.04) Nonsquamous (n = 439) - 0.87 (0.68-1.11)
> 1-sided P-value? 0.0534 Best response to last anti-PD-(L)1-containing
= 60 7 regimen
38 - [ SD/PD (nh =383, 63.5%) = 0.75(0.58-0.97) |
o CR/PR (n = 219) [ P— 1.09 (0.76-1.56)
o 40 Received prior therapy for AGA
(% No (n = 559) 1 0.89 (0.72-1.11)
o 307 36.7% + Yes (n = 44) — 0.52 (0.22-1.23)
20 - Age group
< 65 years (n = 297) —— 0.80 (0.59-1.08)
1077 sC > 65 years (n = 306) 1 0.90 (0.68—1.20)
0 Docetaxel Baseline ECOG PS
I I I I I I I I I _
0 2 4 6 8 10 12 14 16 18 20 2 (n= ﬁg) = é-gi’ (8-22‘1-82)
' = i : 64-1.
Patients still at risk, N (events) Time (monthS) (n ) T T T T T T ( )
SG 299 (0) 275 (23) 234 (63) 212 (83) 175 (112)140 (137) 76 (150) 40 (162) 17 (166) 10 (167) O (168) 0125 025 05 1 2 4 8

Docetaxel 304 (0) 277 (23) 234 (65) 201 (98) 158 (131)128 (151) 64 (178) 41 (184) 15(187) 7(187) 2 (187)

al-sided P-value for significance was P <0.0223. AGA, actionable genomic alteration; Cl, confidence interval; CR, complete response; ECOG PS, Eastern Cooperative Onoology Group performance status; HR, hazard ratio; ITT, intent-to-treat; mMNSCLC,
metastatic non-small cell lung cancer OS, owerall survival; PD, progressive disease; PD-(L)1, programmed death (igand) 1; PR, partial response; SD, stable disease; SG, sadtuzumab govitecan. 1. Paz-Ares LG, et al. J Clin Oncol. 2024; JCO.24.00733
DOI:10.1200C0.24.00733.
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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

OsSt PFS and Response
100
SG Docetaxel SG
90 (N=192)  (N=191)
80 Median, months 11.8 8.3 Median PFS,2 months 4.2 3.7
(95% CI) (9.6-12.5)  (7.0-10.6) (95% ClI) (3.0-5.3) (2.9-4.2)

S 707 HR (95% ClI) 0.75 (0.58-0.97) HR (95% Cl) 0.88 (0.70-1.10)
P ]
= 60 ORR,2 % 125 16.2
‘5 (95% ClI) (8.2-18.0) (11.3-22.2)
8 507 47.7%
°
o 40
3 30
© 34.0%

20

10 - —+— SG

—+— Docetaxel
0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
Patients still at risk, N (events) Time (months)
SG  192(0) 175(16) 149(41) 135(54) 116(72) 98 (84) 53 (95) 26 (105) 11(107) 8 (107) 0(108)
Docetaxel  191(0) 175(14) 141(47) 118(70) 95 (91) 78 (103) 36 (119) 21 (124) 6 (126) 3(126) 0(126)

aBy investigator assessment per Response Evaluation Criteria in Solid Tumors version 1.1. Cl, confidence interval; HR, hazard ratio; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death
(ligand) 1; PFS, progression-free survival; SD, stable disease; SG, sacituzumab govitecan. 1. Paz-Ares LG, et al. J Clin Oncol. 2024; JC0.24.00733 DOI:10.1200/JC0O.24.00733.
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Overall Survival: Non-Responsive (SD/PD) to Last
Anti-PD-(L)1-Containing Regimen, by Histology

SG had an OS improvement over docetaxel in both nonsquamous and squamous histologies

Nonsquamous!? Squamous!?
100+ SG Docetaxel 1007 SG Docetaxel
90- (N=142)  (N=145) 90 (N =50) (N = 46)
MEdian, months 11.8 8.4 Median’ months 10.7 7.9
801 (95% Cl) (9.4-126)  (7.0-112) 801 (95% Cl) (6.9-16.0) (5.3-10.2)
g 701 HR (95% CI) 0.79 (0.59-1.07) S 707 HR (95% CI) 0.62 (0.38-1.02)
Z 601 2 601
B 50 B 50 49.8%
o] o)
o o
o 40- o 40-
n n
O 301 O 301
- 20_
20 224% ]
104 —+ SG o] —— ¢
—+— Docetaxel —+— Docetaxel
0 | | | | | | | I I 0 | | | I I I I I T
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
Patients still at risk, N (events) Time (months) Patients still at risk, N (events) Time (months)
SG 142(0) 131(11) 111(30) 101(40) 83(52) 73(62) 3B(71) 19(77) 7(718) 4(78) 0(79) SG 50(0) 44(5) 3B(11) 34(14) 28(20) 25(2) 15(24) 728 4(9) 4(29) 0(30)
Docetaxel 145(0) 135(9) 109(35) 93(51) 74(68) 62(77) 30(87) 16(91) 5(%) 3(%) 0(%2) Docetaxel 46(0) 40(5 32(12) 25(19) 21(W) 16(26) 6(3) 533 1(34)

Cl, confidence interval; HR, hazard ratio; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death (ligand) 1; SD, stable disease; SG, sacituzumab govitecan. 1. Paz-Ares LG, et al. J Clin Oncol. 2024; JCO.24.00733
DOI:10.1200/JC0.24.00733.
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Overall Survival: SD or PD as Best Response to Last
Anti-PD-(L)1-Containing Regimen

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

A | 2024 World Conference | SEPTEMBER 7-10, 2024

100 1 sSD 100 PD
90 - SG Docetaxel 901 SG Docetaxel
(N =98) (N = 115) (N =94) (N = 76)
80 - . 801 .
Median, months 125 9.9 Median, months 10.8 7.0

— (95% Cl) (7.9-NR) (7.4-11.7) (95% Cl) (9.4-12.2) (5.3-10.0)
S 70 A Q 70
~ HR (95% Cl) 0.79 (0.55-1.13) < HR (95% Cl) 0.67 (0.46-0.98)
2 60 - 2 60
e S T .. St 1% 0 ‘S
B 50- 51.9% ® 50-
o el
o o 43.8%
o 40 N —— o 40 -
n 38.9 % -4,
O 301 O 30-

20 A 207 26.8%

10 - —— SG 104 —+ SG

=—+— Docetaxel —— Docetaxel
0 T T T T T T T T T 0 j j T T T 1 T T T
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 _ 10 12 14 16 18 20
Patients still at risk, N (events) Time (months) Patients still at risk, N (events) Time (months)
SG 98(0) 88(9) 76(0) 70(26) 56(39) 49(43) 28(45) 12(49) 7(B0) 5(0) 0 (50) SG 94(0) 87(7) 73(21) 65(28) 60(33) 49 (41) 25(50) 14 (56) 4(57) 3(57) 0(58)
Docetaxel 115(0) 106(8) 88(26) 75(39) 62(50) 51(57) 27(66) 16(70) 4(72) 2(72) Docetaxel 76 (0) 69 (6) 53(21) 43(31) 33(41) 27(@6) 9(B3) 5064 2(54) 1(54)

Cl, confidence interval; HR, hazard ratio; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death (ligand) 1; SD, stable disease; SG, sacituzumab govitecan.
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Overall Survival Analysis: SD/PD to Last Anti-PD-(L)1-Containing Regimen
PD or SD (<6 months on treatment) or SD (2 6 months on treatment) per SITC criteria?

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

100 - SG Docetaxel
(N =141) (N =125)
901 Median, months ~ 10.3 7.6
80 (95% CI) (7.9-11.8) (5.9-9.8)
— HR (95% CI) 0.79 (0.59-1.07)
X 704
2 60-
=
@ 501
o
o
o 404
n
O 30
201
10 —— SG
—}— Docetaxel
0 I I I I I ] I I I I
0 2 4 6 8 10 12 14 16 18 20
Patients still at risk, N (events) Time (months)
SG141(0) 127(14) 105(36) 94(46) 79(60) 65(68) 32(78) 17(87) 6(88) 5(88) 0(89)
Docetaxel 125 (0) 113(10) 86(36) 72(50) 58(64) 47(73) 2084 12(87) 4(88) 1(8)

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

SG Docetaxel
(N =66)

(N=51)

10.7
(7.4-13.6)

Median, months NR
(95% CI) (11.9-NR)

HR (95% Cl) 0.55 (0.32—0.96)

OS probability (%)
a1
o

401
301
20
10 —+— SG
—— Docetaxel
0 I I I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20

Patients still at risk, N (events) Time (months)

SG 51(0)
Docetaxel 66 (0)

48(2)
62 (4)

44.(5)
55 (11)

41(8)
46 (20)

37(12)
37 (27)

33(16)
31 (30)

21 (17)
16 (35)

9(18)
9(37)

5(19)
2(38)

3(19)
2(38)

0(19)

*Resistance per SITC-based criteria for immune-checkpoint inhibitor combinations.! PPatients with PD or SD (<6 months on treatment). cPatients with SD (26 months on treatment). ClI, confidence interval; HR, hazard ratio; NR, not reached,;
OS, overall survival; PD, progressive disease; PD-(L)1, programmed death (ligand) 1; SD, stable disease. 1. Kluger HM, et al. J Immunother Cancer 2020;8:000398
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Sacituzumab Tirumotecan (MK-2870; SKB264):
TROP2-Targeted ADC

TLO33: Drug-Linker Intermediate
Humanized RS7 Antibody _ N\ —
Anti-TROP2 — s—(ND{\—}

= Targets TROP2 Ab Pl —e ’\%Hm/*o’\lrnﬁN o Og,,,
= Type: hRS7 1gG1 o o "
= High affinity targeting NH,
Sulfonyl Pyrimidine-CL2A-Carbonate KL610023 (T030) Payload
Linker = Novel topoisomerase | inhibitor
" |rreversible, cysteine (Belotecan-derivative)
conjugation = T030 released by hydrolysis
= High DAR (~7.4:1) = Moderate cytotoxicity
= Designed to balance
stability in circulation Bystander effect: In acidic environment, carbonate
with intracellular release linker releases TO30 from anti-TROP2 antibody and
of payload diffuses into neighboring TROP2-negative cells

Cheng. Front Oncol. 2022;12:1589. Fang. ASCO 2023. Abstr 9114.



Phase I/1l MK-2870-001 Trial: A

TRAE, n (%)

NSCLC Cohort " AlGrades  >Grade3

Any TRAE 41 (95.3) 29 (67.4)
Antitumor Activity of Sacituzumab Tirumotecan 5 mg/kg Q2W = Associated with dose delay 21(48.8) 17(39.5)
in Advanced NSCLC (N =43) = Associated with dose reduction 10(23.3) 9 (20.9)
;\;; = Associated with discontinuation 0 0
: Treatment-related serious AE 9 (20.9) 9 (20.9)
é TRAE associated with death 0 0
'2 -20+ Anemia 31(72.1) 13 (30.2)
o Decreased WBC count 24 (55.8) 10(23.3)
I'é',n -40- Alopecia 23 (53.5) 0
g -60- Confirmed ORR: 38.5% Decreased neutrophil count 23 (53.5) 14 (32.6)
S g0] MEGFRWild-type Ztm:a““s i; (‘3‘3? : ‘3'3’
g B EGFR Mutated Na;sea = §37'2; ‘0' )
-100- |
Decreased appetite 15(34.9) 0
Response, % EGFfmUt EGF_R WT All 'ESCLC Vomiting 14 (32.6) 2 (4.7)
(n=22) (n=21) (N = 43)
ORR 6.3 60.0 436 Decreased platelet count 10(23.3) 1(2.3)
Confirmed ORR 21.1 55.0 38.5 AREN U EIAE 2 (0.2 L

Fang. ASCO 2023. Abstr 9114.
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Acasunlimab (DuoBody PD-L1-4-1BB) alone or in
combination with Pembrolizumab in pre-treated NSCLC

Conditional
4-1BB agonist Key inclusion criteria
activity + Age>18years

+ mNSCLC with disease
progression after 21 prior
anti-PD-L1 treatment

+ Laboratory-confirmed PD-L1
expression*

Acsunlimab « ECOGPSO-1

* Adequate hematologic and

renal/hepatic function
PD-L1—expressing cell
(eg, tumor cell, antigen-presenting
cell, or immune cell)

Aerts J et al. ASCO 2024.

Uva—gOUZ>=l

Acasunlmab 100 mg IV CBW cycles 1-2,

then 500 mg IV Q6We

Acasunlimab 100 mg IV +
pembrolizumab 400 mg IV Q6WH

STUDY DESIGN

Treatment continued Primary Endpoint: ORR by
until RECIST v1.1 per investigator
* Progressive disease,
unacceptable toxicity, Key Secondary Endpoints:
or other reason for DOR, PFS, 0, AEs, and
discontinuation; or laboratory abnormalities
+ £35 doses (Q3W) or
<18 doses (Q6W) of Sele.cted Explgratory
pembrolizumab Endpoints: PK, biomarkers



Acasunlimab (DuoBody PD-L1-4-1BB) alone or in combination
with Pembrolizumab in pre-treated NSCLC (PD-L1 + subset)

Acasunlimab + Acasunlimab +

Acasunlimab

Monotherapy Pembro Q3W Pembro Q6W
Unconfirmed ORR, % (n/n) 31.3(5/16) 20.8 (5/24) 29.6(8/27)
Confirmed ORR, % (n/n) 12.5(2/16) 18.2 (4/22) 16.7 (4/24)
Confirmed DCR, % (n/n) 50.0 (8/16) 59.1(13/22) 75.0 (18/24)
Median DOR, mo (95% Ci) 2.0 (L6-NR) 5.2 (3.5-NR) NR (NR-NR)
6-month PFS rate, % 0 14 34
12-month OS rate, % (95% Cl) 30 (9-54) 26 (6-52) 69 (43-85)
KR, not reached. Data cutoft: March 22, 2024, Centrally confirmed PD-L1* patients are shawn.
Antitumor activity by confirmed best overall response
100 - Mono, TPS 1-49% 1 Mono, TPS 250%
mm Combo Q3W, TPS 1-49% 1 Combo Q3W, TPS 250%
5] # Combo Q6W, TPS 1-49% M Combo Q6W, TPS 250%
50 A
] | 1) [T
ue . sngm
i --f"”"’ﬂmsnsmm
0 —

= XTI T
SDsDsp g
25 B2 | ‘ (LB

Change from baseline in tumor size (%)

-50 -

75 -

-100 -

Aerts J et al. ASCO 2024.
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Overall survival (%)

Acasunlimab monotherapy
<%= Median 5.5 months
(95% Ci, 3.0-NR)

Acasunlimab + pembro Q3W
= Median 8.6 months
(95% Cl, 3.3-NR)

Acasunlimab + pembro Q6W
== Median 17.5 months

(95% Cl, 6.9-NR)
| ¥ SEEEE S W
20
- T T T T T T T 1
z i A, 3 12 15 18 21 24 27 30
Patients at risk Time (months)

Acasuniimab 1% 1 2 1 ) 0 0 ]
manotherapy

Acasuniimab + 25 % (1] a o

pembro O3W = - ]

Acasunilimab + 38 20 3 2 1 1 1 1

pembro QW

TRAEs Reported in 25% of Patients in Any Treatment Group

I 136
Liver-related events* T RTE | 286
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= I 122
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= w82
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Dr Paz-Ares: Clinical Case Il

61 yo female

PMH:
> Prior smoker until 2018 (35 y/p)
> Neurosensorial hypoacusia

November 2018

» Lung adenocarcinoma

> Lobectomy (RUL) + Mediastinal Lymphadenectomy (RO)
> Adenocarcinoma; NGS: P53 mutant, EGFR amplification
> pT1b (1,2 cm) pN1 MO; PD-L1+ TPS 35%

» Adjuvant treatment: Carboplatin-vinorelbine x 4

March 2021

» Systemic relapse (Liver, Brain)

> WBRT
» Carboplatin-Pemetrexed-Pembrolizumab x 2: PD (Liver)



Dr Paz-Ares: Clinical Case Il




Dr Paz-Ares: Clinical Case Il

PD to 1L Chemo-10: What would you do?




October
2021




Dr Paz-Ares: Clinical Case Il

> Follow Up
- 19 cycles up to August 22, 2022

- Safety: G1 mucositis, Nausea and Grade 3
neutropenia




Dr Paz-Ares: Clinical Case Il

> Follow Up
- 19 cycles up to August 22, 2022

- Safety: G1 mucositis, Nausea and Grade 3
neutropenia

> Subsequent Therapy
> August 2022: Paclitaxel-Bevacizumab - PR
> March 2023: Phase I trial - PD
> July 2023: Gemcitabine - PD
> September 2023: Vinorelbine NE

> EXitus: December 2023



Meet The Professor: Optimizing the Management
of Chronic Lymphocytic Leukemia

A CME/MOC-Accredited Live Webinar

Tuesday, September 17, 2024
5:00 PM -6:00 PM ET

Faculty
Matthew S Davids, MD, MMSc

Moderator
Neil Love, MD



Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC and ABS
credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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