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PD-1 and VEGF Blockade
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BaCkg round « For patients with EGFR-mutant NSCLC, upfront treatment with
tyrosine kinase inhibitors is standard. However, drug resistance
remains a challenge, and an effective therapy after progression
IS needed.

—— Anti-VEGF —

( * Ivonescimab (AK112/SMT112) is an anti-PD-1/VEGF bispecific

antibody displaying cooperative binding characteristics.
—— Engineered

Fc-Null Region - : . .
. « Phase Il clinical studies have shown potential efficacy of

lvonescimab plus chemotherapy in NSCLC patients with EGFR
& mutations who progressed on prior EGFR-TKIs therapies’-2.
\%‘:_

b\ L

— « This phase 3 study aimed to evaluate and confirm the efficacy
Anti-PD-1 and safety of ivonescimab combined with chemotherapy
compared to chemotherapy alone in this population
(NCT05184712).

1. L Zhang et al: ASCO 2023; 2. YY Zhao et al: eClinicalMedicine 2023;62: 102106. --
|
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HARMON:I-A Study Design

~\ Ivonescimab Ivonescimab
Key Eligibility Criteria 20mg/kg 20mg/kg Q3W -
+ nsq-NSCLC (Stage IlIB/C ineligible for surgery or ¥ N freatment unti
Pemetrexed 500 mg/m? Pemetrexed 500
local therapy and IV ) Carboplatin AUC5 mg/m?2 Q3W * Intolerable toxicity
+ EGFR sensitive mutation positive Qslofcyess

* No clinical benefit
« ECOGPSO0 or1
* I|nitiation of new

* Regardless PD-L1 expression anti-tumor therapy

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

Up to 24 months

* Brain metastases (yes vs. no)

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

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

ClinicalTrials.gov, NCT05184712; NSCLC, non-small cell lung carcinoma; EGFR, epidermal growth factor receptor; ECOG, eastern copperative oncology group; TKI, tyrosine-kinase inhibitor; Q3W, every 3 weeks.
af
|
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Study Met Primary Endpoint of PFS per IRRC

100 — Ivonescimab + Chemotherapy
Placebo + Chemotherapy
90 —
=
\é-_? - 6-month rate 9-month rate
_§ 55.4%% 37.9%%
E 33.1%% 18.3%6
= 70 —
[P
B
& 60 —
=
i
= 50 —
<
= 40 —
iy —
:_'—'5 30 — Median PFS (95%60 CI) :
£ 7.1 (5.9, 8.7) !
& 20 - 4.8 (4.2, 5.6) :
1 1
10 — HR (95% CI): 0.46 (0.34, 0.62), p < 0.001 1 I
1 1
1 1
1 1
O 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
Time (Months)
At risk (events)
Ivonescimab +
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) 0d71)
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 C108)

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.

Li Zzhang, MD
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HARMONI-2 (AK112-303) Study Design
A randomized, double-blind, phase 3 study?

Patient Population Ivonescimab
Stage llIB-IV aNSCLC 20 mg/kg Q3W (N=198)

No prior systemic therapy

No EGFR mutations or
ALK rearrangements

ECOG PS 0 or 1 Pembrolizumab

PD-L1TPS 21% 200 mg Q3W (N=200)

Stratification

- Clinical stage (IIB/C vs. IV 4 . A
_ ge ( ) Endpoints

+ Histology (SQ vs. non-SQ)

« PD-L1 TPS (250% vs. 1- Primary: PFS by blind IRRC per RECIST v1.1

49%) Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety
Exploratory: QoL )
\_

a Patients were randomized from November 2022 to August 2023. Data cut off: January 29, 2024.

Abbreviations: aNSCLC, advanced non-small cell lung cancer; EGFR, epidermal growth factor receptor; ALK, anaplastic lymphoma kinase; ECOG PS, Eastern Cooperative Oncology
Group performance score; PD-L1, programmed death ligand 1; TPS, tumor proportion score; R, randomization; SQ, squamous cell carcinoma; Q3W, every three weeks; PFS,
progression-free survival; IRRC, independent radiology review committee; OS, overall survival; INV, investigator; ORR, overall response rate; DoR, duration of response; TTR, time to

response; QoL, quality of life. af
]
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Baseline Characteristics

Pembrolizumab
(n =2002)

Ivonescimab

Characteristics, n (%) (n = 1982

Age (years)

<65

97 (49.0)

85 (42.5)

182 (45.7)

265 101 (51.0) 115 (57.5) 216 (54.3)
Sex Male 164 (82.8) 169 (84.5) 333 (83.7)
Female 34 (17.2) 31 (15.5) 65 (16.3)
25 (12. 26 (13. 1(12.

ECOG PS 0 5(12.6) 6 (13.0) 51(12.8)
1 173 (87.4) 174 (87.0) 347 (87.2)
Never 39 (19.7) 38 (19.0) 77 (19.3)
Smoker Current 39 (19.7) 42 (21.0) 81 (20.4)
Former 120 (60.6) 120 (60.0) 240 (60.3)

liB/C 15 (7.6 16 (8.0 31(7.8

Clinical stage (7.6) (8.0) (7.8)
Iv 183 (92.4) 184 (92.0) 367 (92.2)
SQ 90 (45.5) 91 (45.5) 181 (45.5)
Tumor centrally located® 65 (72.2) 57 (62.6) 122 (67.4)

Pathology Tumor with cavitation/necrosis® 9 (10.0) 7(7.7) 16 (8.8)

Egsr’l;g{bencasmg large blood 6 (6.7) 1(1.1) 7 (3.9)
Non-SQ 108 (54.5) 109 (54.5) 217 (54.5)

2509 41. 42. 168 (42.2
PD-L1 TPS 50% 83 (41.9) 85 (42.5) 68 ( )
1-49% 115 (58.1) 115 (57.5) 230 (57.8)
. Yes 25 (12.6) 28 (14.0) 53 (13.3)

Liver metastases
o 173 (87.4) 172 (86.0) 345 (86.7)
. Yes 33 (16.7) 39 (19.5) 72 (18.1)
Brain metastases

o 165 (83.3) 161 (80.5) 326 (81.9)

a Patients who received randomization. ® In 181 patients with SQ.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance score; PD-L1, programmed death ligand 1; TPS, tumor proportion score; SQ, squamous cell carcinoma

2024 World Conference on Lung Cancer
Presidential Symposium, 9/8/24, San Diego, CA
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Primary endpoint: PFS per IRRC venescimab  Pembrolizymab
mPFS, mos 11.14 5.82
(95% ClI) (7.33, NE) (5.03, 8.21)
197 Stratified HR 0.51
90 — (95% ClI) (0.38, 0.69)
80 - p-value <0.0001
70 -
o 60 — 9-mo: 56% (47, 64)
% 50 - - -
e —y
30 i 9-mo: 40% (32, 48) ) i
20 - i i
+ Censor : :
109 Ivonescimab : : Median Follow-up: 8.67 months
o Pembrolizumab ! :
0 ! 2 3 J 5 6 - N 10 ¥ 12 13 14

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.

Abbreviations: mPFS, median progression-free survival; IRRC, independent radiology review committee; mo, month; NE, not estimable; HR: hazard ratio; CI, confidence interval. -=
[
2024 World Conference on Lung Cancer a
Presidential Symposium, 9/8/24, San Diego, CA dvent Heqlth



Key PFS Subgroup Analyses

PD-L1 Low (TPS 1-49%) PD-L1 High (TPS 250%)

100
100 H
7 Stratified HR 0.54 %0 Stratified HR 0.46
N (95% CI) (0.37,0.79) (95% CI) (0.28, 0.75)
7 70
P D - L 1 = 60 g 7
H E 50 -] @ 50 |
expression E e —
30 30 o
204 07 + Censor
+ Censor 10 Ivonescimab
10 Ivones-cifnab o Pembrolizumab
I B E————S o 1 2 3 4 s & 7 8 9 10 1 12 13 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 ‘Time (months)
Time (months) Number at risk (Events)

o 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)
Number at risk (Events) Pembrolizumab 85(0) 79(5) 69(15) 59(22) 58(23) 53(27) 37(37) 29(38) 24(39) 12(43) 7(45) 4(45) 0(45)
Ivonescimab 115(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) 047)

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) 20(38) 24(39) 12(43) 7(45) 4(45) O(45)

Squamous Non-Squamous

o) Stratified HR 048 " Stratified HR ~ 0.54
(95% CI)  (0.31,0.74) (95% CI)  (0.36, 0.82)
N S C L C g 60 9 60
Histology E =
7 + Censor 7 + Censor
10 Ivonescimab 10 Ivonescimab
o : : Pe‘“ll’mhz‘“'l‘a]’ : : : : : : : . : | | o : : Pem‘t:xo].izwrlmb . . . . . . , , , , ,

Time (months)
Number at risk (Events)
Ivonescimab  90(0) 87(2) 79(7y 71(12) 70(13) 63(17) 49(20) 37(27) 32(32) 21(32) 8(35) 5(35) 1(35) 1(35) 0(35)
Pembrolizumab  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)

Time (months)
Number at risk (Events)
Tvonescimab 108(0) 102(1) 96(6) 85(14) 78(19) 65(27) 50(30) 31(33) 27(35) 17(36) 6(36) 6(36) 2(37) 1(37) 0(37)
Pembrolizumab 109(0) 100(6) 76(28) 65(37) 64(38) 52(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.

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

2024 World Conference on Lung Cancer
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ORR, DCR and DoR per IRRC

100 Ivonescimab Pembrolizumab
GEREE) (n = 200)
89.92, ORR, % 50.0 38.5
30 DCR (95% Cl) (42.8, 57.2) (31.7, 45.6)
DCR, % 89.9 70.5
95% CI 84.8, 93.7 63.7, 76.7
705% ( o ) ( ) ( )
g 60 DCR Median DoR, mos NR NR
~ (95% Cl) (NE, NE) (8.28, NE)
@)
(o]
% 40
ORR and DCR were higher with
ivonescimab vs. pembrolizumab
20
0

Ivonescimab Pembrolizumab

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

2024 World Conference on Lung Cancer
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Safety Summary

TRAESs
B —, Pembrolizuma
Safety Summary, n (%) (n = 1972) _b )
(n =199?)
TRAESs (all grades) 177 (89.8) 163 (81.9)
Grade=3 58 (29.4) 31 (15.6)
Serious TRAEs 41 (20.8) 32 (16.1)
bies?:glgt?ntgation 3(1.5) 6(3.0)
Leading to death 1(0.5) 2(1.0)

TRAEs in SQ Subgroup

Ivonescima Pembrolizuma

Safety Summary, n (%) o] o]
(n =902?) (n=912)
TRAEs (all grades) 77 (85.6) 73 (80.2)
Grade=3 20 (22.2) 17 (18.7)
Serious TRAEs 17 (18.9) 17 (18.7)
dissontinuation 2(22) 3(33)
Leading to death 0 1(1.1)

Ivonescimab demonstrated a tolerable safety
profile in SQ patients.

The Most Common TRAEsSs (incidence 210%)

Ivonescimab Pembrolizumab
Total 898 20.4 156 819
Proteinuria 315 3.0 10.1
Aspartate aminotransferase increased 19.8 05 156
Hypercholesterolacmia 16.2 10.1
Blood bilirubin increased 157 tolfos 116
Hypertension 157 5.1 b 25
Alanine aminotransferase increased 147 0505 121
Hypothyroidism 14.2 95
Anacmia 132 15Jf0s 14.6
Hypoalbuminacmia 117/ 05 111
Amylase increased 112 15)| 30
Hyperglycacmia 1120 05JL0 116
Blood uric acid increased 10.7 8.0
Arthythmia 102 106 @ Ivonescimab, >=grade 3
Hypertriglyceridaemia 10220005 7.0 O Ivonescimab, all grades
Rash pp— " = Pernbro]@zumab, >=grade 3
O Pembrolizumab, all grades
| | | | | | | | | | | | | | | | | | | |

100 90 8 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100
Patients (%)

The differences in AEs were predominantly proteinuria,
hypertension, and laboratory abnormalities.

. . .y : af
aPatients who received >1 dose of study treatment. ® The incidence of >grade 3 Hypertension was 0.5%. L}

Abbreviations: AEs, adverse events; TRAEs, treatment-related adverse events; SQ, squamous cell carcinoma.

2024 World Conference on Lung Cancer
Presidential Symposium, 9/8/24, San Diego, CA
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Immune-Related and Possible VEGF-Related AEs

irAEs Possible VEGF-Related AEs
Ivonescima Pembrolizuma Safety Summary, n (%) lvonescimab Pembrolizumab
Safety Summary, n (%) b b y ry, {7 (n = 1973) (n = 1997)
(n =197%) (n = 1992) Possible VEGF-Related
AE I d 94 (47.7) 42 (21.1)
irAEs (all grades) 59 (29.9) 56 (28.1) s (all grades)
Grade=3 20 (10.2) 2 (1.0)
Grade=3 14 (7.1) 16 (8.0)
_ _ lvonescimab Pembrolizumab
Serious irAEs 11 (5.6) 22 (11.1) Safety Summary by (n =1972) (n = 1993)

Classification, n (%) Grade>

Leading to discontinuation 0 5 (2.5) All Grade Grade=3  All Grade 3
Leading to death 0 0 Proteinuria 62 (31.5) 6 (3.1) 20 (10.1) 0
Hypertension 31(157)  10(5.1)  5(25)  1(05)
Ivonescimab exhibited similar irAEs to that of Haemorrhage 29(14.r)  2(1.0) 22(11)  1(0.5)
pembrolizumab. ﬁ}fgﬁoembonsm 2(1.0)  2(1.0) 1(0.5) 0
Venous 0 0 1(0.5) 0

thromboembolism

2 Patients who received 21 dose of study treatment, « Grade 3 haemorrhage was observed in two patients with non-SQ
Abbreviations: VEGF, vascular endothelial growth factor; irAEs, immune-related AEs; AEs, and was not reported in SQ patients in the ivonescimab arm s
L

adverse events; SQ, squamous cell carcinoma.
2024 World Conference on Lung Cancer Advent Heqlth
Presidential Symposium, 9/8/24, San Diego, CA



Conclusions

First-line ivonescimab significantly improve IRRC-assessed PFS in patients with aNSCLC and PD-L1 TPS 21%,
compared with pembrolizumab (median PFS (mos), 11.14 vs. 5.82; HR, 0.51; p<0.0001).

PFS benefit with ivonescimab were consistent across maijor clinical subgroups:

B TPS 250%, HR = 0.46 (0.28, 0.75); TPS 1-49%, HR = 0.54 (0.37, 0.79)

B SQ, HR =0.48 (0.31, 0.74); non-SQ, HR = 0.54 (0.36, 0.82)
Higher ORR (50.0% vs. 38.5%) and DCR (89.9% vs. 70.5%) were observed with ivonescimab vs. pembrolizumab.
OS was not matured at this time; the OS analysis is event-driven and will be reported in the future.

The safety profile of ivonescimab was consistent with prior studies and well tolerated, including in patients with SQ-
NSCLC.

HRQoL with ivonescimab was comparable to pembrolizumab.

First randomized phase 3 study to demonstrate a clinically significant improvement in

efficacy with a novel drug compared to pembrolizumab in aNSCLC

Ivonescimab is an investigational therapy in this setting worldwide; ivonescimab is approved in 2L EGFRm NSCLC in China.
Abbreviations: IRRC, independent radiology review committee; PFS, progression-free survival, aNSCLC, advanced non-small cell lung cancer; PD-L1, programmed death ligand 1; TPS,
tumor proportion score; mo, month; HR: hazard ratio; CI, confidence interval; SQ, squamous cell carcinoma; ORR, overall response rate; DCR, disease control rate; OS, overall survival. -=

2024 World Conference on Lung Cancer
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Ongoing/Planned Ivonescimab Multi-regional
Trials in NSCLC

Indication ‘Study Treatment Population |Regimen
Enrollment
2L EGFRm+ + Chemovs. chemo 11
Complete
NSCLC 1L Squamous + Chemovs. pembrolizumab (PD-1) + chemo |l Ongoing
1L PD-L1 High Monotherapyvs. pembrolizumab (PD-1) 11 Planned

AdventHealth
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Unmet need in unresectable stage lll EGFRm NSCLC

PACIFIC EGFRm post-hoc subgroup analysis

* In unresectable stage |ll NSCLC following Median PF'S, months (95% C1)
ian , months b

CRT without progression, standard i B ourvatumab 11273, 207)
of care is consolidation durvalumab 09 - e O
HR (95% Cl) 0.91 (0.39, 2.13)
0.8 —

« Benefit of consolidation durvalumab in

EGFRm NSCLC is uncertain basedon >
PACIFIC post-hoc subgroup analysis 5 0'5 i
+ Efficacy of EGFR-TKIs is supported by Eﬁ i

the Phase 2 RECEL study and real-world 03

data but prospective Phase 3 data are L
needed =
0.0 —
» No approved targeted therapies for T T T T T T T T T T T T T T T T T T
Unresectable Stage "I EGFRm NSCLC 01 3 G 9 12 15 18 21 24 27 30 33 36 38 42 45 48 51 54 57
Time from randomization (months)
No. at risk

Durvalumab 24 N 19 15 10 3 6 3 3 3 2 2 1 1 1 1 1 1 i 0
Placebo 11 g9 5 5 - - 3 2 2 2 2 2 2 1 1 1 0 0 0 0

Daly ot al. J Chin Onool 2022.40:1356-1384; Reman et al. Ann Oncol 2021,32:1837-1642; Naidoo ot al. J Thorac Oncol 2023, 18657 E.-F’J Xing at al. Int J Rad Oncol Bial Phys 2021, 109:1345-1358; Sun ot af. BMC Cancer 2020;20:646;
Aredn el =, J Thome Oncol 202116 1984--1990. Nossowr ol & J Thorae Onool 2024, S15668-0884024)00032-7

Figure: reprinted from J Thorsc Oncal, Vial 18, Naxdoa of &l Brief report: Durvalumatb after chemoradiotbarapy in unresectable Stage Il EGFR-mutar NSCLC: A post hoo subgroup analysis frem PACIFIC, Pages 857863, Copyright (2023), with permissian fram Elsewier

i confidence inlervat, CRT, chemoradotharapy; EGFR, ':'D'dl.‘"ﬂl wnl im':l rmwln-' AMEBIC AN SOCIETY OF
2024 ASCO #ASC024 e AR VT B Dr SUFBSI‘I S Ramahngﬂm EGFRm ‘Lﬂ'R mudated: HR, hazard rmato; NSCLE, non _.l"l.!ICEI hung o t evauiabie AS( :o CLINBCAL ONCOLOGY
4 s bl

ANMUAL MEETING Preseniztion is property of the author and ASCO, Parmission requined for reuse; conisel peomissions{{=sco.ong FFS progression-free survival, TK, lyrosne kin itost KNOWLEDGE CONQUERS CANCER



LAURA Phase 3 double-blind study design

Patients with locally advanced, Osimertinib 80 mg,

ur_ltrr::sectable 5""9“ ":; E,GF?T ;ISC,LC once daily Treatment duration until BICR-assessed progression
Wit O progression aunng / Tollowing —e (per RECIST v1.1), toxicity, or other discontinuation
definitive CRT! treatment Rando:';zatlon criteria
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
= 218 years (Japan: 220) — progression offered to both treatment arms$
Stratification by:
+ WHOPSO/1 :
i Concurrent vs sequential CRT
+ Confirmed locally advanced, Stage IlIA vs stage HIB/IIC
unresectable stage [lI* NSCLC China vs non-China Tumor assessments:
‘ ' ¥
E;;L?ii‘n‘; Ii_r?tse?vil between last dose of » EnestGT FIIRT and beain Mit
—l [r— « At baseline, every 8 weeks to Week 48, then every

CRT and randomization: 6 weeks

12 weeks until BICR-assessed progression

Endpoints
* Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
« Secondary endpoints included: OS, CNS PFS, safety

bal CRT camprisng 2 cydes of platinum-based chemofherapy (or 5 dase:
W B T e o |

2024 ASCO #ASCO24 presentenay: Dr Suresh S. Ramatmgam A etk v s, T i

operty of he author ard ASCO, mizsion required for reuse; conisct peormizsion =il s=oo. o

ating phy

AS CO SCot ONEORDE

. KNOWLEDGE CONQUERS CANCER




Baseline characteristics

Characteristics, % Osimertinib (n=143) Placebo (n=73)

Sex: male / female 37 /63 42/ 58
Age: median (range), years 62 (36-84) 64 (37-83)
Smoking history: formerly / currently / never 26/3/71 32/1/67
Race: Asian / non-Asian 81/19 85/15
WHO PS: 0/1 56 / 44 42/ 58
AJCC / UICC staging (8™ edition) at diagnosis: IIIA/IIB / IlIC 36 /47 /17 331521 15
Histology: adenocarcinoma / other 97173 95/5
EGFR mutation at randomization:* Ex19del / L858R 52 /481 59/ 41
Type of CRT: concurrent CRT / sequential CRT 92/8 85/15
Response to prior CRT: CR/PR/SD /PD /NE 3/47/43/0/8 4/37/51/0/8
Target lesion size by BICR:¥ mean (SD), mm 33 (18) 36 (17)
e i W s e AR "”““fm“”}“m A§Co



Progression-free survival by BICR

1.0 Median PFS, months (95% CI)
09 Osimertinib 39.1 (31.5, NC)
[ Placebo 56 (3.7, 7.4)
$ o8
. PFS HR (95% CI): 0.16 (0.10, 0.24),
:3_' ' p<0.001
s 06 Maturity 56%:
m osimertinib 40%, placebo 86%
g 05
o ——H— —t
& A
o
£ 03
-]
2
o 02
o
0.1 + l 1 |

0.0

30 33 36 39 42 45 48 51 54 b7 60 63
No. at risk Time from randomization (months)

Osimertimb 143 127 114 109 99 96 83 /6 69 61 49 37 28 16 9 6 - 2 2 2 1 0

- — e

Placebo 73 59 25 15 10 g 6 6 4 3 3 3 2 1 1 0 0 0 0

Data cut-off: January 5. 2024.
Thck marics indicale cen=ored dala. Medinn follow-up for PES (all paSent=) aziimertinib 220 months, placeto 5.8 months. Mefian fsllow-up for PFS (oemsored patienis ) ossmesinib 277 monthe, plaosbes 1825 morribs

2024 ASCO #ASCO24 pRESENTED BY: U Suresh S. Ramalingam BICR, bnded independent central review; Cl, confidence ntenal; HR, ragﬁ;gxgerﬁa:a:r:zﬂ?‘; ASCO ér.t.t‘n:‘tha?:;?:é;;:l
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Progression-free survival by BICR

Median PFS, months (95% CI)
Osimertinib 39.1 (31.5, NC)
Placebo 2.6 (3.7, 7.4)

PFS HR (95% Cl): 0.16 (0.10, 0.24),
p<0.001

Maturity 56%:
osimertinib 40%, placebo 86%

L L

1.0

0.9
E 08
'E <
3
a 07
£
S 06
]
® 05
g e —t—p
2 04
o
g 0.3
=]
8
o 02
o

0.1 = I

| |

Investigator-assessed HR 0.19

0.0

No. at risk Time from randomization (months)

Osimertimb 143 127 114 109 99 96 83 /6 69 61 49 37 28 16 9 6 - 2

Diarabhe 7 £Q JE f L 10 Q Fa - 4 1 o | ¢ ;. 1 1
Ay ) i ] - ] 1l } — e i1

| | |
T 60 63
2 1 0
O (

Data cut-off: January 5, 2024

Thck marics indicale cen=ored dala. Medinn follow-up for PES (all paSent=) aziimertinib 220 months, placeto 5.8 months. Mefian fsllow-up for PFS (oemsored patienis ) ossmesinib 277 monthe, plaosbes 1825 morribs
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Progression-free survival by BICR across subgroups

Subgroup No. of events |/ patients HR 95% CI
Overall (N=216) Stratified log-rank 120 / 216 ; & 1 0.16 0.10,0.24
Unadjusted Cox PH 120 [ 216 —a— 023 0.16, 0.33
Sex Male 50 / 84 L o ! 0.26 0.15,0.46
Female 70 132 ' i 1 0.21 013,034
Age <65 years 67 /120 - = . 0.16 0.10,0.26
2bb years 53 / 96 i = 4 0.33 0.19, 057
Race Asian 98 / 178 —_—— 0.20 0.13,0.29
Non-Asian 22 [ 38 ’ = i 0.48 0.20,1.19
Smoking history Current / former (yes) 42 [/ 65 ' = 4 026 0.14, 0.48
Never (no) 78 [ 151 b L 1 022 014,034
Stage® A 42 | 76 ' = | 0.28 0.15,0.52
e/ c 78 [ 140 L i i 0.21 0.13,0.33
EGFR mutationt Ex19del 65 / 117 L = 1 017 0.10,0.29
L858R 55 /98 ' & { 0.32 0.19, 0.56
China cohort Chinese 18 [ 40 NC NC NC, NC
Non-Chinese 102 / 176 —— 0.26 0.17,0.39
Chemoradiotherapy Concurrent 107 /193 —— 025 0.17, 0.36
Sequential 13 123 NC NC NC, NC
Response to prior CRT Complete response 3 i NC NC NC, NC
Partial response 53 / 94 i i i 0.20 0.11,0.34
Stable disease 58 / 98 L J 0.18 0.10, 0.30
Non-evaluable 6 /17 : _ B e T S T NC NC, NC
0.05 0.5 1.0 5

HR for progression-free survival (95% CI)
Favors osimertinib Favors placebo

Data cut-off. January 5, 2024

Mode: HR= were calculabed anly for subgroups with >3] evenis scross both anre 1o allow for mesningfl analysis. Subgroup (nol pre=pecied) of WHO PS: PS=0 HR 0.17 {95% C10.10, 0.28); PS=1 HR 0.34 (85% Cl 0.20, 0.58)
*Slage prior o CRT by AJCC / UICC staging (8th edition )

1Ceniral Sest of umor lissue = screening, or ool pre-exizing =i resull; one patient in the csimesting am hesd mssing EGFR mubdion nformation

i - i AJCC, American Joinl Commitiee on Cancer; BICR, Hinded indegpendent contrl review; Cl, confidence ( :  AMERICAN SOCIETY OF
202.4 ASCO #ASC 024 PRESENTED BY: Dr SU rBSh S Ramahngﬂm mieewat; CRT, chemomdotherapy, EGFR. epidennal growih facior secepior; Ex 19gdel, exon 19 debetion; AS O CLINICAL ONCOLOGY

ANMMUAL MEE TING Presenlxtion i pregety of the author and ASCO, Parmission required for reuse; coetsst permissions@s=on ong HR. hazard ralia; NC, not calculable; PFS, progression-free survival; PH, proporfiansl-hazards moded KNOWLEDGE COMQUERS CANCER

LBCC, Union for intemationsl Cancer Controd; WHO PS, World Heslth Organizadion performancs stybes



Tumor response by BICR

e Osimertinib s Placebo
80 - 80
_E __ 60+ _E __ 60~
E % o 3 % il m P
@ 20~ T@ 20-
5 5 55 W SD
E 3 o- E P = H PR
.I:E%_ED_ _:Eg_zﬁ' m CR
u S 40 S8 -40- -
8 £ ® £
@ -60- @~ -60-
-80 - -80
-100 - -100 -
Osimertinib (n=143) Placebo (n=73)
Objective response rate, % (95% CI) 57 (49, 66) 33 (22, 45)
Disease control rate, % (95% CI) 89 (83, 94) 79 (68, 88)
Median duration of response, months (95% CI) 36.9 (30.1, NC) 6.5 (3.6, 8.3)

Dt cul-off. Janusry §, 2024
“Mizzing dats imputed as +20% according Io predefined rules.

Y - i BICR, binded indepanderi central revienw; Cl, confidence nterval; CR, complrie rsponss;  AMEBRICAN SOCIETY OF
2024 ASCO #A.SC 024 PRESENTED BY: Dr SureSh S Rﬂn‘lﬁlll‘lgﬂm NE, not calculable; ME, not evakiable PO, progressive disease; PR, petial respanse; 30 sishie disease ASCO CLINICAL ONCOLOGY

ANNUAL MEETING Presenlsdon = property of the author and ASCO. Permizsion required for reuse; conlect permizsionsi@==co.org KMOWLEDGE CONQUERS CAMNCER



Sites of new lesions by BICR

Patients with new lesions

Brain

Lung

Liver

Lymph nodes
Bone
Adrenal

Peritoneum / omentum

Pelvis

Spleen [ osimertinib n=143

Placebo n=73
Other .

70 60 50 40 30 20 10 0 10 20 30 40 50 60 70

Patients with new lesions (%)

Data cul-off. January 5, 2024,
Percevilages bazed on number of patients in sach reaiment =rm. Palients can have more than one new lesion Site, Bazed on BICR a=sssssinants according lo RECIST 1.1 and includes 38 niew lesions a8 any time (including those whose RECIST progression event had been censored).
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Interim analysis of overall survival

« In the placebo arm, 81% of patients with BICR-confirmed progression crossed over to osimertinib

1.0

09

08

0.7

06

05

0.4

03

Probability of overall survival

0.2
0.1

0.0

No. atrisk
Osimertinib

Hiacebo

2024 ASCO

ANNMUAL MEETING

t Median OS, months (95% ClI)
- Osimertinib 94.0 (46.5, NC)
Placebo NR (42.1, NC)

2 ; OS HR (95% CI): 0.81 (0.42, 1.56),
g p=0.530*

7 ! Maturity 20%:

- : b= : f . osimertinib 20%, placebo 21%

1 1 | | I | I | I | T ; ! ! I ! ! | | | 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 H54 57 60 63
Time from randomization (months)

143 142 138 135 133 130 127 115 100 86 71 589 49 I3/ 28 19 12 9 4 2 1 0

71 7 - 0 ay RE oty EO § O A T8 o ) 10 1L 14 G 4 ;- 4 1 N
{3 i {1 U bo 1] b 20 40 41 S0 23 19 o I . . z | U

P
Data cut-off: January 5, 2024
Tack marks ndicarie censared data. ‘For stalisiicsl sgnificance at this interim analysis, 3 pvaiue of <0.00036 wos reguined;

Median follow-up for OF (all palieniz): csmerting 20.5 months, placeba 20.1 months. Median follow-up Tor OF (vensored palients): osimesinil 30.9 monlhs, placebe 2001 monlhs
- i BICR, binded indepandent central review; Cl, confdence interal; HR, hazard ratio; NG, nol caboulable  AMERICAN SOCIETY OF

#ASC024 PREREER Dr SureSh S Ramﬂl!ngﬂm NR. not reached; 05, overall suaval ASCO CLIMBCAL OMCOLOGY
Presenlstion is property of the author and ASCO, Permission required for reuse; conlact peomizsionsi@==en ong KHNOWLEDGE CONQUERS CANCER



All-causality adverse events (210%)*

« The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4 / 5),
non-serious and manageable

Radiation pneumonitis
Diarrhea

Rash

COVID-19

Paronychia

Cough

Decreased appetite
Dry skin

Pruritus

Stomatitis

WBC count decreased
Pneumonia

Anemia

Musculoskeletal chest pain

t

48 |

|38

36 |

2:
2 | 14

24 |

| 14
20 | 1] 8

17 1

16 |

15 5
13 T 7
12 ] 3
1201113
1M1 3 48
1011 4

30 Jn2

Interstitial lung disease (grouped term)
was reported in 11 (8%) patients in the
osimertinib arm#

The majority were Grades 1/ 2;

Grade 5 n=1

|:| Osimertinib, all grades
. Osimertinib, Grades =23
|:| Placebo, all grades
. Placebo, Grades =3

100 90 80

70

60

50

40

30

20 1I0 0 1I0 20
Patients (%)

100

30 40 50 60 70 80 90

Data cut-off, January 5, 2024

*AEs with incidence of 10% or mane in either irestment am sre shown. Patients with multiple events in the same category counted anfy once in that category. Patients with events in more than one calegory are counied once in each of those calegonies. Includes AEs with an onset date on or after the date of firsl dose and wp %o and
including 28 day= following the dizscortinuation of study treatment ard beflore starling subsequent cancer herapy, "0One grade 5 AE of preumania was reported in the asimerinib armg Hnberstitial lung dizsesse (grouped loim) wes reported in 1 patienl (19%) in placsbo arm; AE was preumaniis, Grade 1
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Conclusions

« In LAURA, osimertinib demonstrated a statistically significant and clinically meaningful improvement in PFS vs
placebo by BICR in unresectable stage Ill EGFRm NSCLC following definitive chemoradiotherapy

— Median PFS was 39.1 months (95% CI| 31.5, NC) with osimertinib, 5.6 months (95% CI 3.7, 7.4) with
placebo; HR 0.16 (95% CI1 0.10, 0.24), p<0.001

— PFS benefit was consistent across subgroups

« Interim OS data showed a positive trend in favor of osimertinib, despite a high proportion of patients crossing
over to osimertinib in the placebo arm (81%)

- Safety profile of osimertinib post-chemoradiotherapy was as expected and manageable

« EGFR mutation testing is critical in stage lll disease to ensure optimal outcomes for patients with
EGFRm NSCLC

Osimertinib will become the new standard of care for patients with unresectable
stage lll EGFRm NSCLC who have not progressed after definitive chemoradiotherapy

Dats cuilof: January 5, 2024
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MARIPOSA Study Design and Methods

* Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing activity*3

* Lazertinibis a CNS-penetrant, 3rd-generation EGFR TKI45

-~

-

Key eligibility criteria

~

Locally advanced or
metastatic NSCLC

Treatment naive for

1074)

Focus of this presentation

advanced disease

Documented EGFR
Ex19del or LB58R

ECOGPS O or1

Asymptomatic brain
metastases did not

treatment

require definitive

2:2:1randomization (N

Amivantamab + Lazertinib

(n=429; open label)

Osimertinib
(n=429; blinded)

Lazertinib
(n=216; blinded)

Primary endpoint of PFSa by BICR per RECIST vl1.1:
* Amivantamab + Lazertinib vs Osimertinib

High-risk subgroups analyzed:

* Brain metastases

* Liver metastases

* TP53 co-mutation

« Detectable EGFRm ctDNA at baseline

« Without EGFRm ctDNA clearance at Week 9 (C3D1)

Diagnostic tests:
» ctDNA NGS": baseline co-mutations
* ctDNA ddPCRE¢: detection and clearance of Ex19del and L858R

MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080). 2Key statistical assumptions: 800 patients with 450 PFS events would provide approximately 90%
power for amivantamab + lazertinib vs osimertinib to detect a HR of 0.73 using a log-rank test, with an overall two-sided alpha of 0.05 (assuming an incremental
median PFS of 7 months). Statistical hypothesis testing included PFS and then OS. The lazertinib arm was included to assess contribution of components.

bGuardant Health G360® panel (Redwood City, CA). °Biodesix (Louisville, CO) ddPCR. C3D1is Cycle 3 Day 1. Each cycle was 28 days.

ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; NGS, next-generation sequencing.

1. Moores SL, etal. Cancer Res. 2016;76(13):3942-3953. 2. Vijayaraghavan S, et al. Mol Cancer Ther.2020;19(10):2044-2056. 3. Yun J, etal. Cancer Discov.2020;10(8):1194-1209. 4. Ahn MJ, et al. Lancet Oncol.2019;20(12):
1681-1690. 5.ChoBC, etal. J Thorac Oncol. 2022;17(4):558-567.

Presented by E Felip at the American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4,2024; Chicago, IL, USA




Recap of ESMO 2023; ChoBC, et al.

Primary Endpoint: PFS by BICR

Amivantamab +lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months

100 - .
Median follow-up: 22.0 mo Median PFS
s (95% Cl)
by Amivantamab + Lazertinib 23.7mo (19.1-27.7
: ot (191277
§ 75 . Osimertinib 16.6 mo (14.8-18.5)
c
.% HR, 0.70 (95% Cl, 0.58-0.85); P<0.001
7
‘
© 50 -
S
o | | | Ami + Laz
© | I
_§ 25 . | I— m | Osi
o
c
2
®
o
0 T T T 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
Ami+ Laz 429 391 357 332 291 244 194 106 60 33 8 0
Osi 429 404 358 325 266 205 160 90 48 28 10 0

Amivantamab + lazertinib also meaningfully improved PFS2 and DoR vs osimertinib in MARIPOSA

Data cutoff: August11,2023.
Ami, amivantamab; Laz, lazertinib; Osi, osimertinib.
1.ChoBC, etal. Presented at: the European Society for Medical Oncology (ESMO) Congress; October 20-24,2023; Madrid, Spain. LBA14.

Presented by E Felip at the American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4,2024; Chicago, IL, USA



MARIPOSA Subgroup Analysis Findings

% patients with feature

*With history of brain metastases -
E \4 Without history of brain metastases
é - *With baseline liver metastases
gl Without baseline liver metastases
*TP33 co-mutation
46% -549,

TP33 wild-type

*Detectable baseline EGFRm ctDNA

30%

0% 1 No detectable baseline EGFRm ctDNA

HR 0.69, p=0.010
HR 0.69, p=0.005
HR 0.58, p=0.017
HR 0.74, p=0.004

HR 0.65, p=0.003

HR 0.75, p=0.114

HR 0.68, p=0.002

HR 0.72, p=0.132

*No EGFRm ctDNA clearance at C3D1

“15%

Il

85% Clearance of EGFRm ctDNA at C3D1
[ ] Defined as ‘high-risk’, indicated by asterisk (* 0 > 10 15 20 29
© fne RerH __ns ’_In (cated by asterisk () Median progression-free survival (months)
[[] Defined as ‘not high-risk’ . o ) o
®m Amivantamab + Lazertinib Osimertinib

TP53 co-mutation status identification by Guardant Health G360 panel; EGFRm ctDNA detection by Biodesix ddPCR
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Pros/Cons of “"Intensified” 1st Line Therapy

Osimertinib

Once daily oral therapy
Gr 1-2 tox — 0-44%

Gr > 3 tox — 1-2%
Less financial toxicity

FLAURA-2/MARIPOSA
Multiple infusion center visits

Once daily oral therapy

Gr 1-2 tox — 20-57% Ami/lazer
13-42% FLAURA-2

Gr > 3 tox — 1-15% AMI/lazer
0-23% FLAURA-2

Added met-related and chemo tox

DVT prophylaxis (Ami/Lazer)

More financial toxicity

PFS benefit, uncertain OS benefitss
AdventHealth



ALK Fusions

.
AdventHealth



CROWN: A Randomized Global Phase 3 Study

Lorlatinib is a brain-penetrant, third-generation ALK TKI that has broader coverage of ALK resistance mutations than second-generation ALK TKils'?2

L o Lorlatinib 100 mg once daily
Key eligibility criteria n=149
Stage llIB/IV ALK+ NSCLC

No prior systemic treatment for Stratified by:

metastatic disease . Presence of brain metastases
ECOG PS0-2 Randomized (yes_vg ne)

Asymptomatic treated or untreated = ===p 1:1 ’ E:Z?;ﬁ't\fs non-Asian)

CNS metastases were permitted N=296

=1 extracranial measurable target e . :
lesion (RECIST 1.1) with no prior Crizotinib 250 mg twice daily
radiation required n=147

No crossover between treatment arms was permitted

Primary endpoint

PFS2 by BICR

Secondary endpoints

Overall survival

PFS by investigator

ORR by BICR and investigator
DOR, IC ORR, and IC DOR by BICR
IC TTP by BICR

TTR and IC TTR by BICR

Safety

Quality of life

Biomarker analyses

At the planned interim analysis, at 18.3 months of median follow-up in the lorlatinib arm, median PFS by BICR was not reached (95% CI, NR-
NR) with lorlatinib and 9.3 months (95% CI, 7.6-11.1 months) with crizotinib, with an HR of 0.28 (95% CI, 0.19-0.41) and P<0.0013

In a subsequent post hoc analysis, at 3 years of follow-up, median PFS by BICR was still not reached (95% CI, NR-NR) with lorlatinib and 9.3

months (95% CI, 7.6-11.1 months) with crizotinib (HR, 0.27; 95% ClI, 0.18-0.39)*

ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; CNS, central nervous system; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; IC, intracranial; NR, not reached; NSCLC, non-small cell lung
cancer; ORR, objective response rate; PFS, progression-free survival, PS, performance status; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor; TTP, time to tumor progression; TTR, time to tumor response.

Defined as the time from randomization to RECIST-defined progression or death due to any cause.

1. Johnson TW, et al. J Med Chem. 2014;57:4720-4744. 2. Shaw AT, et al. Lancet Oncol. 2017;18:1590-1599. 3. Shaw AT, et al. N Engl J Med. 2020;383:2018-2029. 4. Solomon BJ, et al. Lancet Respir Med. 2023;11:354-366.
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Current Post Hoc Analyses at 5 Years

Endpoint evaluation by BICR stopped after the 3-year analysis

Key eligibility criteria

Stage IlIB/IV ALK+ NSCLC

No prior systemic treatment for
metastatic disease

ECOG PS0-2

Asymptomatic treated or untreated
CNS metastases were permitted

=1 extracranial measurable target
lesion (RECIST 1.1) with no prior
radiation required

e

Lorlatinib 100 mg once daily
n=149

Stratified by:

. Presence of brain metastases
: (yes vs no)
Randomized . Ethnicity

1:1

N=296 (Asian vs non-Asian)

Crizotinib 250 mg twice daily
n=147

No crossover between treatment arms was permitted

Current analyses
Data cutoff: October 31, 2023

. Investigator Assessed
. PES®
. ORR and IC ORR
. DOR and IC DOR
. IC TTP

. Safety

. Biomarker analyses

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

CNS, central nervous system; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; IC, intracranial; ORR, objective response rate; NSCLC, non-small cell lung cancer, PFS, progression-free survival, PS, performance status;
RECIST, Response Evaluation Criteria in Solid Tumors; TTP, time to tumor progression.
@ Defined as the time from randomization to RECIST-defined progression or death due to any cause.
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At 60.2 Months of Median Follow-Up, Median PFS by
Investigator Was Still Not Reached With Lorlatinib

100
90 A
80 -
70
60 o
50 -
40 A
30 -
20
10 4
0

PFS, %

I
I
I
1
1
I
I
I
I
1
I
I
I
I
I
|
1
I
1

10%

I
I
I
|
|
I
I
I
1
I
|
1
I
I
I
I
1
I

Lorlatinib Crizotinib

(n=149) (n=147)
Events, n 29 ik o)
PFS, median NR 9.1
(95% ClI), (64.3-NR) (7.4-10.9)
months

HR (95% CI)  0.19 (0.13-0.27)

0 4 8 12

No. at risk

Time, months

— Lorlatinib 149 126 118 111 103 96 93 89 87 81

— Crizotinib 147 107 70 42 30

HR, hazard ratio; NR, not reached; OS, overall survival, PFS, progression-free survival.
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0

At the time of this
analysis, the required
number of OS events for
a protocol-specified
second interim analysis
has not been reached.
OS follow up is ongoing
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PFS Benefit With Lorlatinib Was Observed Across
Patient Subgroups

Patients, n (%) Events, n
Subgroup Lorlatinib  Crizotinib  Lorlatinib Crizotinib HR (95% CI)
All patients (stratified) 149 (100) 147 (100) 5o 115 — 0.19 (0.13-0.27)
Presence of brain metastases
Yes 35 (23) 38 (26) 16 34 . 0.08 (0.04-0.19)
No 114 (77) 109 (74) 39 81 — 0.24 (0.16-0.36)
thnic origin
Asian 66 (44) 65 (44) 25 50 — 0.23 (0.14-0.38)
Non-Asian 83 (56) 82 (56) 30 65 — 0.19(0.12-0.31)
Sex
Male 65 (44) 56 (38) 24 48 —— 0.22 (0.13-0.37)
Female 84 (56) 91 (62) 31 67 — 0.21 (0.13-0.32)
Age
<65 years 96 (64) 110 (75) 33 88 —— 0.19 (0.12-0.28)
265 years 53 (36) 37 (25) 22 27 —— 0.26 (0.14-0.47)
Smoking status
Never 81 (54) 94 (64) 30 f i . 0.18 (0.12-0.29)
Current/former 68 (46) 52 (35) 25 39 — T 0.27 (0.16-0.45)
0.0625 025 0.5 1 2
Favors lorlatinib Favors crizotinib
PFS, progression-free survival. - .
2024 ASCO presenten sv: Benjamin J. Solomon (Ben.Solomon@petermac.org) ASCO) sty
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Time to IC Progression by Investigator Assessment Was
Longer With Lorlatinib (ITT Population)

5 O § Lorlatinib __ Crizotinib
e 90 - (n=149) (n=147)
_E 80 - Events, n 9 65
? Time to IC progression, NR 16.4
% 70 - median (95% CI), months (NR-NR)  (12.7-21.9)
o)
& 60 - HR (95% ClI) 0.06 (0.03-0.12)
Q
= b A
3
= 40 A
2 30 - 21%:
m LA L] _=_ _=_
c 90 - L+
.f__f : Tumor assessments,
a 107 ! including brain MRI, have
|
0 T T T T T T T T T T T T T T T T T T T T been performed every 8
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80

_ weeks in all patients
Time, months

No. at risk throughout the study

— Lorlatinib 149 128 119 112 105 98 96 92 89 86 84 81 79 77 72 50 29 14 5 1 0
— Crizotinib 147 107 75 46 34 22 19 18 12 12 10 10 9 8 6 4 2 0 0 0 O

HR, hazard ratio; IC, intracranial; ITT, intention to treat; NR, not reached. MRI, magnetic resonance imaging
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Safety Profile of Lorlatinib Was Consistent With That

Observed in Prior Analyses

All-causality AEs observed in the lorlatinib arm:

AEs of any-grade, grade 3/4, and serious
occurred in 100%, 77%, and 44% of patients

The higher incidence of grade 3/4 AEs was
largely due to hypertriglyceridemia (25%),
weight increase (23%), hypercholesterolemia
(21%), and hypertension (12%)

CNS AEsP occurred in 42% of patients in the
lorlatinib arm, 86% of which were grade 1/2

AEs led to dose reduction in 23% of patients,
temporary treatment discontinuation in 62%,
and permanent discontinuation in 11%; of
which 5% were due to treatment-related AEs,
all reported during the first 26 months

AE, adverse event; CNS, central nervous system.
aThis category comprised a cluster of AEs that may represent similar clinical symptoms or syndromes. ®fincludes cognitive effects (28%), mood effects (21%), speech effects (6%), and psychotic effects (5%),
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Safety Profile of Lorlatinib Was Consistent With That

Observed in Prior Analyses

All-causality AEs observed in the lorlatinib arm:

«  AEs of any-grade, grade 3/4, and serious
occurred in 100%, 77%, and 44% of patients

*  The higher incidence of grade 3/4 AEs was
largely due to hypertriglyceridemia (25%),
weight increase (23%), hypercholesterolemia
(21%), and hypertension (12%)

«  CNS AEsP occurred in 42% of patients in the
lorlatinib arm, 86% of which were grade 1/2

«  AEs led to dose reduction in 23% of patients,
temporary treatment discontinuation in 62%,
and permanent discontinuation in 11%; of
which 5% were due to treatment-related AEs,
all reported during the first 26 months

AE, adverse event; CNS, central nervous system.

All cause AEs in 230% of patients in either treatment arm

Lorlatinib Crizotinib
Edemas -| m—
Hypercholesterolemia? - —
Diarrhea -
Hypertriglyceridemia? - s—)
Nausea -
Fatigue? -
Peripheral neuropathy? -
Vision disordera
Weight increase =
ALT increase
Vomiting =
Constipation 4 = Grade 1/2 Grade 1/2
B Grade 3-5 B Grade 3-5
T T T T 1 T T T T T
100 80 60 40 20 0 20 40 60 80 100

Incidence, %

aThis category comprised a cluster of AEs that may represent similar clinical symptoms or syndromes. ®fincludes cognitive effects (28%), mood effects (21%), speech effects (6%), and psychotic effects (5%),
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Dose Reduction Did Not Impact Efficacy of Lorlatinib in
Patients Who Had Dose Reduction in the First 16 Weeks

100 J

90 J

80 4

70 4

60 -

50 -

PFS, %

40 -

30 «

20 -

10 4

0

'l.|+‘|-- i : L
L S —_— e
"+'v__1
R SR -
o
e e
With dose Without dose
reduction (n=18) reduction (n=108)
Events, n 3 37
PFS, median NR NR

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

0

No. at risk
= With dose reduction
== Without dose reduction

4

8

18 17 15 15 15 14 12 12 11 11
108 101 96 88 81

12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Time, months

M0 9 9 8 7 5 3 0 0 0 -
79 77 75 70 70 69 68 65 59 38 21 11 4 1 0 -

IC, intracranial; NR, not reached; PFS, progression-free survival.
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Conclusions

« After 5 years of follow-up in the CROWN study, with lorlatinib treatment:
= Median PFS has still not been reached and PFS was 60%
= The probability of being free of intracranial progression was 92%
= No new safety signals emerged
= Efficacy benefit was seen across all subgroups, including patients with poor prognostic
biomarkers

« The PFS observed with lorlatinib corresponds to the longest PFS reported in
advanced NSCLC

« These systemic efficacy results coupled with protection from intracranial progression and
absence of new safety signals, indicates that first-line lorlatinib provides an unprecedented
improvement in outcomes for patients with advanced ALK+ NSCLC

NSCLC, non-small cell lung cancer; PFS, progression-free survival.
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CROWN: Conclusions and Implications
for Practice

The 5-year updated analyses of CROWN (re)affirm lorlatinib as standard-of-
care first-line treatment for patients with metastatic ALK+ NSCLC

CROWN

ALEX?

Lorlatinib
mPFS*4
5.5 mo

Alectinib
mPFS 34.8 mo

ALTA-1L3

ORR 42.9%

Loratinib

Brigatinib

mPFS*
5.5mo

mPFS 30.8 mo

ORR 42.9%
1L ALK TKI PFS from indicated trials, per investigator assessment
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Lorlatinib
mPFS not reached at 60.2 mo
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Attrition Following 1L ALK TKIi

1L Alectinib (ALEX)?

subsequent
therapy
41%
Subsequent
therapy

61%
1. Solomon BJ et al., Lancet Respir Med 2023;11(4):354-66; 2. Mok T et al., Ann Oncol 2020;31(8):1056-64
3. Camidge DR et al., J Thorac Oncol 2021;16(12):2091-108; 4. Felip E et al., Ann Oncol 2021;32(5):620-30
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1L Brigatinib (ALTA-1L)3
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KRYSTAL-12: ADA in previously treated KRASG'2¢ NSCLC

KRYSTAL-122 study design

Key eligibility criteria
» Locally advanced or metastatic NSCLC
with KRASC'2C mutationP

 Prior treatment with platinum-based
chemotherapy and anti-PD-(L)1 therapy*

* ECOG P5 0-1 DOCE 75 mg/m2 Q3W IV
» Stable brain metastases allowed

ADA 600 mg BID PO¢

Stratified by: Crossover from DOCE to ADA was allowed in cases where disease
» Region (non-Asia-Pacific vs Asia-Pacific) progression per RECIST v1.1 was confirmed by real-time BICR®

* Prior treatment (sequential vs concurrent
chemotherapy and immunotherapy)

4 Primary endpoint Secondary endpoints N
* PFS by BICR (RECIST v1.1)  ORR by BICR (RECIST v1.1) <« Safety
« DOR » Patient-reported
.« 0S outcomes

- J

Database lock: March 19, 2024. Data cut-off: December 31, 2023.
aNCT04685135. PDetected in tumor tissue using sponsor-approved local or central testing. °No washout period was required between prior therapy and study treatment. 9Tablet formulation,

except for four patients who initially received the capsule formulation. ¢Other crossover criteria: ECOG PS 0-2, recovery from DOCE-related AEs to grade 1 or baseline (except peripheral
neuropathy and alopecia for which grade 2 is acceptable).



Primary endpoint: PFS2 per BICR

KRYSTAL-12: ADA in previously treated KRASG'2C NSCLC

ADA DOCE
100 (n = 301) (n = 152)
Events, n (%) 164 (55) 93 (61)
80 1 Median PFS, mo 5.5 3.8
(95% CI) (4.5-6.7) (2.7-4.7)
~ 60 - HR (95% Cl) 0.58 (0.45-0.76)
a3 P value < 0.0001
o
o 40 -
20
& <
i L DOCE o ADA
0 I i I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30
Months from randomization
No. at risk
ADA 301 160 77 41 19 8 5 1 0 0 0
DOCE 152 51 24 9 2 0 0 0 0 0 0

Median follow-up: 7.2 months.

aTime from randomization to the date of disease progression per BICR or death due to any cause, whichever occurs first. For patients who started a subsequent anticancer therapy prior to

disease progression or death, PFS was censored at the date of the last tumor assessment prior to the start of the new therapy.



Tumor response per BICR

KRYSTAL-12: ADA in previously treated KRASG'2C NSCLC

50

40 -

w
o
|

ORR? (%)
o

O _

ADA
n/N: 96/301

Odds Ratio, 4.68 (95% Cl, 2.56-8.56)

P < 0.0001

32

Tumor response

DCR,® n (%)

DOCE
14/152

ADA DOCE
(n = 301) [(n=152)

236 (78) | 89 (59)

(95% Cl)

Median DOR,¢ mo

8.3 5.4
(6.1-10.4) | (2.9-8.5)

at 6 mo, %

Remaining in response

64 39

Change from baseline in

Change from baseline in

100 - ADA (n = 256)4

N A O
o O o o o
1 1 1 1

|
N
o
1

sum of diameters (%)
A
o

| |
o o
o O
1 1

-100 -
100 -

N A O
o O O o o
1 1 1 1

Confirmed BOR
3

D DOCE (n = 120)¢
NE

sum of diameters (%)

-100 -

a0RR is defined as the percent of patients documented to have a confirmed CR/PR by BICR (per RECIST v1.1). bDisease control rate (DCR) is defined as the percent of patients documented to have a
confirmed CR/PR/SD by BICR (per RECIST v1.1). °DOR is defined as the time from the date of first documentation of CR/PR to the first documentation of PD or death due to any cause in the absence of
documented PD. DOR is only calculated for patients with confirmed CR/PR. 9Waterfall plots include patients with at least one target lesion at baseline and at least one post-baseline tumor assessment.



KRYSTAL-12: ADA in previously treated KRASG'2C NSCLC

Intracranial response per BICR?

All patients with baseline CNS metastases? 100 = CNS evaluable population®
go4 (2 1target lesion and > 1 post-baseline assessment)

40 - ‘0 -

‘o ADA (n = 25)

20 === e
0

_20_

-40 4
_60 4 Intracranial(QRR: 40%)X10/25)

807 Confirmed BOR
-100 - = CR
= PR

100 - D
PD

80 A NE
60 -
40 -
20 o= R - oo e oo
0
_20 -
_40 -
_60 -

w
o
|

N
o
|

Change from baseline in
sum of diameters (%)

Intracranial ORR? (%)
o

0 _
ADA DOCE
n/N: 19/78 4/36

ADA DOCE

Intracranial ORR: 11% (1/9)

Intracranial response? (n =78) (n = 36)

sum of diameters (%)

Intracranial DCR, n (%) 64 (82) 20 (56)

Change from baseline in

|
(0}
o

1

-100 -

aln accordance with CNS-adapted RECIST v1.1. CNS RECIST data (including identification of patients with baseline CNS metastases) were based on a separate CNS imaging charter and
neuroradiologist review. ®Waterfall plots show CNS evaluable population including patients with at least one CNS target lesion at baseline and at least one post-baseline CNS tumor assessment.
For lesions to be considered target lesions, they must have been measurable and either not previously treated with CNS-directed therapy or must have progressed after prior CNS-directed therapy.



KRYSTAL-12: ADA in previously treated KRASG'2C NSCLC

Most frequent TRAEs (> 15% in either treatment arm?)

100 -
i Grade
90 1 2 3-4
80 - - ADA
- D | DOCE
70 -

Patients with an event (%)

0 4 6 < -”.w _ <1
Diarrhea Vomiting Nausea  AST ALT Decreased Blood Anemia  Asthenia Fatigue Neutrophil Alopecia
increased increased appetite creatinine count

increased decreased

aFor each TRAE, patients are included only once at the maximum severity.



KRYSTAL-12: ADA in previously treated KRASG'2¢ NSCLC

Summary

 In the phase 3 KRYSTAL-12 trial, ADA demonstrated a statistically significant and clinically meaningful
improvement in PFS over DOCE in patients with previously treated KRAS¢'2¢-mutated NSCLC
(median PFS, 5.5 vs 3.8 mo, respectively; HR, 0.58; P < 0.0001)

— PFS benefit was observed across key subgroups

* ORR was also significantly higher with ADA vs DOCE (32% vs 9%; odds ratio, 4.68; P < 0.0001); overall, the
responses were deep and appear to be durable

« ADA showed intracranial efficacy among patients with brain metastases at baseline, with a response rate
that was more than double that observed with DOCE (intracranial ORR, 24% vs 11%)

» The safety profiles of ADA and DOCE were consistent with previous reports, with no new safety signals

* These results reinforce ADA as an efficacious treatment option for patients with KRASG12¢-mutated
NSCLC after disease progression on prior chemotherapy and immunotherapy

* A phase 3 trial comparing first-line ADA plus pembrolizumab vs pembrolizumab alone is currently enrolling
patients with advanced KRAS¢'2¢-mutated NSCLC and PD-L1 TPS > 50% (KRYSTAL-7; NCT04613596) E7CE

"
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Antibody-Drug Conjugates: New kids on the block

Important Properties of the ADC Components and Target Antigen

Antigen

= High homogeneous expression on tumor

= Low or no expression on healthy tissues

= High affinity and avidity for antibody recognition

Antibody
= High affinity and avidity for tumor antigen
= Chimeric or humanized to
decrease immunogenicity
= Long half-life and high molecular weight

Cytotoxic Payload
= Highly potent agents:
» Calicheamicin
» Maytansine derivative (DM1 or DM4)
« Auristatin (MMAE or MMAF)
« SN-38
» DXd topoisomerase | inhibitor
= Optimal DAR (range: 2 to 8)

Fab

|
R l

q

»

4

Linker

= Stable in circulation

= Efficient release of payload at target site

= Prevents premature release of payload at
nontarget tissue

= Efficient linker technology
(cleavable vs noncleavable)

= Site of conjugation

= DAR affects drug distribution

Fab
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and pharmacokinetics

Cleavable Linkers

Depend on physiological conditions:

pH, proteolysis, or high intracellular glutathione
Noncleavable Linkers

Depend on lysosomal degradation

Chau CH. et al. Lancet. 2019:394:793-804. ASCO &t
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ADGs in Clinical Development for Lung Cancer®

Payload Linker RP2D and Schedule
HERD Trastuzumab-DM1 DM1 Noncleavable (thioether) 3.6 mg/kg, once every 3 weeks 3.1
Trastuzumab-DXd Deruxtecan Cleavable (tetrapeptide) 6.4 mg/kg, once every 3 weeks 8
HER3 Patritumab-DXd Deruxtecan Cleavable (tetrapeptide) 5.5 mg/kg, once every 3 weeks 8
TROP2 Datopotamab-DXd Deruxtecan Cleavable (tetrapeptide) 6.0 mg/kg, once every 3 weeks 4
Sacituzumab govitecan SN-38 Cleavable (carbonate) 10 mg/kg on day 1 and 8, once every 3 weeks 7.6
CEACAM5 Tusamitamab ravtansine DM4 Cleavable (SPDB) 100 mg/m?, once every 2 weeks 3.8
c-MET Telisotuzumab vedotin MMAE Cleavable (valine—citrulline) 2.7 mg/kg, once every 3 weeks 3.1
B7-H3 Ifinatamab-DXd (DS-7300a) Deruxtecan Cleavable (tetrapeptide) TBD 4
MGC018 DUBA Cleavable (valine—citrulline) TBD 2.7
CD56 Lorvotuzumab mertansine DM1 Cleavable (disulfide) TBD -
AXL Enapotamab vedotin MMAE Cleavable (protease) 2.2 mg/kg, once every 3 weeks -
Mecbotamab vedotin MMAE Cleavable (valine—citrulline) TBD -
PK7 Cofetuzumab pelidotin Auristatin-0101 Cleavable (valine—citrulline) TBD 4
PVRL4 Enfortumab vedotin MMAE Cleavable (valine—citrulline) TBD 4
TF Tisotumab vedotin MMAE Cleavable (valine—citrulline) TBD 4
EGFR MRGO003 MMAE Cleavable (valine—citrulline) 2.0 mg/kg, once every 3 weeks 4
ROR2 Ozuriftamab vedotin MMAE Cleavable (valine—citrulline) TBD 4
. Upifitamab rilsodotin AF-HPA Cleavable (protease) TBD 12-15
NaPi2b . . . . .
Lifastuzumab vedotin MMAE Cleavable (valine—citrulline) TBD 3-4

, ]
Passaro, Janne, Peters, J Clin Oncol. 2023;JC02300013. A d ®
ventHealth
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DESTINY-Lung02

Blinded, randomized, multicenter, international, noncomparative, phase 2 trial (NCT04644237)

Background Study Design

— T-DXd 5.4 mg/kg and 6.4 mg/kg showed robust antitumor activity in

- : Key Eligibility Criteria® Primary Endpoint
multiple cancer types; however, T-DXd 5.4 mg/kg has not been _ n T-DXd 5.4 mg/kg :
evaluated in patients with previously treated HER2-mutant (HER2m) ° Metastatic HER2m® NSCLC Q3w * Confimed ORR by BICR
mNSCLC « =1 prior anticancer therapy N = 102¢
2L+), including platinum-
— DESTINY-Lung02 assessed the efficacy and safety of T-DXd 5.4 Lase)d chemotﬁeﬁapy Seg::fcrl;?; %'glgpg ":LSV
mg/kg and 6.4 mg/kg in patients with HER2m mNSCLC « Measurable disease . DoR by BICR andy;NV
* In the interim analysis, T-DXd showed deep and durable responses per RECIST v1.1 - DCR by BICR and INV
and an acceptable and generally manageable safety profile’ « ECOGPSofOor1 T-DXd 6.4 mg/kg « PFS by BICR and INV
— Herein, we report the primary analysis results of DESTINY-Lung02 «+ 0OS
P primary y : Stratification Factor: ﬁ:iugu . Safety
* Prior anti-PD-(L)1 treatment -
Statistical considerations Patients and investigators were blinded to the dose level

—  Statistical hypothesis testing for the primary analysis was performed by comparing

the lower limit of the 95% Clopper-Pearson Cl of confirmed ORR of a T-DXd dose : : .
with the benchmark ORR of 26.4% (upper limit of the ORR 95% CI in the Primary analysis data cutoff:
ramucirumab plus docetaxel arm of the REVEL trial)? 23 December 2022

—  The study was not powered to statistically compare between arms

BICR, blinded independent ceniral review, DCR, disease conirol rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; INV, investigator assessment, NSCLC, non—small cell lung cancer, ORR, objective response raie; 0S5,

overall survival, PD-(L)1, programmed death (ligand) 1, PFS, progression-free survival, 3w, every 3 weeks; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; T-DXd, trastuzumab deruxtecan.
aPafients with stable baseline brain metastases (asympiomatic; not requiring corticosteroid or anticonvulsant treatment) were eligible. "Activating HER2 mutation documented from an archival or fresh tumor tissue sample by certified local laboratory assessment. <1 patient

randomly assigned to the T-DXd 5.4 mg/kg arm did not receive freatment as the patient discontinued due to COVID-19 before cycle 1 day 1.
1. Goto K et al. Annals of Oncol. 2022;33 (suppl_7): $808-5869 2. Garon EB et al. Lancet. 2014;384:665-73.
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Baseline Characteristics and Efficacy Summary

Baseline Characteristics
In the T-DXd 5.4 mg/kg and 6.4 mg/kg arms, respectively:
« Median age was 59.4 years (range, 31-84) and 61.3 years (range, 28-86)

*  Most patients were female (63.7% and 68.0%), from Asia (61.8% and
60.0%), had never smoked (53.9% and 58.0%), and received prior
anti-PD-(L)1 therapy (73.5% and 78.0%)

+  HERZ2 mutations were primarily in the Kinase domain (97.1% and 100%)
« Baseline CNS metastasis was present in 34.3% and 44.0% of patients
« Median prior lines of treatment was 2 (range, 1-12) and 2 (range, 1-7)

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

N =50

Efficacy summary

N =102

Confirmed ORR,? n (%) [95% Cl]

50 (49.0) [39.0-59.1]

28 (56.0) [41.3-70.0]

CR|PR 1(1.0)] 49 (48.0) 2(4.0)] 26 (52.0)
SD|PD 45(44.1)]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]
Median DoR,%¢ months (95% CI) 16.8 (6.4-NE) NE (8.3-NE)
Median TTIR,? months (range) 1.8 (1.2-7.0) 1.6 (1.2-11.2)
Median follow-up, months (range) 11.5 (1.1-20.6) 11.8 (0.6-21.0)

PFS T-DXd 5.4 mgikg
N =102
100 — i %
E Median (95%Cl) 99 (74-NE) 154 (8.3-NE)
E . 8- 73% PFS events,’n (%) 44 (43.1) 20 (40.0)
W= 1
82 &0 I o
£ 173% 2%
c'm 1 -1_"-\: :
o 4] 1 t
o 1459
g2 - | 45% N S—
@ 1
o 20 4 Censored cases I :
o — T-DXd54makg | "
i — T-DXd64magkg | |
1] T T T T T II T T T T T T T T T T T T T T T
D1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21

Time, months

oS

T-DXd 5.4 mg/k
N= 1029I g

Median (35% Cl) 195 (13.6-NE) NE (12.1-NE)

100 90% 0S events,gn (%) 37 (36.3) 14 (28.0)
80 73%

| 57%““H
1

-
o
ES

Overall survival probability, %
2

) o o ——————

40— |
1
204 + Censored cases 1
— T-D¥d 5.4 makg 1
= T-DXd 6.4 ma/kg !
u T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 7 8 9 10 11 12 13 14 15 16 117 18 19 20 21 22

Time, months

BICR, blinded independent central review, CNS, central nervous system: CR, complete response; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastem Cooperative Oncology Group performance status; HER2, human epidermal growth factor
receptor 2; NE, not estimable; OS, overall survival, PD, progressive disease; PFS, progression-free survival, PR, parial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; SD, stable disease; T-DXd, trastuzumab dernuxtecan; TTIR, time
to initial response. *Proportion of patients with confirmed CR or PR assessed by BICR per RECIST v1.1. P3 patients were non-evaluable at 5.4 ma/kg (1 patient never received treatment due to COVID-19; 2 pafients discontinued before first tumor assessment); 2 patients
were non-evaluable at 6.4 mg/kg (discontinued due fo adverse event before first tumor assessment). “Proportion of patients with confired CR, PR, or SD assessed by BICR. %Assessed by BICR. %60.0% and 75.0% of patients in the 5.4 mg/kg and 6.4 mg/kg arms were
censored. '56.9% and 60.0% of patients in the 5.4 ma/kg and 6.4 ma/kg ams were censored. 963.7% and 72.0% of patients in the 5.4 mg/kg and 6.4 ma/kg ams were censored.
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Best Percentage Change in Tumor Size by BICR With T-DXd 5.4 mg/kg (N = 102)

407 Location of HER2 mutation:
° m Kinase domain
3: 207 m Extracellular domain
g | T
5 O
@
m -207
= e
© -407
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@ i
= —60
1]
=
O -807

HER2 amplification®

-100
0 0 0

Prior HER2 TKI therapy ¥

i
Previous anti-PD-{L)1 therapy H Il
7

Number of prior lines of
systemic anticancer therapy

IHIHHHI HH HHHHHIIH HIHH HHIH IIIIIHHH HHI HHH HHHH HIHHHH I H HH HH

Responses were observed regardless of HER2 mutation type, HERZ amplification status, and number or type of prior therapies

BICR, blinded independent central review; |, insertion; HER2, human epidermal growth factor receptor 2; N, no; PD-(L)1, programmed death (ligand)1; S, substitution; T-DXd, frastuzumab deruxtecan; TKI, fyrosine kinase inhibitor; Y, yes. The line at —-30% indicates a partial
response. *Indicates the patient had 0 best percentage change from baseline in the sum of diameters for all target lesions. Numbers in the HERZ mutation row indicate in which exon the mutation occurred (8, 19, or 20). HERZ amplification was only assessed in patients
who received T-DXd 5.4 mglkg. 2Activating HER2 mutation documented from an archival or fresh tumor tissue sample by certified local laboratory assessment. PHERZ amplification status was evaluated using an exploratory Oncomine DX Target test copy number

algorithm on NSCLC formalin-fixed paraffin-embedded tissue samples. Thermo Fisher Scientific and its affiliates are not endorsing, recommending, or promoting any use or application of Thermo Fisher Scientific products presented by third parties during this seminar.
Information and materials presented or provided by third parties are provided as-is and without warranty of any kind, including regarding intellectual property rights and reported results. Parties presenting images, text and material represent they have the rights to do so.
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Overall Safety Summary

Overall Safety Adjudicated Drug-Related D
o T-Dﬁd 5-14:] Tagfkg . T-DXS G-QUTgfkg T-DXd 5.4 T-DXd 6.4
Drug-related TEAE, % = = mg/k m
g ° Adjudicated as drug- N =g109|a N 2“53,

Grade 3 Any grade, n (%) 13 (12.9) 14 (28.0)
Serious Grade 1 4 (4.0) 4 (8.0)
Associated with drug discontinuation Grade 2 7(6.9) 9(18.0)
Associated with dose reduction Grade 3 1(1.0) 0
Associated with drug interruption Grade 4 0 0

Associated with death 10 Iz.o Grade 5 1(1.0) 1(2.0)
100 50 0 50 100

- Median treatment duration was 7.7 months (range, 0.7-20.8) with T-DXd 5.4 mg/kg and 8.3 months (range, 0.7-20.3) with T-DXd 6.4 mg/kg

« The most common any-grade TEAEs in the T-DXd 5.4 mg/kg and 6.4 mg/kg arms included nausea (67.3% and 82.0%), neutropenia (42.6%
and 56.0%), and fatigue (44.6% and 50.0%)

+ The most common grade 23 TEAEs in the T-DXd 5.4 mg/kg and 6.4 mg/kg arms included neutropenia (18.8% and 36.0%) and anemia
(10.9% and 16.0%)

ILD, interstitial lung disease; TEAE, treatment emergent adverse event; T-DXd, trastuzumab deruxtecan.
3The safety analysis set included all randomly assigned patients who received =1 dose of study drug.




Pt
One DESTINY-Lung01 and -02

IC Objective Response Rates & Best Overall Response (BICR)

Measurable BM at Baseline T-DXd 5.4 mg/kg
DXd 5.4 ma/ko Pooled T-DXd 6.4 mg/kg R "'14["):;3;29"’9
o] I DL-01 HER2m/DL-02 £ % ;
B BM a9
- n=30 cm .

IC-cORR, n (%) 7 (50.0) 9 (30.0) % E 254 Partial
95% CIP 23.0-77.0 14.7-49.4 = RS
CR 3(214) 0 5 g 50
PR 4(28.6) 9 (30.0) f E W Without Prior Treatment
SD ez L ¢S > [ with Prior Treatment
;E 1 (;-1:' “;((1;;) m o *Indicates Surgery

¢ . -100
Missing 0 2(6.7) Pooled T-DXd 6.4 mg/kg

IC-DCR, n (%)° 13 (92.9) 22 (73.3) o n=27°¢ Progressive
95% CI° £66.1-99.8 54 1-87.7 g £ H| O Disgass

IC-DoR, months? a E 0
Median, (95% CIl)® 9.5 (3.6-NE) 44 (2.9-10.2) cm

o E %4 Nl "EEE bR EEEE Partial
12/14 (86%) patients with measurable BM receiving = L
- w
T-DXd 5.4 mg/kg and 21/27 (78%) in the pooled o s L
6.4 mg/kg group experienced a reduction in brain lesion o | M Without Prior Treatment
- - - (7] = n & 3
size from baseline as their best overall response 2 = B I Tt
*Indicates Surgery

-100
BICR, blinded independent central review; BM, brain metastases; CR, complete response; DCR, disease control rate; DL, DESTINY-Lung; DoR, duration of resBc:nse; HER2m, human epidermal growth factor receptor 2-mutant; IC, intracranial; IC-
cORR, intracranial confirmed objective response rate; |C-DCR, intracranial disease control rate; IC-DoR,, intracranial duration of response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; T-DXd, trastuzumab
deruxtecan. ®Denominator for ?ercentage 15 the number of patients in the full analysis set who have at least 1 target lesion at baseline, Eer BICR. ®Based on Clo per-Pearson method for si ngle proportion. “For one patient deemed NE in the 6.4
mg!k? group, it was not possible to derive objective response due to missing data of 1 target lesion; the patient’s best overall response however was calculated from available target lesion assessments and included the waterfall plot. 9Calculated as
time from first response in brain until pregression in brain. *Based on Kaplan-Meier analysis and computed with the Brookmeyer-Crowley method.
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DESTINY-Lung04

Arm 1: T-DXdP

Arm 2: Standard of careb
platinum® (cisplatin or carboplatin)

Patient population (N=264)

e Unresectable, locally advanced (not
amenable to curative therapy), or
metastatic nonsquamous NSCLC with
HERZ2 exon 19 or 20 mutations@

e Naive to systemic therapy in the
locally advanced or metastatic setting

e No known other targetable oncogenic
mutations/alterations

2 HER 2 mutations may be detected in tissue or ctDNA.
b Crossover is not permitted.
¢ Investigator's choice of cisplatin or carboplatin.
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April 5, 2024 - FDA grants accelerated approval for traztuzumab
deruxtecan in HER2- positive (IHC 3+) solid tumors

192 HER2-positive (IHC 3+) previously treated, metastatic solid tumors
enrolled in 3 multi-center trials

DESTINY-PanTumor02 — ORR — 51.4%, DoR - 19.4 mos
DESTINY-Lung01 — ORR - 52.9%, DoR - 6.9 mos

DESTINY-CRC02 — ORR - 46.9%, DoR — 5.5 mos

References

.
AdventHealth



ADCs Targeting Trop-2 in NSCLC

( Sacituzumab Govitecan ) Datopotamab Deruxtecan

Hydrolysable pH DAR=8:1 DAR=4:1

sensitive linker for
SN-38

Tetrapeptide-based
cleavable linker for DXd

/ 6 l l b \ DXd payload
(exatecan derivative 10x

SN-38 payload
more potent than SN-38)

¢ Payload mechanism of action: ignal peptide * Payload mechanism of action:
topoisomerase | inhibitor — o U topoisomerase | inhibitor
Cysteine-rich
¢ Payload with long systemic / Extracellular ydomain \ * Payload with short systemic
half-life Humanized epidermal grow Humanlzed half-life
) anti-Trop2 factor-like repea anti-Trop2 ]
* Bystander antitumor effect domain IgG1 mAb * Bystander antitumor effect

. & Domain TM

Cytoplasmic
tail

ADC, antibody-drug conjugate; DAR, drug-to-antibody ratio; DXd, deruxtecan; mAb, monoclonal antibody; SN-38, 7-ethyl-10-hydroxycamptothecin; TM, transmembrane; Trop-2, trophoblast cell

surface antigen 2.
61

Parisi C, et al. Cancer Treat Rev. 2023;118:102572.



Sacituzumab Govitecan Is a First-in-Class
Trop-2—-Directed Antibody-Drug Conjugate

SN-38 payload

« SN-38 is more potent than the parent compound, irinotecan (Topo-1
inhibitor)

+« SN-38 is rapidly internalized and efficiently released to the tumor with
minimized effect on healthy tissues

Linker for SN-38

* pH-sensitive, hydrolyzable linker for
SN-38 release in targeted tumor cells
and tumor microenvironment, allowing
bystander effect

 High drug-to-antibody ratio (7.6:1)"

Humanized anti—Trop-2 antibody
« Binds with high (Kp = 0.3 nM) affinity to Trop-2, an epithelial
antigen expressed on many solid tumors?

(1) Binding

@ Internalization

@ Lysosomal degradation T

@ Intracellular trafficking \\
@ Cell cytotoxicity . ystander /
() Bystander effect on Sacituzumab effect

adjacent tumor cells govitecan

(=) SN-38 release and DNA @ '
damage

Topo-1
DO DODBL
Cell death due to Tumor
Endosome Lysosome  pNA damage i cell

- Trop-2 is a transmembrane calcium signal transducer expressed on many solid tumors3#
« SGis a first-in-class Trop-2—directed ADC that selectively delivers SN-38, an active metabolite of irinotecan’

ADC, antibody-drug conjugate; SG, sacituzumab govitecan; Topo-1, topoisomerase-1; Trop-2, trophoblast cell surface antigen 2. 1. Goldenberg DM, et al. Oncotarget. 2015,6:22496-22512. 2. Agatsuma T, et al. Patent: US 9850312 B2.
Daiichi Sankyo. 2017. 3. Ambrogi F, et al. PLoS One. 2014;9:e96993. 4. Trerotola M, et al. Oncogene. 2013;32(2).222-233.
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EVOKE-01: Global, Randomized, Open-Label,
Phase 3 Study

Key eligibility criteria

Measurable stage IV NSCLC

ECOG PS 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 TKIP

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

Previously treated stable brain
metastases were included

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

End points

Sacituzumab y
. Primary
govitecan
10 mg/kg on Days 1 and - OS
N = 603 8 of 21-day cyclesd Secondary
* PFS, ORR, DOR, and DCR
by INV per RECIST v1.1
Docetaxel . 2
75 mg/m2on Day 1 of » Safety and tolerability
. 21-day cycles* + QoL using NSCLC-SAQ
Stratified by

Histology (squamous vs honsquamous)

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)

At data cutoff (29 November 2023), the study median follow-up was 12.7 months (range, 6.0-24.0)

3(Neo)adjuvant therapy counted if progression within 6 months of platinum treatment and while on maintenance with checkpoint inhibitor agent. bif local approval exists for targeted therapy to that genomic alteration ¢Based on local SOC
and availability of testing/approved targeted agent. ¢Until PD or unacceptable toxicity. AGA, actionable genomic alteration; CR, complete response; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative
Oncology Group performance status; INV, investigator, NSCLC, non-small cell lung cancer; NSCLC-SAQ, Mon-small Cell Lung Cancer Symptom Assessment Questionnaire; ORR, objective response rate; 0S, overall survival, PD,
progressive disease; PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival, PR, partial response; QolL, quality of life; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable
disease; S0C, standard of care; TKI, tyrosine kinase inhibitor; Topo-1, topoisomerase-1; Trop-2, trophoblast cell surface antigen 2.
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Primary End Point: Overall Survival (ITT)

OS probability (%)

100 SG Docetaxel
N (n =299) (n = 304)
Median, months
90 d £ 2
(95% Cl) 11.1(9.4-12.3) 9.8 (8.1-10.6)
80 - HR (95% CI) 0.84 (0.68-1.04)
70 1-sided P-value 0.0534
12-month OS rate, % 46.59 3642
60 — (95% CI) (40.45-52.50) (30.88—42.57)
1-sided P-value for significance was P < 0.0223
50 — 46.6%
40 —
30 — 36.7% K
20 -
10 | —+— SG
—+— Docetaxel
0 T T T I T T T T T
0 2 4 6 8 10 12 14 16 18 20
Patients still at risk, N (events) Tlme (monthS)
SG 299 (0) 275(23)  234(83) 212(83)  175(112) 140 (137) 76 (150) 40 (162) 17 (166) 10 (167) 0 (168)
Docetaxel 304 (0) 277 (23) 234 (85) 201(98)  158(131) 128 (151) 64 (178) 41 (184) 15 (187) 7 (187) 2 (187)

Cl, confidence interval, HR, hazard ratio; ITT, intent-to-freat; OS, overall survival, SG, sacituzumab govitecan.
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Secondary End Points (ITT)

Progression-free Survival?

Objective Response Rate?

100
90 — SG Docetaxel SG Docetaxel
(n = 299) (n = 304) (n = 299) (n = 304)
80 i 0 0 i Bl
(l\ggg/lag,l)months 4.1 (3.0-4.4) 39(3.1-42) ORR, % (95% CI) 13.7 (10.0-18.1) 18.1 (13.9-22.9)
& Eo 0 DCR, % (95% Cl) 67.6 (61.9-728)  67.1 (61.5-72.4)
S HR
E; (95% Cl) 0.92 (0.77-1.11) Median DOR, months
= 60 (95% CI) 6.7 (4.4-9.8) 5.8 (4.1-8.3)
E DOR rate at 6 months, %
.g 50 (95% CI) 52.5 (35.6-66.9) 46.5 (31.9-59.8)
B gl
o= 40
(18
O 39
20 -
104 —— SG
—+— Docetaxel
0 T I T T T T T T T I
0 2 4 6 8 10 12 14 16 18 20
Patients still at risk, N (events) Time (months)
SG  200(0) 201(84) 143(139) 89 (187) 66(208) 32(228) 15(235) 6(238) 2(238)  0(238)
Docetaxel 304(0)  190(81) 124(138) 72(181) 46(203) 22(220) 10(224) 5(226)  2(227)  2(227)  2(227)

aBy INV assessment. Cl, confidence interval; DCR, disease control rate; DOR, duration of response; HR, hazard ratio; INV, investigator; ITT, intent-to-treat; ORR, objective response rate; PFS, progression-free survival; SG, sacituzumab govitecan.
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Treatment-Emergent Adverse Events

In 2 20% of patients receiving SG or docetaxel

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

Overall 33 22
Fatigue
Diarrhea
Alopecia
Nausea
Anemia
Neutropenia

Constipation

Decreased appetite

Vomiting
B SGgrade z 3
SG grade 1-2

B Docetaxel grade = 3
Docetaxel grade 1-2

Stomatitis

Leukopenia
100.0 80.0 60.0 40.0 20.0 0.0 20.0 40.0 60.0 80.0 100.0
Patients (%)

SG, sacifuzumab govitecan.
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Conclusions

EVOKE-01 did not meet the statistical significance for the primary end point of OS in ITT

= A numerical improvement in OS favoring SG was observed, with a 16% reduction in risk of death (HR [95% CI],
0.84 [0.68—1.04]) and a higher 12-month OS rate (SG, 46.6%; docetaxel, 36.7%)

* Improvement in OS with SG was seen in both squamous and nonsquamous histologies

» A prespecified subgroup analysis showed meaningful improvement in OS of 3.5 months (HR [95% ClI],
0.75[0.58-0.97]) with SG in mMNSCLC that was nonresponsive (SD/PD) to last anti-PD-(L)1—containing
regimen

« SG had a favorable safety profile and was better tolerated than docetaxel

» Grade 2 3 AEs and AEs leading to discontinuation were lower among patients receiving SG than docetaxel

» Patients reported improvement in NSCLC-related symptoms, reflective of better tolerability and disease
control with SG

« SGis an active and tolerable treatment option for patients with previously treated mNSCLC

= SGis being evaluated in combination with immunotherapy in the first-line setting (EVOKE-02, NCT05186974;
EVOKE-03, NCT05609968)

AE, adverse event; Cl, confidence interval, HR, hazard ratio; ITT, intent-to-treat population; mNSCLC, metastatic NSCLC; NSCLC, non-small cell lung cancer; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death
(ligand) 1; SD, stable disease; SG, sacituzumab govitecan.
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TROPION-Lung01: Study Design and Efficacy __

Key Eligibility Criteria
* NSCLC (stage IlIB, llIC, or IV)
+ ECOGPSofOor1
* No prior docetaxel
Without actionable genomic alterations
* 1 or 2 prior lines, including platinum CT and
anti-PD-(L)1 mAb therapy
With actionable genomic alterations
+ Positive for EGFR, ALK, NTRK, BRAF, ROS1,
MET exon 14 skipping, or RET
* 1or 2 prior approved targeted therapies +
platinum-based CT, and <1 anti-PD-(L)1 mAb

R1:1

Dato-DXd
6 mg/kg Q3W
(N=299)

Docetaxel

75 mg/m? Q3W
(N=305)

Dual Primary Endpoints
* PFS by BICR
* OS

\_

Secondary Endpoints

ORR by BICR
DOR by BICR
Safety

Dato-DXd
Docetaxel

)

BICR, blinded independent central review; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;
HR, hazard ratio; ITT, intention to treat; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD-(L)1, programmed cell death ligand 1;

PFS, progression-free survival.

Ahn MJ, Lisberg A, et al. Ann Oncol. 2023;34(S2):51305-51306.

100

PFS probability, %

No. at risk

o]
o

=)
o

H
o

N
o

Progression-Free Survival: ITT

Median (95% Cl),

months
4.4 (4.2-56) 3.7(2.94.2)
HR 0.75 (0.62-0.91)
P-value 0.004
Prespecified 0.008

boundary (2-sided)

+ Censored i
0 2 4 6 8 10 12 14 16 18
Time since randomization, months
299 216 156 96 74 46 24 10 2 0
305 186 120 63 42 19 14 7 0 0

Dato-DXd

26.4 (21.5-31.8)  12.8 (9.3-17.1)
7.1 (5.6-10.9) 5.6 (5.4-8.1)

ORR (95% Cl), %
DOR (95% Cl), mo

68




TROPION-Lung01: Efficacy of Datopotamab Deruxtecan

Non-squamous Squamous
(with and without AGAs) (with and without AGAs)
100 - 100 -
Median (95% CI), Dato-DXd Median (95% CI),
80 A months 80 A months
5.6 (4.4-7.0) 3.7(2.9-4.2) 2.8(1.9-4.0) 3.9 (2.8-4.5)
X HR 0.63 (0.51-0.78) X HR 1.38 (0.94-2.02)
- >
£ 60 A ORR, % 31.2 12.8 £ 60 A ORR, % 9.2 12.7
s DOR, months 7.7 5.6 E DOR, months 5.9 8.1
e o
S 40 - 2 40 -
wv
i i
20 - 20 -
+ Censored + Censored
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18
No. at risk Time since randomization, months Time since randomization, months
No. at risk
Dato-DXd 229 178 134 86 68 41 20 7 1 0 Dato-DXd 70 38 22 10 6 5 4 3 1 0
Docetaxel 232 135 90 50 32 14 10 4 0 0 Docetaxel 73 51 30 13 10 5 4 3 0 0

PFS HR for non-squamous without AGAs: 0.71 (0.56, 0.91)

AGAs, actionable genomic alterations; Dato-DXd, datopotamab deruxtecan; DOR, duration of response; HR, hazard ratio; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival.

Ahn MJ, Lisberg A, et al. Ann Oncol. 2023;34(S2):51305-51306. 69




2024 World Conference | SEPTEMBER 7-10, 2024 AWCLC24

. on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org
| ﬁ'
Overall Survival: ITT TROPION-Lungor
100 - - Dato-DXd
Overall survival N
20 Median (95% CI), months 12.9(11.0-13.9) 11.8 (10.0-12.8)
HR (95% Cl) 0.94 (0.78-1.14)
F value 0.530
= 60
&=
w
(@] 40 -
20
= Dato-DXd
0 | | | | |
0 2 4 (§] 8 34
MNo. atrisk:
Dato-DXd 299 272 242 213 190 168 151 124 106 84 71 a1 35 22 16 5 1 0

shdedian (5% C1) 05 follow-up was 23.1 (22.0. 24 8) months for Dato-0Xd and 23.1 (21.7, 24 2) months for docetaxel. =At primary 05 analysis (data cutof: March 1, 2024), 433 0OF events (IF) were observed
IF, information fraction

Jacob Sands, MD | Final Overall Survival from TROPION-Lung01 5 ef
e
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2024 World Conference SEPTEMBER 7-10, 2024 #WCLC24

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

Overall Survival by Histology TROP!ON-tungor

Nonsquamous Squamous
Dato-DXd Dato-DXd
Overall survival (N=234) Overall survival (N=65)
1D|:|——+.,hh 100-
Median (95% CI), mo 14.6 (12.4-16.0) 12.3(10.7-14.0) Mediamn (93% CI), mo 7.6(5.0-11.0) 94(7.2-12.5)
a0 \\\ HR (95% CI) 0.84 (0.68-1.05) a0 HR (95% CI) 1.32 (0.91-1.92)
Yo
1*‘\_ 58.8%
£ = g
3 g 3
40 : 20.0% 40+
|
I |
204 — Dato-Dd ! | *H_‘”*[ . 20
I I
1 |
1
0 —T T T T T T T T T T T T T T 0 T —
] 2 4 [ 5 10 12 14 16 18 20 22 24 26 28 30 32 34 a 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months Months
No. at risk:
DatoDXd 234 220 200 180 181 141 130 112 97 78 &3 46 23 2 15 4 2 42 3B ® X N 12 @ B B 4 2 0

+ |n patients with NSQ histology, 16% risk reduction for death and 2.3-month improvement in median OS with Dato-DXd

« OS improvements in the NSQ subset were seen regardless of actionable genomic alteration status®:
* Present: 15.6 vs 9.8 months (HR [95% ClI], 0.65 [0.40—1.08]); Absent: 13.6 vs 12.3 months (HR [95% CI], 0.89 [0.70—1.13])

Data cutoff: March 1, 2024
sBazed on the number of patients in the respective acticnable genomic alberation subsets. Values were calculated based on patient data in the electronic case report forms.

Jacob Sands, MD | Final Overall Survival from TROPION-LungO1 [4 ef
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2024 World Conference SEPTEMBER 7-10, 2024 #WCLC24

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

TRAEs 215% and Adjudicated Drug-Related ILD TROPIO N-tungor

Dato-DXd (N=297)
TRAES,® n (%)

Any grade Grade >3 Any grade Grade >3 - Stomatitis events, the most common

TRAE with Dato-DXd, were primarily

Stomatitis 141 (47p 20 (7) 45(16) 3(1) grade 1 (23%) or grade 2 (18%)
Nausea 101 (34) 7(2) 48 (17) 3(1) H toloaic toxiciti includi
. . - Hematologic toxicities, including

Alopecia 9(32) 0 LD 1(<1) neutropenia and febrile neutropeniaP,
Decreased appetite 68 (23) 1(<1) 46 (16) 1(<1) were more common with docetaxel
Astheni 26 (19 8 (3 a6 (19 5(2

e_m:' (19) ©) (19) @) » No new adjudicated drug-related ILD
Anemia 44 (15) 12(4) 60 (21) 12(4) events or deaths occurred since the
Diarrhea 30 (10) 1(<1) 29 (19) 4 (1) PFS database lock
Neutropenia® 140) 2 76 (26) 08 (23) + Similar safety profiles were seen for
Leukopenia’ 9(3) 0 45 (16) 38 (13) the full safety analysis set and the

Adjudicated drug-related
ILD or pneumonitis

26 (9) 11 (4) 12 (4) 4(1) NSQ subgroup

Data cutoff- March 1, 2024

*Cicouming in 215% of patients in either treatmient group, plus all events of adpedicated drug-related LD or pneumaonitis. *Due to rounding. summed rates may not reflect total percentage of TRAEs. <Includes an event incomectly reported as grade 3. “Grouped
prefemed terms of anemia, hemoglobin decreased. and red blood cell count decreased. =Grouped preferred terms of neutropenia and neutrophil count decreased. 'Grouped prefermed terms of leukopenia and white blood cell count decreased. sincludes one
patient in the Date-D¥d growp who expenenced a grade 2 event that was adjudicated to be dreg-related ILD by the adudication committee. The investigator attributed the event to disease progression and removed the patient from the

climical database. *0.3% vs 6.9% for Dato-DXd and docetaxel, respectvely.

Jacob Sands, MD | Final Overall Survival from TROPION-Lung01
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2024 World Conference SEPTEMBER 7-10, 2024 #WCLC24

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

Conclusions TROP. O-tuno

« TROPION-Lung01 met its dual primary endpoint of PFS with a statistically significant improvement
for Dato-DXd over docetaxel in the overall population

« The dual primary endpoint of OS showed a numerical improvement but was not statistically
significant

 Consistent benefit seen with Dato-DXd across all efficacy endpoints in patients with NSQ histology
 The tolerability profile remains manageable and no new safety signals were identified

« TROP2 normalized membrane ratio as measured by quantitative continuous scoring has been shown
to predict clinical response to Dato-DXd in an exploratory TROPION-Lung01 analysis’

The results of TROPION-Lung01 support the use of Dato-DXd as a potential new therapeutic

option for patients with previously treated NSQ NSCLC eligible for subsequent therapy

1. Garassino M, et al. Presented at WCLC 2024, San Diego, CA, USA, September 710, 2024 (Abstract PLOZ.11).

Jacob Sands, MD | Final Overall Survival from TROPION-Lung01 11 s
e
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| ABBV-706: SEZ6-targeting ADC

« SEZ6-targeting antibody, conjugated to a topoisomerase 1 inhibitor (Top1i) payload with sub-nM cytotoxic activity
* Drug-to-antibody ratio of 6 with stable attachment via a valine-alanine cathepsin cleavable linker
» Tumor-targeted delivery of Top1i' with potential for bystander killing of neighboring cancer cells

« Superior antitumor activity vs chemotherapy and ABBV-011, in a SEZ6-expressing SCLC murine model

ABBV-706 Mechanism of Action ABBV-706 Preclinical Activity — SCLC (SEZ6+) PDX
uounsanhbodyand cytotoxin) 1500 -
I [ g Antibody e topotecan%is’fetop

_——— SEZ6 Protein

1000+

Cytotoxm
(Topoisomerase 1i)

ABBV-011

[t LU124 PDX

(80% tumor cells with 1+
staining intensity by IHC)

® 500 : F i B
° o o . =
| ABBV-706 (0.2 mg/kg)

ABBV-706 (0.6 mg/kg)

DNA Damage

%"M

Tumor Cell

Tumor Volume (mm3)

0 25 50 75 100
Day

l-
Chandana S, et al. ASCO 2024. Abstract 3001 Advent Health



I ABBV-706 is highly efficacious across doses in R/R SCLC (N=23)

Change in Target Lesion Size by Dose

oweome | scLc vz

20
ORR.? n (%) 14 (60.9)
ABBV-706 dose [90% exact Cl] [41.7,77.8]
0- ... B 1.3 mgkg
= I B 1.8 molg Best response,” n (%)
g M 2.5 mgkg
E B 3 mgikg CR 0
§ a0 W osmots PR 14 (60.9)
s SD 7 (30.4)
5 " PD 2 (8.7)
CBR,° n (%) 21 (91.3)
. [90% exact Cl] [75.1,98.4]
e i + 21/23 patients with SCLC were 3L+ at study
Patients enro"ment
3.0mg/kg  25mglkg 1.8 mg/kg 1.3 mglkg » 11/18 patients with available 1L CTFI data were

n=8 3 2 2 1 platinum resistant

Chandana S, et al. ASCO 2024. Abstract 3001 AdventHealth



Ifinatamab Deruxtecan (I-DXd; DS-7300) Was Designed With 7 Key Attributes

« B7-H3 is overexpressed in a wide range of cancer types and is associated with disease progression and lower survival'->

 |-DXd is a B7-H3 (CD276)-directed ADC composed of 3 parts:5-°.11

-A humanized anti-B7-H3 IgG1 monoclonal antibody? 1
-A topoisomerase | inhibitor payload (an exatecan derivative, DXd)

-A tetrapeptide-based cleavable linker that covalently bonds the other 2 components

Humanized anti-B7-H3

IgG1 mAb? Deruxtecan’-?
T A T e T J|
r 0 0 0 :
Q H H H
NJ\ NY“\ N O\.AJ'L O
N N N el NH
” /@W‘"’ YN Y
1o
‘® d -
HSC HO 1hCH3
Cleavable tetrapeptide-based linker F

Topoisomerase | inhibitor payload
(DXd)

almage is for illustrative purposes only; actual drug positions may vary. °The clinical relevance of these features is under investigation. °Based on animal data.
ADC, antibody—drug conjugate; B7-H3, B7 homolog 3; CD276, cluster of differentiation 276; DXd, deruxtecan; IgG1, immunoglobulin G1; mAb, monoclonal antibody.

Payload mechanism of action:
topoisomerase | inhibitor?.9.11.0

High potency of payload® '

Optimized drug-to-antibody ratio = 46-8.10.

Payload with short systemic half-life®11.b.c

Stable linker-payload® 1"t

Tumor-selective cleavable linker®.11:b

Bystander antitumor effect”10.11.b

1. Yamato M, et al. AACR-NCI-EORTC 2020. Abstract 28. 2. Dong P, et al. Front Oncol. 2018;8:264. 3. Picarda E, et al. Clin Cancer Res. 2016;22(14):3425-3431. 4. Bendell JC, et al. J Clin Oncol. 2020;39(15 suppl 1). Abstract TPS3646.
5. Kontos F, et al. Clin Cancer Res. 2021;27(5):1227-1235. 6. Okajima D, et al. Mol Cancer Ther. 2021;20(12):2329-2340. 7. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 8. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108.

9. Yamato M, et al. Mol Cancer Ther. 2022;21(4):635-646.10. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046. 11. Daiichi Sankyo. Data on file.
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DS7300-A-J101 Study Design (NCT04145622)

« |-DXd is generally well tolerated with early signs of antitumor activity’-?
« Subgroup analysis of patients with SCLC (N = 222) from part 1 treated with I-DXd at all doses studied

Antitumor Activity?@

100 — 40 —
>
80 Confirmed Responses by RECIST v1.1 SCLC(:n‘g': 1n)19/kg — Active ---- Off treatment
e -
E Objective response rate, % (95% Cl) 52.4 (29.8 - 74.3) 20
[4 N 60— Complete response, % 4.8 £ .
[ o e
"aE'S S 40 — Partial response, % 47.6 b o O Bl
S8 £§5 |
8= 20 8% Ry T ,
°5 £ 204 Ziamnes e
ES  o- 2% - g
2 58 AN |
E’, 2 20- g s -40 — AN h
5 3 - N N e ——
5a 07 ®% 604 . N_ T
% 60 — § o
> -80—
m 80 = 8
-100 -
-100 | | | | |
0 10 20 30 40 50
Weeks Since Start of Treatment
Starting Dose Level 6.4 mg/kg l 8.0 mg/kg l 12.0 mg/kg l 16.0 mg/kg
* Nearly all patients with post-baseline scans had a reduction in target lesions * Median duration of response was 5.9 months (95% ClI, 2.8 — 7.5);
+ Median time to response was 1.2 months (95% Cl, 1.2 - 1.4) two patients remain on treatment

* Median follow-up was 11.7 months (95% CI, 4.63 — 12.88)

Data cutoff: January 31, 2023.
aPatients with SCLC from dose-escalation with measurable disease at baseline and 22 post-baseline tumor scans and/or discontinued the treatment at data cutoff are included in best overall response calculations.

1 patient did not have post-baseline tumor scans and is not included in the waterfall or spider plots.
Cl, confidence interval; RECIST, Response Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.
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DS7300-188 IDeate-Lung02 Study (CSP v2.0) =

|
A Phase 3. Multicenter. Randomized. Open-label Study of Ifinatamab Deruxtecan (I-DXd). a B7-H3 Antibody Drug Conjugate (ADC),
versus Treatment of Physician’s Choice (TPC). in Subjects with Relapsed Small Cell Lung Cancer (SCLC)

Draiichi-=

Arm 1: [-DXd
12 mg/kg Q3W
Key eligibility: (N= 234)
Relapsed SCLC ol U
. OolIoOwW-
ECOG PS 0 to 1 Screening EOT Visit o P
. : period . perio
Prior tregtment with : Safety FU & LTFU
one platinum-based
line Arm 2: TPC
(N= 234)
Stratification Factors: Dual Primary Endpoints: Screening Period: The maximum screening period is 28
- Pror treatment with PD-(L)1 (ves vs no) OS5/ 0ORE by BICR days
- Chemotherapy Free Interval (CTFI) following 1L therapy (< Secondary Endpoints: Treatment Period: 21-day cycles
90 vs =z 90 days) - ORR by investigator Safety Follow-up (FU) Period: Safety FU Visit will occur
- Presence or history of asymptomatic brain metastases, - PFS by BICR and investigator 40 (+7) days post last dose
regardless of treatment status (yes versus no) - DoR by BICR and investigator Long-Term Follow-up (LTFU) Period: LTFU visits will
- Treatment of Physician’s Choice (amrubicin vs lurbinectedin - DCR by BICR and investigator occur to assess survival, tumor progression until
vs topotecan) - TTE by BICR and investigator progressive disease for subjects who discontinued
Capping: < 25% of subjects without prior PD-(L)1 - Safety o treatmgnt for reason other than c_lisease progression, and to
o ) - Pharmacokinetics collect information on further anticancer treatments, Q3M
*Treatment of Physician’s Choice: - Immunogenicity (90 + 14 days) from study drug discontinuation until death,
- Amrubicin - QoL withdrawal of consent, or a study termination criterion is met
- Lurbinectedin - B7-H3 expression

- Topotecan (= 50%)

ECOG PS, Eastem Cooperative Oncology Group Performance Status; EOT, end of treatment; FU, follow-Up; ICF, infformed consent form; IV, intravenous, LTFU, long-term follow-up; PD: Progressive Disease; Q3W, every three
weeks; R, randomization; SCLC, small cell lung cancer. Daiichi Sankyo Inc. Data on file {(IDeate-Lung02 protocol, version 2.0; February 13, 2024).

DS7300-188 Protocol V2.0 13Feb24 | SIV Slide Deck v2.0 13May24 | CONFIDENTIAL 16
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ADRIATIC study design

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

Stage -1l LS-SCLC
(stage I/ll inoperable)

WHOPSOor1

Had not progressed
following cCRT*

PCI* permitted before
randomization

N=730

cCRT components

* Four cycles of platinum and
etoposide (three permittedT)

« RT: 60-66 Gy QD over 6 weeks
or 45 Gy BID over 3 weeks

» RT must commence no later
than end of cycle 2 of CT

Stratified by:
Disease stage
(1711 vs 111)
PCI (yes vs no)

2024 ASCO

ANNUAL MEETING

rresenrensy: Dr David R. Spigel

Pregartabon is proporty of the suthar ard ASCO Permisson requined for reuss, contst! parmissiontffesco ong

Durvalumab
1500 mg Q4W

N=264

Treatment until investigator-determined progression or
intolerable toxicity, or for a maximum of 24 months

Dual primary endpoints:
» Durvalumab vs placebo

- 0S
— PFS (by BICR, per RECIST v1.1)

Key secondary endpoints:

* Durvalumab + tremelimumab vs
placebo

- 0OS
— PFS (by BICR, per RECIST v1.1)

Other secondary endpoints:
» OS/PFS landmarks

« Safety

*cCRT and PCI treatment, if received per local standard of care. must have been completed within 1—42 days prior to randomization.
"If disease control was achieved and no additional benefit was expected with an additional cycle of chemotherapy, in the opinion of the investigator.
*The first 600 patients were randomized in a 1:1:1 ratio to the 2 treatment arms; subsequent patients were randomized 1:1 to either durvalumab or placebo.

BICR. bnded independent central review; BID. twice daidy; CT. chemotherapy: D. durvalumab

PCI. prophylactic cranial irradiation: PS, performance status: Q4W. every 4 weeks
QD, once daily, RECIST, Response Evaluation Criteriz in Solid Tumors
RT, radictherapy; T, tremefimumab; WHO, Weorld Health Organzation

- AMERICAMN SCCIETY OF
CLUNICAL ONCOLOGY

KMNOWLEDGE CONQUERS CANCER



Baseline characteristics

Durvalumab Placebo

(n=264) (n=266)

Age, years Median (range) 62.0 (28-84) 62.0 (28-79)
Sex, % Male / Female 67.4 /326 70.7/29.3
Race, % White / Asian / Other 49.2/49.6/1.1 51.5/455/3.0
WHO performance status, % 0/1 50.0/50.0 4741526
Smoking status, % Current / Former / Never 23.9/67.418.7 20.7/69.5/9.8
AJCC disease stage at diagnosis, % WRIFEIL 3.0/95/875 41/86/87.2
Prior chemotherapy regimen, %* Cisplatin-etoposide / Carboplatin-etoposide 65.5/345 66.9 / 33.1
Prior radiation schedule, % Once daily / Twice daily 73.9/26.1 1031 29.1
Best response to prior cCRT, % CR/PR/SD NITI2371 158 12817521120
Prior PCI, % Yes / No 53.8/46.2 53.8/46.2

2024 ASCO rresenrensy: Dr David R. Spigel
s #ASCO24

ANNUAL MEETING

Pregartabon is proporty of the suthar ard ASCO Permisson requined for reuss, contst! parmissiontffesco ong

*Based on the first cycle of chemotherapy.

ﬁ S - AMERICAMN SCCIETY OF
AJCC, American Joint Committee on Canger; CR, complete response IR s W T

PR, partial response; S0, stable disease KNOWLEDGE CONQUERS CANCER



ADRIATIC

Overall survival (dual primary endpoint)

+ Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

10 1 Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)
038 ~ mOS, months (95% CI) 5§5.9 (37.3-NE) 33.4 (256.5-39.9)
” HR (95% Cl) 0.73 (0.57-0.93)
2 i 0.0104
w08
2 i
3 i |
£ 044 : : st
E i E L 1 T
02 | i
i i
0 — T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
) Time from randomization (months)
No. at risk

Durvalumab 264 261 248 236 223 207 189 183 172 162 141 110 90 68 51 39 27 19 11 5 1 0
Placebo 266 260 247 231 214 195 175 164 151 143 123 97 80 62 44 31 23 19 8 65 1 0

05 was analyzed using a stratified log-rank test adjusted for receipt of PCI (yes vs no). The significance level for testing OS at this interim
analysis was 0.01679 (2-sided) at the overall 4.5% level, allowing for strong alpha control across interim and final analysis timepoints.

4ASCO24 eresenten av: Dr David R. Spigel ASCO e
Prosantaton s property af he autnor and ASCO. Permission raquired fof reuse: contac! pemmissions@asco org,

KNOWLEDGE CONQUERS CANCER
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ANNUAL MEETING Cl, confidence interval: mOS, median 03; NE, not estimable

Progression-free survival* (dual primary endpoint)

* Median duration of follow up in censored patients: 27.6 months (range 0.0-55.8)

1.0 7 Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 139 (52.7) 169 (63.5)
08~ mPFS, months (95% CI) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
0 HR (95% Cl) 0.76 (0.61-0.95)
s
-value 0.0161
T 06- . E
& 48.8% 46.2%
3 : oy
2 044 i !
g ] . :
= 136.1% | a4 o0 — e :
02 1 ! !
i :
] 1
0 1 I I 1 | ; I i I I I I 1 I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Sinsairish Time from randomization (months)
Durvalumab 264 212 161 135 113 105 101 98 84 78 51 5 33 21 19 10 10 4 4 0 0 0O
Placebo 266 208 146 122 100 88 79 76 71 69 47 47 34 23 2 15 14 5 &5 0 0 0

“By BICR per RECIST v1.1.
PFS was analyzed using a stratified log-rank test adjusted for disease stage (11l vs lll) and receipt of PCI (yes vs ne). The significance level for testing PFS at this Interim analysis was 0.00184 (2-sided) at the 0.5% level, and
0.02805 (2-siced) at the overall 5% level. Statistical significance for PFS was achieved through the recycling multiple testing procedure framework and testing at the 5% (2-sided) alpha level (adjusted for an interim and final analysis).

2024 ASCO #ASCO24 eresenten By Dr David R. Spigel Asco AMRCANSOCIETY OF

ANNUAL MEETING Presentation s property of the author and ASCO. Permission required for reuse; contact permissions{Basco.org mPFS, median PFS.  KNOWLEDGE CONQUERS CANCER



OS subgroup analysis

Events/Patients n/N

Durvalumab Placebo HR (95% CI)
All patients 115/264 146/266 o 0.73 (0.57-0.93)
Age <65 years 69/160 83/162 e 0.76 (0.55-1.04)
=65 years 46/104 63/104 F—— 0.70 (0.46-1.02)
Sex Male 79/178 108/188 —e— 0.70 (0.52-0.93)
Female 36/86 38/78 I - i 0.83 (0.52-1.31)
Race White 60/130 771137 I > i 0.75 (0.53-1.05)
Asian 531131 64/121 ——1 0.72 (0.50-1.04)
WHO performance status 0 48/133 74/131 —— 0.55 (0.38-0.79)
1 67/131 72/135 e 0.94 (0.67-1.31)
AJCC disease stage at diagnosis /Il 11/33 12/34 I i 0.92 (0.40-2.11)
1l 104/231 134/232 —e— 0.71 (0.55-0.91)
Time from end of cCRT" to <14 days 14/32 24/32 I | 0.47 (0.24-091)
randomization =14 days to <28 days 37179 21/80 ; - { 0.59 (0.38-0.90)
=28 days 64/153 71/154 —e1—| 0.90 (0.64-1.27)
Prior chemotherapy regimen Carboplatin-etoposide 31/ 91 46/88 I - / 0.56 (0.35-0.89)
Cisplatin-etoposide 84/173 100/178 —e— 082 (061-1.10)
Prior radiation schedule Once daily 92/195 107/187 —e— 0.72 (0.55-0.95)
Twice daily 23/69 39/79 I . i 0.68 (0.40-1.14)
Best response to prior cCRT Complete response 12/31 15/34 ; I 0.90 (0.41-1.92)
Partial response 88/191 116/200 —e 0.76 (0.57-1.00)
Stable disease 15/42 15/32 I { 0.54 (0.25-1.13)
Prior PCI Yes 53/142 67/143 " 0.75 (0.52-1.07)
No 62/122 79/123 e 0.71 (0.51-0.99)
1 | |
0.25 0.5 1 2

F 9
v

*End of chemotherapy or radiotherapy, whichever was latest.
Intention-to-treat analysis stratified, subgroup analyses unstratified. Mot all prespecified subgroups are included in the plot.
Size of circle is proportional to number of events across both arms.

2024 ASCO

ANNUAL MEETING

Favors durvalumab Favors placebo

rresenrensy: Dr David R. Spigel

Pregartabon is proporty of the suthar ard ASCO Permisson requined for reuss, contst! parmissiontffesco ong

AMERICAMN SOTIETY OF
CUMICAL ONCOLOGY

KMNOWLEDGE CONQUERS CANCER



Most frequent AEs*

Maximum grade: W 1/2 M =3 Durvalumab 1/2 M =23 Placebo
Radiation pneumonitis | 229 234
Decreased appetite | 16.8 12.8
Hypothyroidism | 16.0 3.8
Cough | 153 12.1
Pruritus | 13.0 T2
Nausea 12.6 10.9
E Dizziness | 12.2 75
B Fatigue | 12.2 12.8
5 Diarrhea 11.1 8.3
E Pneumonia : Hi | 1.5
Pneumonitis 10.7 6.0
Rash | 10.7 6.0
Constipation | 10.3 9.8
Hyperthyroidism | 10.3 1.5
Headache | 9.2 132
Arthralgia | 6.9 10.9
40 30 20 10 0 10 20 30 40

Durvalumab (n=262)

*Occurring in =10% of patients in either treatment arm.

2024 ASCO
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Pneumonitis/radiation pneumonitis

Pneumonitis or radiation Durvalumab Placebo

pneumonitis (grouped terms*), n (%) (n=262) (n=265)

Any grade 100 (38.2) 80 (30.2)
Maximum grade 3/4 8 (3.1) 7 (2.6)
Leading to death 1(0.4) 0
Leading to treatment discontinuation 23 (8.8) 8 (3.0)

*Includes the preferred terms of immune-mediated lung disease, interstitial lung disease, pneumonitis, radiation fibrosis — lung. and radiation pneumonitis.
Events are included irrespeciive of etiology and AE management.

2024 ASCO #ASCO24 eresenteo ey: Dr David R. Spigel ASCO CUNICAL OMCOLOGY
KNOWLEDGE CONQUERS CANCER
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Conclusions

« Durvalumab as consolidation treatment after cCRT demonstrated statistically significant and clinically
meaningful improvement in OS and PFS compared with placebo in patients with LS-SCLC

— OS HR0.73 (95% CI1 0.57-0.93), p=0.0104; mOS 55.9 (95% CI 37.3—-NE) vs 33.4 (95% CI 25.5-39.9) months
— PFS HR 0.76 (95% CIl 0.61-0.95), p=0.0161; mPFS 16.6 (95% CIl 10.2-28.2) vs 9.2 (95% CI 7.4-12.9) months
— Treatment benefit was generally consistent across predefined patient subgroups for both OS and PFS

« Durvalumab consolidation treatment for up to 2 years was well tolerated, and safety findings were
consistent with the known safety profile of durvalumab monotherapy in the post-cCRT setting

Consolidation durvalumab will become the new standard of care
for patients with LS-SCLC who have not progressed after cCRT

2024 ASCO eresenten 6y: Dr David R. Splgel ASCO CUNICAL OMCOLOGY

AMNMUAL ME sEartabon ik proporty of the authar ard ASCO Permisson requined for reuss, contst! parmissiontffasco ong KENOWLEDGE CONQUERS CANCER
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Background

Small cell lung cancer (SCLC) is an aggressive
disease with poor survival outcomes and no approved
therapies in the third-line and beyond'-3

Tarlatamab is a BITE® (bispecific T-cell engager)
immunotherapy that binds to both delta-like ligand 3

(DLL3) on SCLC cells and CD3 on T cells, leading to
T cell-mediated cancer cell lysis*

Tarlatamab showed manageable safety and
promising antitumor activity in a phase 1 study in
previously treated SCLC>

Tarlatamalk

CD3 Binding &
Domain

Tarlatamab activates T cells without relying on MHC-|

Here, we present the phase 2 DeLLphi-301 study of tarlatamab in patients with
advanced SCLC previously treated with 2 or more lines of therapy

CD3, duster of differentiation 3; Fe, fragment crystallizable; MHC-, major histocompatibility complex-1.
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Phase 2 DelLLphi-301 Study Design

Dose Evaluation

Key Inclusion Criteria

« R/RSCLC

* Previous treatment with
= 2 lines (including
platinum-doublet)

+ ECOG PS 01
+ Available tumor tissue
+ Measurable disease

+ Treated and stable brain
metastases allowed

Tarlatamab 10 mg
88 patients

1 mg on Day 1, followed by 10 mg
on Days 8, 15, and Q2W thereafter

1:1

Tarlatamab 100 mg
88 patients

1 mg on Day 1, followed by 100 mg
on Days 8, 15, and Q2W thereafter

Primary Endpoint:
Secondary Endpoints:

Dose

"| Selection*

Dose Expansion

Tarlatamab 10 mg
12 patients

Same dosing as in dose
evaluation

ORR per RECIST v1.1 by BICR, TEAES, tarlatamab serum concentrations

DOR, DCR, PFS per RECIST v1.1 by BICR, OS

Reduced Inpatient
Monitoring Period

Tarlatamab 10 mg
34 patients

Same dosing as in dose
evaluation

Subgroup Analysis: Efficacy by BICR and safety, by presence or absence of baseline brain metastases
Post-hoc Analysis: Intracranial activity

NCT05060016. Post-enroliment, brain imaging was performed if clinically indicated. *Once 30 patients per dose level had the opportunity to confirm an objective response after the first post-treatment scan or up to 13 weeks of follow-up, whichever occurredfirst. BICR, blinded independent central review; DCR,
disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; 08, overall survival; PFS, progression-free survival, Q2W, every 2 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; R/R SCLC,
relapsed/refractory small cell lung cancer; TEAE, treatment-emergent adverse event.

Ahn MJ, et al. N Engl J Med. 2023;389:2063-2075.
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Baseline Characteristics

Part1+2 Part 1 Part 3
Tarlatamab 10 mg Tarlatamab 100 mg Tarlatamab 10 mg

(n=100) (n=88) (n=234)
Median age, years (range) 64 (35-82) 62 (34-80) 66 (49-80)
Male, % 2 70 71
Asian [ Black or African American / White,* % 41/0/58 41/0/58 6/3/91
Ever smoker / non-smoker, % 9218 /6 9713
ECOG performance status: 0/1, % 26/ 74 271173 29171
Prior lines of therapy, median (range) 2 (1-6) 2 (1-8) 2 (2-6)
2 prior lines of therapy, % 65 0o 69
= 3 prior lines of therapy, % 33 43 35
Prior anti-PD-(L)1 treatment, % 13 70 82
< 90 days to progression after first-line platinum therapy,i % 28 20 21
Brain / liver metastases, % 23139 36 /34 12135

DLL3 expression (> 0%), n/N evaluable (%) 80/83 (96) 71/74 (96) N/AE

- —
T 23

Data cutoff, June 27, 2023. Median follow-up was 10.6 months for tadatamab 10 mg and 10.3 months for tardatamab 100 mag.

ONgTess iNn:- patients o -‘-t-.'_*s'ic:aﬂ ndian, Alaska ‘-la:i-.'s_. Mative I-&-f-.'a ian, or other Pacific Islander race were enrolled
M: P atinum sensitivity was calcu 3'.5_:1 as end of first-line platinum therapy to date of first progression.
_—— DLL3 sample analyzis from Part 3 in progress

DLL3, deltta-like ligand 3; ECOG, Eastern Cooperative Oncology Group; NJA, not available; PD{L)1, programmed death 1/ ligand 1.



Tarlatamab Anti-Tumor Activity

Outcome Tarla{t:r:a}t; J}ﬂ mg Taﬂat{arjzlﬂﬂ mg
Objective response rate, n (%) 40 (40) 28 (32)
(97 5% Cl) (29, 52) (21, 44)

Complete response 1(1) 7(8)
Partial response 39 (39) 21 (24)
Stable disease 30 (30) 27 (31)
Progressive disease 20 (20) 13 (15)
Not evaluable / no post-baseline scan® 10 (10) 20 (23)
Observed duration of response = 6 months, n/N (%) 23/40 (58) 17/28 (61)
Disease control rate, n (%) 70 (70) 55 (63)
(95% ClI) (60, 79) (52, 73)

Tarlatamab 10 mg demonstrated anti-tumor activity in heavily pre-treated SCLC with an objective
response rate of 40%

ongress i - . . . i i - . - ,
y“%gmn mﬂ gr Data cutoff, June 27, 2023. Median follow-up was 10.6 months for tardatamak 10 mg and 10.3 months for tarlatamak 100 mg. The efficacy analysis s=t consists of patients in Parts 1 and 2 (N = 188).
L Part

- ] .
1 Al e b araie | I S
3 did not have adequate follow-up for rezponse ana YEIE,

*Mot evaluable and no post-baseline scan were considered non-responders for response analysis. SCLC, small cell lung cancer. T



Efficacy Summary

Tarlatamab 10 mg Q2W*
(n =100)f

Baseline brain metastases: Yes (n = 23) No (n=77)
ORR, % (95% Cl) 52 (31-73) 38 (27—-49)
Median DOR, months (range) NE (3-12+) NE (2-12+)
DOR probability at 12 months, KM estimate, % (95% CI) 55 (22-78) 50 (29-68)
Median PFS, months (95% Cl) 6.7 (3-NE) 4.0 (3-6)

Median OS%, months (95% Cl) 14.3 (14-NE) NE (9-NE)

Tarlatamab demonstrated durable response with promising survival regardless of the
presence of treated, stable brain metastases at baseline

1232383

patients who were randomlzed and enrolled aeeordlngto asmgned treatmentdoselevels 108 data yet to mature. CI cenﬁdeneelnterval DOR duration of response KM, Kaplan-Meier; NE not estlmable ORR eb]eetlve responserate OS overallsurvwal PFS progression-ree survival, Q2W,
every 2 weeks.
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Summary of Adverse Events”

Part 1 Part 3
Tarlatamab Tarlatamab
100 mg 10 mg
TEAEs, n (%) (n=87) (n=234)
Any grade 96 (97) &7 (100) 34 (100)
= Grade 3 57 (58) 56 (64) 22 (65)
Related to tarlatamab, any grade 89 (90) 81 (93) 29 (85)
= Grade 3 29 (29) 29 (33) 5(15)
Fatal 0 0 1(3)t
Leading to dose
interruption/reduction 14 (14) 25(29) 30)
Leading to discontinuation 4(4) 3(3) 0

» Tarlatamab demonstrated a favorable safety profile, with a low rate of discontinuations due to treatment-

related adverse events (TRAES)

+ Shorter inpatient monitoring (Part 3) did not alter the safety profile

ONPETess
2023 *The safety analysis set includes all patients m Part 1, Part 2, and Part 3 who receved at least one dose of tadatamab (N = 220). "Fatal TRAE was respiratory failure

CRS, cytokine release syndrome; TEAE, treatment-emergent adverse event

Part1+2 Part 1 Part 3
Tarlatamab Tarlatamab Tarlatamab
Most Common TEAEs in 10 mg 100 mg 10 mg
2 20% of Patients, n (%) (n=99) (n = 87) (n=234)
CRS 49 (49) 53 (61) 19 (56)

Grade 1-2 49 (49) 48 (55) 18 (53)

2 Grade 3 0 5 (B) 1(3)
Decreased appetite 25 (25) 38 (44) 13 (38)
Pyrexia 38 (38) 29 (33) 8 (24)
Constipation 28 (28) 22 (25) 8 (24)
Anemia 26 (26) 22 (25) 9 (26)
Asthenia 20 (20) 21 (24) 10 (29)
Dysgeusia 24 (24) 12 (14) 14 (41)
Fatigue 21 (21) 17 (20) 9 (26)
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CRS and Immune Effector Cell-Associated Neurotoxicity
Syndrome (ICANS)*

Tarlatamab 1IJ mg

Tarlatamab Given:
AE During:

B[ -
45
404
45 -
a0 4
254
) -
154
101
5.

Patients (%)

]

40%

1%
=

1% e i

Cycle 1

C1D¢: 10 mg C1D15; 10 myg C201: 10 mg C2015: 10 mg
DE=D13 D 5=002 ¥ Di=014 D15=D27

-1

0%

|

% U':"-'c-i

gy Thow | 3% ou

Cyclg 2 ——————— Cyche 3 Day 1

M= 133
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T oowl oo Meow §o1m 0w 0% on

CRS

Tarlatamab 10{} mg

Tarlatamatb Given,
AE During:

50 -
45
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354
20
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CRS

265

-D'I.

B
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Cycle 1

S1D8: 100 mg C1D15: 100 mg CZ01: 100 mg
DE=-D14 DM 3=D27 Di-014

ICANS

CRS

ICANS GRS ICANS GRS

Event

ICANS  CRS

"% |

P T

kA
-i

0%

Cycle 2 ——————————p

C2D1%: 100 mg
D15-D2¥

Cyche 3 Day 1

ICANS

N =87

Any Grade
B Grads 34

L% o ;
on | 1% 2% owi 1% 0% 0% 0% § ' 0% 0% 0%

CRS

IEANS

CRS3

ICAMS

CRS

ICAMS CRS ICAMS CRS ID.-‘-N.: CRS

Event

ICF'.HS

» CRS was largely confined to the
first or second dose, primarily
grade 1-2

» |ICANS* occurred infrequently
overall and was predominantly
observed with tarlatamab 100 mg

Additional Interventions for CRS:

Patients receiving 10 mg 100 mg
tarlatamab, n (%) (n=133) | (n=287)
Tocilizumab 7(5) 9 (10)
Supplemental oxygen 11 (8) 8 (9)
Vasopressor support 1(1) 1(1)

"JCANS ncludes assocated neurologic events based on a broad search using 61 selected preferred terms from MedDRA version 26.0

AE, adverse event; C, cycle; CRS, cytokine release syndrome; D, day; ICANS, immune effecior cell-assomated neurcloacity syndrome. 12



TABLE ll. ASTCT grading scale for CRS

CRS parameter Grade 1 Grade 2 Grade 3 Grade 4
Fever Temperature >38°C  Temperature >38°C Temperature =38°C Temperature >38°C
With
Hypotension None Not requiring vasopressors Requiring a vasopressor with  Requiring multiple vasopressors
or without vasopressin (excluding vasopressin)
And/or
Hypoxia None Requiring low-flow Requiring high-flow cannula, = Requiring positive pressure (eg, CPAP, BiPAP,

nasal cannula or blow-by face mask, nonrebreather
mask, or Venturi mask

intubation, and mechanical ventilation)

TABLE IV. ASTCT ICAMS consensus grading for adults

Meurotoxicity domain Grade 1 Grade 2 Grade 3 Grade 4
ICE score® 7-9 3-6 0-2 0 (unable to perform)
Depressed level Awakens Awakens to Awakens only to tactile stimulus Unarousable, requires vigorous or
of consciousness | spontaneously voice repetitive tactile stimuli to arouse.
Stupor or comsa
Seizure MN/A N/A Any clinical seizure that resolves rapidly or Life-threatening prolonged seizure

nonconvulsive seizures on EEG that resolve
without intervention

Motor findings] MN/A MN/A N/A

Elevated intracranial MN/A N/A Focal/local edema on neuroimaging
pressurefcerebral edema

{=5 min) or repetitive clinical or
electric seizures without return o
baseline in between

Deep focal motor weakness such as
hemiparesis or paraparesis

Diffuse cerebral edema on neuroimaging;
decerebrate or decorticate posturing;

or cranial nerve V1 palsy; or papilledema:
or Cushing’s triad

From Lee et al.™

CTCAE, Common Terminclogy Crreria for Adverse Events; EEG, electroencephalogram; /CE, immune effector cell-associated encephalopathy; N4, not applicable.

ICAMNS grade is determined by the most severe event (ICE score, level of consciousness, seizure, motor findings, raised intracranial pressure/cerebral cdema) not attributable to any
other cause: for example, a patient with an ICE score of 3 who has a generalized seizure is classified as having grade 3 ICANS.

*A patient with an ICE score of 00 may be classified as having grade 3 ICAMNS if awake with global aphasia, but a patient with an ICE score of 0 may be classified as having grade 4

ICANS if unarousable.
FDepressed level of consciousness should be attributable to no other cause (eg, no sedating medication).



Conclusions

« Tarlatamab 10 mg Q2W demonstrated a favorable benefit-risk profile in patients
with previously treated SCLC irrespective of the presence of treated and stable

brain metastases (BM) at baseline
ORR was 52% in patients with BM (n = 23) and 38% in patients without BM (n = 77)
In patients with BM, median PFS was 6.7 months and median OS was 14.3 months

The safety profile of tarlatamab in patients with BM was manageable and consistent with
the overall safety profile from the tarlatamab program

 CNS tumor shrinkage was observed after radiotherapy in some patients treated
with tarlatamab

Results support further study of tarlatamab in patients with previously treated SCLC
irrespective of the presence of brain metastases at baseline

CNS, central nervous system; ORR, objective responserate; 08, overall survival; PFS, progression-free survival, Q2W, every 2 weeks; SCLC, small-cell lung cancer.
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Tarlatamab - Ongoing Trials
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Jazz Pharmaceuticals Announces Statistically Significant Overall Survival
and Progression-Free Survival Results for Zepzelca® (lurbinectedin) and
Atezolizumab Combination in First-Line Maintenance Therapy for Extensive-
Stage Small Cell Lung Cancer

« DUBLIN, Oct. 15, 2024 /PRNewswire/ -- Jazz Pharmaceuticals plc (Nasdaq:
JAZZ) today announced positive top-line results from the Phase 3 clinical
trial evaluating Zepzelca® (lurbinectedin) in combination with the PD-L1
inhibitor atezolizumab (Tecentriq®) compared to atezolizumab alone when
administered as a maintenance treatment for adults with extensive-stage
small cell lung cancer (ES-SCLC) following induction therapy with
carboplatin, etoposide and atezolizumab. The combination
of Zepzelca and atezolizumab demonstrated a statistically significant
improvement in the primary endpoints of overall survival (OS) and
progression-free survival (PFS), as assessed by an independent review
facility (IRF), compared to treatment with atezolizumab alone.



Thank You

.
AdventHealth



Q&A

.
AdventHealth



OnCOIOgy Clinical

excho NJEe | Ssession
fall 2024




oncology

exchange
fall 2024

Lunch

Enjoy your lunch and
please return at 1:00pm

cencora



oncology

exchange
fall 2024



	Slide Number 1
	Fall Oncology Exchange Meeting – �Recent Advances in Lung Cancer��Mark A. Socinski, MD�Executive Medical Director�AdventHealth Cancer Institute
	Speaker is being compensated for their presentation today by International Oncology Network (“ION”).  However, neither ION nor any pharmaceutical company has influenced the content of this presentation nor has ION independently verified the presentation for accuracy.  � 
	PD-1 and VEGF Blockade
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Ongoing/Planned Ivonescimab Multi-regional Trials in NSCLC
	EGFR Mutations
	Unmet need in unresectable stage III EGFRm NSCLC
	LAURA Phase 3 double-blind study design
	Baseline characteristics
	Progression-free survival by BICR
	Progression-free survival by BICR
	Progression-free survival by BICR across subgroups
	Tumor response by BICR
	Sites of new lesions by BICR
	Interim analysis of overall survival
	All-causality adverse events (≥10%)*
	Conclusions
	Slide Number 29
	Slide Number 30
	MARIPOSA Subgroup Analysis Findings
	Pros/Cons of “Intensified” 1st Line Therapy
	ALK Fusions
	CROWN: A Randomized Global Phase 3 Study
	Current Post Hoc Analyses at 5 Years
	At 60.2 Months of Median Follow-Up, Median PFS by Investigator Was Still Not Reached With Lorlatinib
	PFS Benefit With Lorlatinib Was Observed Across Patient Subgroups
	Time to IC Progression by Investigator Assessment Was Longer With Lorlatinib (ITT Population)
	Safety Profile of Lorlatinib Was Consistent With That Observed in Prior Analyses
	Safety Profile of Lorlatinib Was Consistent With That Observed in Prior Analyses
	Dose Reduction Did Not Impact Efficacy of Lorlatinib in Patients Who Had Dose Reduction in the First 16 Weeks
	Conclusions
	CROWN: My Conclusions and Implications for Practice
	KRAS Mutations
	KRYSTAL-12a study design
	Primary endpoint: PFSa per BICR
	Tumor response per BICR
	Intracranial response per BICRa
	Most frequent TRAEs (> 15% in either treatment arma)
	Summary
	ADCs
	Antibody-Drug Conjugates: New kids on the block 
	ADCs in Clinical Development for Lung Cancer1
	Slide Number 54
	Slide Number 55
	Slide Number 56
	Slide Number 57
	Slide Number 58
	DESTINY-Lung04
	April 5, 2024 - FDA grants accelerated approval for traztuzumab deruxtecan in HER2- positive (IHC 3+) solid tumors
	ADCs Targeting Trop-2 in NSCLC
	Sacituzumab Govitecan Is a First-in-Class <br />Trop-2‒Directed Antibody-Drug Conjugate
	EVOKE-01: Global, Randomized, Open-Label, <br />Phase 3 Study
	Primary End Point: Overall Survival (ITT)
	Secondary End Points (ITT)
	Treatment-Emergent Adverse Events
	Conclusions
	TROPION-Lung01: Study Design and Efficacy
	TROPION-Lung01: Efficacy of Datopotamab Deruxtecan 
	Slide Number 70
	Slide Number 71
	Slide Number 72
	Slide Number 73
	ADCs - Small Cell Lung Cancer
	Slide 3
	Slide 12
	Slide Number 77
	Slide Number 78
	Slide Number 79
	Small Cell Lung Cancer
	ADRIATIC study design
	Baseline characteristics
	Overall survival (dual primary endpoint)
	OS subgroup analysis
	Most frequent AEs* 
	Pneumonitis/radiation pneumonitis
	Conclusions
	Small Cell Lung Cancer - BiTES
	Slide Number 89
	Slide 4
	Slide Number 91
	Slide Number 92
	Efficacy Summary
	Slide Number 94
	Slide Number 95
	Slide Number 96
	Conclusions
	Tarlatamab - Ongoing Trials
	Jazz Pharmaceuticals Announces Statistically Significant Overall Survival and Progression-Free Survival Results for Zepzelca® (lurbinectedin) and Atezolizumab Combination in First-Line Maintenance Therapy for Extensive-Stage Small Cell Lung Cancer
	Thank You
	Q&A
	Clinical �Session
	Slide Number 103
	Slide Number 104

