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CheckMate 816: 5-y 0S final analysis

Key takeaways

* In this preplanned final, 5-year analysis from CheckMate 816, neoadjuvant
NIVO + chemo demonstrated a statistically significant and clinically meaningful

OS benefit vs chemo

—NIVO + chemo continued to demonstrate benefit in lung cancer
specific-survival vs chemo

* Durable, long-term EFS benefit was observed with NIVO + chemo

- Patients with pCR following neoadjuvant NIVO + chemo had improved long-term
OS compared with those without pCR

* Presurgical ctDNA clearance was associated with improved 0S, regardless
of treatment
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Check?tate 816: 5-y OS final analysis

Background

* In the phase 3 CheckMate 816 study, neoadjuvant NIVO + chemo demonstrated
statistically significant and clinically meaningful improvements in EFS and pCR
vs chemo in patients with resectable NSCLC!

—EFS HR, 0.63 (97.38% Cl, 0.43-0.91; P = 0.005); pCR rates, 24.0% vs 2.2%
(OR, 13.94; 99% Cl, 3.49-55.75; P < 0.001)!

* NIVO + chemo is the sole neoadjuvant-only chemoimmunotherapy regimen
approved in the United States, European Union, and several other countries?8

* Here, we present the results of the preplanned final analysis of OS from
CheckMate 816 at a minimum 5 years of follow-up

1. Ferde Pit. et al. Now Enst J Med. 20212:386:1973-1935, 2. Spicer 0. et al. J Thoree Oncel. 2024:19410):1373-1414. 3. Kim 55, et al, Ann Thares Surg. 2025:119:16-33. 4. OPDIVO® (nivolumab) [package imert].
Princetcn, 1), Usi: Briztol Myers Squibb: 2pril 2025. 5. OPDIVO’ (mivelumab) [pracuct monograph]. Quebec. Canada: Bristol Myers Squibb Cansda: June 2034, 5. OPDIVO" (nivolumab) [zummary of produt
characterizuicz]. Oublin, Ireland: Sriztel Myers Squikb Pharma EEIG: March 2025. 7. OPDIVO! (nivatumab) [package inzert]. Ozaka, Japan: Ono P zical Company Lid.: December 2024, 5.0PDIVO’ (nivelumab)
(Fachage inzert]. Shanghai, China: Briztol Myers Squibb: October 2024,
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CheckMate 816 study design?

Primary analysis population

o . (Concurrently randomized)
Key Eligibility Criteria
Newly diagnosed, resectable,
stage 1B (2 4 cm)-1l1A NSCLC Surgery
i th editi N =358 Radiologi s
(per TNM 7t edition) cher ycle: z raeséggci’ﬁ‘gc {within 6 optional | £guiov-up
ECOG PS 0-1 : weeks adjuvant R
No known sensitizing EGFR T R T ] post- chemo
mutations or ALK alterations A e, 5 i treatment) and/or RT
BCHEMOSQSWHETEVELes | )
Stratified by {
Stage (IB-11 vs Il1A),
PD-L1° (2 1% vs < 1%¢), and sex
( Minimum/median follow-up: 59.9/68.4 months ]
Primary endpoints Key secondary endpoints Exploratory analyses
pCR by BIPR + 0S 0S by pCR, ctDNA clearance
EFS by BICR *  MPR by BIPR +  Lung cancer-specific survival
TTDM
Database lock: January 23, 2025. From Tke Mew England Jeurrcl of Medicine, Forde P, et al, ivolumab pluz ch in rezectable lung cancer. 2022:386:1973-1985. Copynght © 2022
uced patients vath PO-LT expre:zion ztstus not

Paizachuiett: Medical Socisty. Adapted with permizzion from Mazzachuzetis Medical Society. 1CT02995525. ‘Determined by the PO-LT IHC 28-5 pharmDx azzay (Daks). ‘Incl
ble and i 4 o - cizplatin or paclitacel - carbaglatin: = - cizplatin or pachtaxel - platin, Vinorelbire - cizplatin, docetaxel - crplatin, g

e 5
= crzplatin anly). pemet d - cizplatin (nonsquameus orly), or pactitarel = cartoplatin,
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Statistical analysis plan

* pCR and EFS for NIVO + chemo vs chemo in the primary analysis population? were to be

tested with 1% and 4% type | error (2-sided), respectively®

If pCR was statistically significant, EFS was to be tested with a 2-sided type | error

of 5%¢

If pCR and EFS were both significant, OS was to be tested hierarchically with a 2-sided

type | error of 5%¢

0S final analysis was prespecified to occur at 185 events or 5 years minimum follow-up,

whichever occurred first

—The significance boundary was calculated to be a 2-sided P value of 0.0482 at the
final database lock

‘Patients concurrently randemized to NIVO = ckemo and chemo. For the primary pCR analyzis, patients who did net undergo surgery or have evaluable tizzue :ample: were to be ccunted az nonrezponders.
'Comparizen betvieen treatment arms wzing stratified Cochran-Mantel-Hsenszel tezt for pCR and stratified log-rank test for EFS. <Aparovimately 185 EFS woud provide 827 poveer to detect an R of 0,65,
with 3 5% type | error (2:zided) conzidering 2 interim amalyze:. “Significance boundaries for EFS and 0$ at interim analyziz were calculated bazed on Lan-Detets alpha spending function with the Q*Brien-Fleming

type of boundary.
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Final analysis: OS with neoadjuvant NIVO + chemo vs chemo

NIVO + chemo Chemo
(n=179) (n=179)
100 Median 0S, mo NR? 73.7°
HR (95% Cl); P value 0.72 (0.523-0.998); 0.0479
80 e
o/c
o 65_" _ . NIVO + chemo
. 604 e . A —_—
X T e S
8 4 55% s T
Chemo
20
0 T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
HIVO + chemo 179 168 159 151 147 140 137 129 122 17 11 67 29 9 i
12 10 9 i i KK 29 é ¥

Chemn | ra (W) 159 130 17 1re

Minimum/median follow-up: 59.9/68.4 months.
“195% Cl: ‘HR: t47,3-NR; <58-72; *47-62.
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Subsequent anticancer therapy?

CheckMate 816: 5-y OS final analysis

Patie (=17 (1 ;;
Any subsequent therapy 56 (31) 92 (51) 50 (75) 85 (90)
Radiotherapy 28 (16) 44 (25) 25 (37) 41 (44)
Surgery 6 (3) 9 (5) 6 (9) 8 (8)
Systemic therapy 45 (25) 77 (43) 39 (58) 73 (78)
Chemo 41 (23) 50 (28) 36 (54) 46 (49)
Immunotherapy 19 (11) 49 (27) 17 (25) 48 (51)
VEGFR inhibitors 13 (7) 17 (10) 13 (19) 16 (17)
EGFR/ALK TKis 5(3) 11 (6) 4 (6) 11 (12)
Other targeted therapy 0 4 (2)° 0 3(3)¢
Other systemic therapy 1(1) 8 (4) 1(2) 7(7)

‘Subzequant therapy wa: defined a: therapy ttarted en or after the first 2t

have received » 1 type of
pralzezinib (n = 1 for each).

quent therapy. ! gator-a:zezzed. “In

pralietinib. and reg

2y treatment dozing date (randemization date if the patient waz never treated), cutzide of prozos
i i i {n= 1 for each). ‘include

-zpecified adjuvant therapy, Patientz may
ivantamab i ib, and
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OS analysis by key subgroups

CheckMate 816: 5-y OS final analysis

Qverall (N = 358)

Male (n = 255) S T m 61.8

Female (n = 103) HR MR _—— 0.52
White (n = 169) HR n7 SR — 0.91
Black or African American (n = 7) HR 20.9 )

Asian (n = 179) R 76.8 —_— 0.52
Horth Amenica (n = 91) HR 73.7 —_————— 0.83
Europe (n = 66) HR 383 —_— 0.64
Aza (n=177) HR 76.8 ——— ] 0.54
ECOG P50 (n = 241) HR 76.8 — 0.70
ECOG PS 1 {n=117) 71.6 45.3 _‘—v—l 0.76
Stage IB-1l (n = 126) HR 76.8 —_— 0.77
Stage lllA (n = 229) HR 73.7 —_— 0.70
Squamous (n = 182) HR 73.7 —— on
Nonsquamous (n = 176) HR HR —_— 0.72
PD-L1 < 1% (n = 155) R 61.8 ————— 0.89
PD-L1 2 1% (n = 178) HR 73.7 ——— 0.51
PD-L1 12492 {n = 98) NR 73.7 —_— 0.66
PD-L1 2 50% (n = 80) HR 76.8 —_—_— 0.33
Cisplatin {n = 258) 1R 76.8 —_—— 0.81
Carboplatin (n = 72) R 37.2 —_—————— 0.39

Minimum/median follow-up: 59.9/68.4 manthz.
HRz were 1IC1f there waz an yesufficient number of events (s 10 per arm),

0.25 0.5

Favors NIVO + chemo

T
0.125
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OS by baseline stage of disease

final analysis

Stage IB-lI
NIVO + chemo Chemo
(n = 65) (n=61)
100 Median 0S, mo NRY 76.8>
[HR (95% C1) 0.77 (0.44-1.35) |
80
NIVO +
65%° chemo
—~ 60 =
g -
v
o
40 —
Chemo
20
0 T T T T T T T T T T T T 1
[¢] 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
HIVO - chamo 65 60 57 54 51 50 45 44 42 41 39 20 11 4 0
Chora o 5 54 i 5 3 s woowg g 9

Minimum/median follow-up: 59.9/68.4 months.
*195% Cl: 264.7-HR: 141.6-1R; <52-75: 446-T1; «71.6-NR: 1539, 3-UR: 56-73; F44-52.

Stage IlIA
NIVO + chemo  Chemo
(n=113) (n=116)
Median 0S, mo NR* 73.7

[HR (95% c1)

0.70 {0.47-1.05)

]

80 -

NIVO +
chemo
60
40
20
0 T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 B4
Months
7 6185 0

T
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HIVO - chemo 78

OS by tumor PD-L1 expression

PD-L1 < 1%

NIVO + chemo Chemo
(n=78) (n=77)
100 Median 0S, mo NR* 61.8"
L [HR (95% c1) 0.89 (0.57-1.41) ]
+
80
— 60
Fad
wv
o 40 Chemo
20
0 T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
66 63 54 49 @6 42 36 23 12 4 0

72 61

Minlmum/median follow-up: 59.9/68.4 months.
1957 Clz #43.8-HR: V31 2-HR; 41+43: “41-63; “HR; 47, 3-1R: 163-86: ™47-67,

PD-L1 2 1%

NIVO + chemo  Chemo
(n = 89) (n = 89)
Median 0S, mo NR* 73.7

100
[HR (95% 1) 0.51 (0.31-0.84) |
80 “Ll o 78%8
""\l—\_ .......
i e NIVO +
| \\—_'_"_"L,._ chemo
584"
40 l Chemo
20
0 T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
82 79 71 76 75 6% 49 40 16 5 0

72
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Lung cancer-specific survival?

NIVO + chemo Chemo
(n=179) (n=179)

Median LCSS, mo NR® NR¢
Unstratified HR (95% Cl) 0.65 (0.44-0.96)

100 ——mn .
80 - 75%d NIVO + chemo
e s naema o =
g 607 65%* i N
w Chemo
S 407
201
O T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
HIVO - chemo 179 168 159 151 147 140 137 129 122 "z 11 67 29 9 0
/ 13 124 i B i 97 5% o !

Chemo 170 S

Minimum/median follow-up: 59.9/68.4 month:.
*Included death: due to dizeaze per investigater azzezzment (n = 44 in the HIVO - chema arm; n = 61 in the chemo arm), ¥ 955 Cl: H1HR; <73.7-MP: %65-51; <57-72.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

11

CheckMate 816: 5-y OS final analysis

EFS: 5-year analysis
NIVO + chemo Chemo
(n=179) (n=179)
100 = Median EFS, mo 59.62 21.1°
HR (95% CI) 0.68 (0.51-0.91)
80
g ] 49%
vl v ‘ NIVO + chemo
w 40 . v "
|
20 L
Chemo
0 T T T T T T T T T I T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
HIVO + chemo 179 137 i21 106 99 92 82 74 7 68 31 23 5 3 0
Minlmum/median follow-up: 59.9/68.4 monthsz.
+195% Clz *31.6-HR: £16.5-36,5: 41-57: 27-42.
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Exploratory analysis: OS by pCR status

Check/Mate 816: 5-y OS final analysis

chemo arm had pCR!

* Among concurrently randomized patients, 43/179 (24%) patients in the NIVO + chemo arm and 4/179 (2%) patients in the

126 "7 VQ? 103 93 95 86 82 77 72 42
In the NIVO + chemo arm:
+ Among patients with pCR, death occurred in 3 patients; none were due to disease®

Minlmum/median follow-up: 59.9/68.4 months.
HP: were HC if there was an irculficient number of eveniz (< 10 per arm). #1955 C: *HR; £53.9-HR;
there were §2 (47.7%) deathz: 60 (34.9%) were due to dizease. 1. Ferde PM, et al. 1! Engl J Med

:1973-1935.

100% emo (pCk)
100 - =
a 1 1
, | S
s 95%*
80 4 S NIVO + chemo (pCR)
St
60 TR NIVO + chemo (no pCR)
§ B Y S i e
v 4] 5.4¢5 . -
o NIVO + chemo Chemo Cheme {no pCR)
pCR Mo pCR pCR No pCR
20 1 Jedian 05, mo __1R° TR NRE 73.7°
HR (95% CI) 0.11{0.04-0.36) -
— 0 T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at ik Months
pCR 33 2 ) 4z £ 2 4 41 10 40 39 15 13 4 0
P 1 i 3 3 3 “§ H 3 ) 3
n 14 S 0

* Among patients with no pCR, there were a total of 62 (46.6%) deaths; 44 (33.1%) were due to disease'

“46.7-HR; “§3-99: 47-64; ¢46-61. " the chemo arm. there were no deaths in patients vath pCR. ‘In the chema arm.
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Exploratory analysis: EFS by pCR status

Checkrate 816: 5-y OS final analysic

L

In the NIVO + chemo arm:

* Among patients with pCR, 3 (7.0%) patients had disease recurrence or relapse’

* Among patients with no pCR, 57 (41.9%) patients had disease recurrence or relapse
: 59.9/68.4 monthz.

Minimum/median follow:
HR: were NC if there waz
“'§5% Cl: ¥71.6-NR; ~16.9.
however, have not received further systemic therapy and are slive at § yearz.

100 100%
":‘.: jp H— 1 Chema {pCR)
80 1 St 88%"
=
- ] *us e, . NIVO + chemo (pCR)
R* 60 e . J
v TR T -
[ e e
w40 T T e B n ey e, 3T
NIVO + chemo Chemo? T ., NIVO + chemo (no pCR)
20 4 pCR No pCR pCR No pCR 3300 :
Median EFS, mo NR" 27.8° NRY 20.8° 1
HR (95% Cl) 0.14 (0.06-0.33) = ; Cicimo (no pCR)
0 T T T T T T T T T 1 T T T "
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
Ho. at rizk
pCR 43 11 -0 40 40 39 38 33 3 3t 4 13 2 1 0
poR 4 5 4 3 3 i i 3 % i Z E ; G
Ho pCR 135 %% H] 56 59 53 45 41 EH 37 V7 i 3 0

inuficient rumber of event: (< 10 per arm). *In the chema arm, o patient: with pCR hed dizease recurrence or relapze; B4 (45,05 of patients withaut pCR had dizeaze recurrence or relapie.
-3 “HR; ©14,8-31.8; 173495; €26-44; '25-40. iAmeng the 3 patient with recurrence, 1 patient iz alive at 5 years cn an ALK-directed therapy. the ather 2 patients had recurrence by BICR.
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Exploratory analysis: OS by ctDNA clearance status

+ Among patients with detectable ctDNA levels at cycle 1, 24/43 (56%) patients in the NIVO + chemo arm and 15/43 (35%)
patients in the chemo arm had ctDNA clearance'

K 75%¢
T s L ) 57% NIVO + chemo
804 Fey 'x (ctDNA clearance)
T LIS
- ‘[ =
604 [ 58%! Chemo {ctDHA clearance?
9 e e |
s 40 NIVO + chemo* Chemo® :_ _ _[_'_"_: ____ NIVO +chemo
e CIDNA NoCtDNA cIDNA No CtDNA | {no ctDNA clearance)
clearance clearance clearance clearance H - “I
B 204 _Median 0§, mo HRE 61.57 HR¢ 69.2' L Chemo
H 1
HR (955 Cl1) 0.38 (0.15-1.00) 0.39 (0.14-1.11) , (ne ctdRAclearanca)
0 T — T T T T T T T T T T T =]
0 6 12 18 24 30 36 42 48 54 60 66 72 78 B4
Ho, ot rizk Months
A cleararce 24 2 2 12 2 2 22 0 1) 19 iH 1" s ' 9
17 10 b 1 10 10 10 190 10 9 “ 2 i 0

Minimum/median follow-up: 59.9/68.4 monthz.
ctDMA clearance viaz defined az presurgical o
(2rcherDX Perz Cancer Monitonng)
to dizeaze; no ¢tDHA clearance: 15 (53,6 %)

= performed uzing 8 WES tumor-guiced personalized ctOMlA panel
<DHA cleacance: § (33.3%) deathi, 4 (26.7%) dus

level: before cycle 1 ta undetactable ctDIIA levelz before cycle 3. Analyzic
2 du= to dr. N
972, 1. Ferds P, et al. N Engl J #ed 2022:385:1973-1535.

. 3 (12.5%) due to dizeaze: no ctDHA clesrance: 11 (57.5%) deaths, 3 (4
eaze. 1354 Cli 62.9-NR: 414.5-1R; 745, 3-NR: 120.2-HR: 153-85; "35-35: 37-74:

deaths, 11 (39.34) dos to
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Safety summary?

All AEs® 165 (94) 76 (43) 173 (98) 79 (45)
TRAEs® 147 (84) 63 (36) 159 (90) 67 (38)
All AEs leading to discontinuation® 18 (10) 10 (6) 20 (11) 7 (4)

TRAEs leading to discontinuation® 18 (10) 10 (6) 17 (10) 6 (3)

All SAEsb 30 (17) 19 (11) 24 (14) 17 (10)
Treatment-related SAEs? 21 (12) 15 (8) 18 (10) 14 (8)
Surgery-related AEs© 67 (45) 17 (11) 66 (49) 20 (15)
Treatment-related deathsd 0 3 (2)¢

« Grade 5' surgery-related AEs occurred in 2 patients in the NIVO + chemo arm (1 each due to pulmonary embolism
and aortic rupture); both were unrelated to study drug

“AEz per CTCAE v4.0 and MedDRA V27,1, *includes everts reported between the firzt necadjuvant ¢aze and 30 dayz after the last doze of necadjuvant study treatment. ‘Inclucdes events ceported within 50 dayz after
definitive swrgery. Percentage: calculated frem treated patients wha had definitive surgery (n = 149 in the NIVO = chemo arm: n = 135 in the chemo arm), Treatment-related deaths occurring at any time ofter the first
doze of necadjuvant study treatment. ‘Due to pancytepenia, diarrhea, acute hidney injury (all 1n 1 patientl, enterccalitiz (n = 1), and pneumoma (n = 1). ‘2Ez that led to death within 24 hour of crzet.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Summary

* In this preplanned final, 5-year analysis from CheckMate 816, neoadjuvant NIVO + chemo
demonstrated a statistically significant and clinically meaningful OS benefit vs chemo (HR, 0.72)

— 5-year OS rates were 65% and 55% in the NIVO + chemo and chemo arms, respectively

* NIVO + chemo showed improved lung cancer-specific survival vs chemo

+ Patients with pCR with neoadjuvant NIVO + chemo had a ~90% reduction in the risk of death by
5 years vs those without pCR

« Presurgical ctDNA clearance was associated with long-term OS improvement
* The safety profile of neoadjuvant NIVO + chemo was consistent with previous reports

+ CheckMate 816 is the only phase 3 trial of neoadjuvant-only chemoimmunotherapy to
demonstrate a statistically significant OS benefit across any resectable solid tumor type and affirm
a paradigm shift in the treatment of resectable NSCLC without actionable genomic alterations

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Key takeaway points
( )
IMforte demonstrated a statistically significant and clinically meaningful improvement in PFS and
OS with 1L maintenance treatment with lurbinectedin + atezolizumab vs atezolizumab in
patients with ES-SCLC
\_ J
(i )
The safety profile of the combination was predictable with an increased incidence of AEs, most of
which were low grade; treatment discontinuation rates were low
\_ J
f 2\
The combination of lurbinectedin + atezolizumab has the potential to become the new standard
of care for 1L maintenance treatment of ES-SCLC J
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+ Despite improved efficacy with 1L immune checkpoint inhibitors (ICIs) + platinum-based chemotherapy, most patients with

ES-SCLC eventually experience disease progression and long-term survival remains limited'>
* Due to the high attrition rate in ES-SCLC of ~60%8, offering the most effective treatment in the front-line setting before

progression is crucial to improve outcomes in this difficult-to-treat disease
+ Lurbinectedin is an alkylating agent and transcription inhibitor that is approved in the US and other countries for the treatment

of patients with metastatic SCLC who experienced disease progression on or after platinum-based chemotherapy
+ In pre-clinical studies, lurbinectedin was shown to synergize with ICIs”®to achieve high rates of tumor regression

and induce long-term T-cell memory®1°
+ In Phase 1/2 trials in patients with relapsed ES-SCLC, the combination of lurbinectedin and ICls was well tolerated with

promlsmg activity 113

The global, open-label, randomized, Phase 3 IMforte study investigated the efficacy and safety of
lurbinectedin + atezolizumab versus atezolizumab for the maintenance treatment of ES-SCLC in patients
whose disease had not progressed after 1L induction treatment with atezolizumab + carboplatin + etoposide
IL. first tine: ES-SCLC. exlensive-stage smali cell lung cancer; OS, cverall survival: PFS, progression-free survival; SCLC, small cell lung cancer.
1. Lw SV, etal J Clin Oncol 2021:38:619-30. 2. Paz-Ares L, el al. £SO Cpen 2022.7:100408. 3. Goldman JW, et al. Lancet Oncol 2021:22:5185. 4. Reck I, et al. Lung Cancer 2024;195;107924
5. Cheng Y, et al. JALIA 2022;328:1223-32. 6. Ramirez RA, el al. ASCO 2022 [abstracl 8384]. 7. Xie 'V, et al. Onceimmunology 2019:8:¢1856302. 8. Chakraberty S. et al. Cell Rep Med 2024:5:101352.
§. Russo-Cabrera JS. et al. Ann Oncol 2023:3. 6. 10. Russo-Cabrera JS. et al. AACR 2025 [abstract 5837). 11. Calles A, et al. J Thorac Oncol 2025 doi’ 10.10157.jtho.2025.02.005
12. Pence Aix S. etal. J Immunether Cancer 2021.3(Suppl 2):A493. 13. Ponce Aix S, et al. ASCO 2025 [abstract 8013)
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First screening Second screening
—

Y

Ehglblllty criteria
Eligibility criteria

Treat until

No prior systemic

treatment for * Ongoing CR/PR or PDor a

ES-SCLC Atezo + SD following unacceptable 2
« NoCNS carbo + etop induction therapy toxicity _g

melastases (4 cycles q3w)* » ECOGPS0/1 E

*+ ECOGPS 011

Atezo (1200 mg) No crossover
IV q3w

N=483"° allowed
N=660
— @@ S 1
| Efficacy endpoint assessments started from randomization into
the maintenance phase: safety analyses were from MC1D1
Stratification factors for randomization Primary endpoints
« ECOG PS (0/1) IRF-PFS and OS
+ LDH (SULN/>ULN)
Last patient randomized: April 30, 2024 * Presence of liver metastases (Y/N) at induction BL Secondary endpoints included
Clinical cutoff: July 29, 2024 = Prior receipt of PCI (Y/N) INV-PFS, ORR, DOR, and safely
ClinicalTrials gav 1D NCT0509135
* Administered per standard dese * 73% of patients conlinued from to X * With prophyl locyte colony-stimulating factor and ant l
atezo. atezclizumab: BL. baseline: carbo, carkeplatin; CHS. central nervous system; ECOG PS Easlern Cceperativ eOmcagyCroupper‘crmance status; ENR, enrollment; elop. 2toposide;
INV-PFS, investi essad PFS: IRF-PFS. independent raview facility-assessed PFS' IV, intravenously: LDH. lactaie dehydreg Iuerkr. lurbi din; WIC1D 1. mai Cycle 1 Day 1:
FCH, prophy Iacuc cran: llrmdla:[on: q3w. every 3 weeks: R, randomization, ULN. upger fimit 2f nermal Yu‘.'. yesno
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First screening Second screening
Eligibility criteria
»  No prior systemic Eligibility criteria Treat until
treatment for *  Ongoing CRIPR or PDor a
ES-SCLC Atezo + SD following unacceptable ;’
« NoCNS carbo * etop induction therapy toxicity o
metastases (4 cycles q3w)* « ECOGPS 011 ” g E
« ECOGPSO0/M1 Atezo (1200 mg) No crossover
N=483° IV q3w allowed
N=660 ; : ;
| >
| Efficacy endpoint assessments started from randomization into
- - - the maintenance phase: safety analyses were from MC1D1
Stratification factors for randomization Primary endpoints
* ECOG PS (0/1) IRF-PFS and OS
¢ LDH (sULN/>ULN)
Last patient randomized: April 30, 2024 « Presence of liver metastases (Y/N) at induction BL Secondary endpoints included
Clinical cutoff: July 29, 2024 * Prior receipt of PCI (Y/N) INV-PFS, ORR, DOR, and safety
ClinicalTrals.gov 1D: NCT05091567.
* Administered per standard dase. * 73% of patients inued from il ion 1o mail . With pro; icg locyte colony-stil ing factor and ant {
atezo, alezalizumab; EL. baseline: carbo, carboplatin: CHS, ceniral nervous system: ECOG PS, Eastern Cooperalive Oncology Group performance status; ENR. earcliment: etop, eloposide.
IHV-PFS, investigator-assessed PFS; IRF-PFS, ind review facifity d PFS; IV, intravenously, LDH. lactate deh Turti, lurtsi in: MC1D1, mail Cycle 1 Day 1;
PCI, prophylactic cranial irradiation; q3w, every 3 weeks; R, randomizatien; ULN. upper limit of nermal; YN, yesino
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Statistical analysis plan

- 0S
— Target HR of 0.71 with a power of 85%
— Interim analysis occurred when % Lurbi + atezo
~219 deaths were observed in the FAS? vsatezo 7
i 22-sided ».05 i

or when the minimum follow-up® was
completed, whichever occurred later

— If OS results were statistically significant
at the interim analysis, they would
constitute the primary analysis

Type 1 error rate control strategy

+ IRF-PFS
: ; ; If rejected, a=0.001 will be passed to OS
— No interim analysis
— Primary analysis was conducted at the 528 | 1f rejected, a=0.049 will be passed to IRF-PFS

time of OS interim analysis

dless of whether or nol the assigned study treatmenl was received.

*The FAS was defined as all patients d into the mail phase

* The minimum follow-up was defined as 5 months after the target samgle size of 450 participants had been randomized

FAS, full analysis set.
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Baseline characteristics of patients randomized into the
maintenance phase

Characteristic
Age, median (range), years 65.0 (38-85) 67.0 (35-85)
=—> <65 years, n (%) 118 (48.8) 90(37.3)
Sex, male, n (%) 151 (62.4) 151 (62.7)
Race, n (%)
White 195 (80.6) 198 (82.6)
Asian 31(12.8) 31(12.9)
Others 16 (6.6) 11(4.6)
Current or previous tobacco use history, n (%) 235(97.1) 236 (97.9)
= Liver metastases at induction BL, n (%)® 100 (41.3) 94 (39.0)
Prior PCI, n (%) 34 (14.0) 37 (15.4)
ECOG PS 0 at maintenance BL, n (%) 105 (43.4) 102 (42.3)
LDH SULN at maintenance BL, n (%)® 176 (72.7) 179(74.3)
—_ Time from induction Cycle 1 Day 1 to 32 (2.6-4.6) 32(2.7-52)

randomization, median (range), mo
Response to induction therapy, n (%)

= CR/PR 206 (87.3) 213(88.8)
sD 28 (11.9) 25(10.4)
pDd 2(0.8) 2(0.8)

Clinical cutofi: July 29. 2024. * Includes American Indian or Alaska Hatve and Elack or African American patients, as well as patients with unreported race. > Stratif factors for ¢ ;
daia detemined from electronic case-report forms.  n=235 in the lurdi + atezo arm and n=240 in the atezo am; 7 randomized patients did not have a maintenance screening lumar assessment.
* Randomization of these patients was in violaticn of the grotocel. BL. baseline. PCI. prophylactic cranial imadiation.
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IRF-PFS from randomization into maintenance phase

@ PFS assessment slarted from randomization inlo the maintenance phase

[E— >

100
IRF-PES o)
Events, n (%) 174 (71.9) 202 (83.8)
804 PFS, median (95% Cl), mo 54(42,58) 2.1(16,2.7)
6-mo IRF-PFS 12-mo IRF-PFS Stratified HR (95% CI) 0.54 (0.43, 0.67)
~ e i ‘ Stralified P value (2-sided) <0.0001
£ ! a boundary (2-sided) 0.001
o '
ﬂl. ]
w 1
g 40 .
1
1
1
s 205%
]
]
1 1
0 ! x
T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
. Time from randomization (months)
No. at risk
Lurbi + atezo 242 231 184 152 138103 76 62 57 43 35 33 24 20 16 14 11 10 3 2 ] 1 0o 0 0 0 o O
Alezo 241224123 79 69 50 34 27 27 25 18 16 13 13 12 12 7 6 5 3 3 2 2 1 0 o 0 0

Clinizal cutoff: July 29. 2024: median survival feilow-up: 15 0 mo (runimum follow-up: 3.0 mo)
Cl, confidence intervai; HR. hazard ratio
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. . . A
IRF-PFS from randomization into maintenance phase
@ PFS assessmenl started from randomization into the maintenance phase
1004 - S
IRF-PFS
o Events, n (%) 174 (71.9) 202 (83.8)
g0 PFS, median (95% Ci), mo 54(4.2,5.8) 2.1(1.6,27)
6-mo IRF-PFS 12-mo IRF-PFS Stratified HR (95% Cl) 0.54 (0.43, 0.67)
~ e ' ; Stralified P value (2-sided) <0.0001
3’\- | a boundary (2-sided) 0.001
w 1
E ! Investigator-assessed PFS was consistent with IRF-PFS
@ 40+ d * Median: 5.4 mo with lurbi + atezo and 2.7 mo with atezo
! (stratified HR, 0.55 [95% CI: 0.45, 0.68])
1
_ ]
204 20.5%
]
1
] 1
] 1
0 1 1
LN S S B B B S B B s S s S B e s p e p s B BN B e e e
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
N . Time from randomization (months)
0. atrisk
Lurbi + atezo 242231 184 152138103 76 62 57 43 35 33 24 20 6 4 11 10 $ 2 1 1 0 O O O 0 O
Atezo 24122412379 69 50 34 27 27 23 18 16 13 13 12 12 7 6 5 3 3 2 2 1 0 0 0 O
Chinical cutoff: July 29, 2024; median survival follow-up: 15 0 mo | feliow-up: 3.0 mo).
Cl, confidence interval; HR, hazard ratio.
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IRF-PFS subgroup analysis

Evants/patients, n/N

Basellne risk factors

Favors lurbi + atezo Favors atezo
—_— ——

Unstratified
IRF-PFS HR (35% Cl)

Lurbl + atezo Atezo
All patients 1741242 202/241 'f' 0.56 (0.46, 0.69)
Age, years <65 86/118 73/90 = 0.64 (0.46, 0.87)
265 88/124 129/151 '—0:-4 0.51(0.38, 0.67)
Sex Male 110/151 131/151 '-0:-< 0.49(0.38, 0.64)
Female 64/91 71/90 o 0.69 (0.49, 0.98)
Race® While 140/195 167/199 + 0.58(0.46, 0.73)
Asian 22/131 26/31 —— 0.48(0.27, 0.86)
Tobacco use history*  Current 61/88 57173 -;O—v 0.65(0.45, 0.95)
Previous 107/147 141/163 r—d'—c 0.53(0.41,0.68)
Liver metastases at Yes 75100 87194 —+ 0.45(0.33. 0.62)
ntitiction BLY No 99/142 151147 o 0.62(0.48,0.62)
Prlor PCI® Yes 25/34 29/37 b—-:-O——« 0.76 (0.44, 1.31)
No 149/208 1731204 — 0.53 (0.42, 0.66)
ECOG PS® 0 76/105 82/102 + 0.58 (0.42. 0.80)
1 98/137 120/139 —— 0.56 (0.43. 0.73)
LDH® sSULN 123/176 150/179 ;—4—4 0.53(0.41,0.67)
>ULN 51/66 52162 n-:’—- 0.65 (0.44, 0.96)
Response lo CR/PR 143/206 1767213 —5— 0.53(0.42, 0.67)
Induction therapy®  sp 26/28 23725 — 0.72(0.40, 1.29)
Oj‘l 1 4
Clinieal cutoff: July 29. 2024; median survival follov-up: 15.0 mo (minimum fellow-up: 3.0 mo).
* Data from subgroups with small numbers are not displayed. * Stratification factor for ization; data d d from electrcni port forms. © n=238 in the lurbi + atezo arm and n=2401in liie

atezo arm: 7 randemized patients did not have a maintenance screening tumor assessment,
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OS from randomization into maintenance phase

QS assessment started from randomization into the maintenance phase
. (median time from induction C1D1 o randomization: 3.2 months in each arm)

100 -
oS
&6 Events, n (%) 113 (46.7) 136 (56.4)
¥ 0OS, median (95% Cl), mo 13.2(11.9.16.4) 10.6(9.5,12.2)
12-mo 0S Stratified HR (95% Cl) 0.73 (0.57, 0.95)
'
50 Stralified P value (2-sided) 0.0174
= % aboundary (2-sided)® 0.0313
B
7]
o
40 4 V
1
1
'
B . 1
20 i
1
!
|
]
o Il
— T T T T T T 7 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 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
No. at risk Time from randomization (months)
Lurbi + atezo 242 238 232 221 209 197 174 151 136 118 104 93 81 69 60 52 46 36 25 17 11 8 5 1 1 1 1t 0
Alezo 241 237 230 211 196 179 154 138 126 111 94 81 €9 60 49 45 37 22 17 10 ¢ 7 2 2 0 0O O O
Clinical cutoff July 29, 2024; median survival follow-up: 15.0 mo (minimum follow-up: 3 0 mo).
+ As determined by the Hwang-Shih-Decani algha spending function with the gamma parameter of 1.5
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OS from randomization into maintenance phase

100 4
os
804 Events, n (%) 113 (46.7) 136 (56.4)
0S, median (95% Cl), mo 132(11.9,16.4) 106 (9.5,122)
=~ 6o Stratified HR (95% ClI) 0.73 (0.57,0.95)
E Stratified P value (2-sided) 0.0174
= a boundary (2-sided)® 0.0313
40 4
20 4
04

Time from randomization {(months)

Induction treatment
Atezo + carbo + etop

IMforte results do not

— include time on
Mainten;x&;:reaﬂnent ANy induction treatment

' Median OS from randomization: 10.6 months

3.2 months?

* Iedian tme from slart of ind ur enl to ation was analyzed for 83 randemized patients. Note. 660 palients v.ere enrolled into the induction phase. cut of whom 177 patents were not

randomized inte the maintenance ghase.
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OS subgroup analysis

Events/patients, niN Favors lurbi + atezo Favors atezo
Baseline risk factors Toroi + atezo £ Alezo —_— og:ﬁ'&%ﬂz%“
All patients 1131242 1367241 + 0.74 (0.58. 0.96)
Age, years <65 53/118 49/90 —r 0.77 (0.52. 1.14)
265 60/124 871151 — 0.76 (0.55, 1.05)
Sex Male 75/151 88/151 i—f—* 0.72(0.53, 0.98)
Female 38/91 48/90 — 0.78 (0.51, 1.19)
Race” White 92/195 118/199 v—+—< 0.71(0.54,0.94)
Asian 13/31 14131 —te— 0.86 (0.40, 1.84)
Tobacco use history*  Current 38/88 39/73 '—Ip——d 0.79 (0.51, 1.24)
Previous 72/147 94/163 v—I&— 0.76 (0.56, 1.03)
Liver metastases at Yes 55/100 63/94 —e— 0.70(0.48, 1.00)
Indugtion BL® No 58/142 731147 — 0.76 (0.54, 1.07)
Prior PCI® Yes 16/34 18137 —le— 1.02(0.52, 2.00)
No 97/208 118/204 b—ql-c 0.70(0.53, 0.92)
ECOG PS® 0 51105 53/102 »—{-0——' 0.88 (0.60, 1.29)
1 62/137 83/139 —ot— 0.66(0.47, 0.92)
LDH® SULN 72/1176 97179 5—0:—c 0.66 (0.49, 0.90)
>ULN 41/66 39/62 r—:—q——-q 0.96 (0.62, 1.50)
Response to CR/PR 921206 1151213 —— 0.76 (0.57, 0.99)
Induction therapy*© SD 17/28 18725 -—Q-!—-a 0.62(0.31, 1.24)
0.1 1 4
Clinical culoff. July 29, 2024: median survival fol p: 15.0 mo (mij foll p: 3.0 mo).
*Data from subgroups with small numbers are not displayed. * i factor for iz :datad d from el port forms. < n=236 in the lurb) + atezo arm and n=2401n the
atezo arm: 7 randomized patiears did not have a mainlenance screening lumor assessment.
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Confirmed IRF-assessed ORR and DOR during the
maintenance phase
+ Background: At the time of randomization, 88% of patients had CR/PR and 11% had SD to induction therapy
— Tumor response in the maintenance phase was assessed against maintenance baseline
Patients with measurable disease®
Confirmed objective response, n (%) 34 (19.4) 19 (10.4)
(95% CI)° (13.9, 26.1) (6.4, 15.8)
Difference in ORR (95% Cl), % 9.0 (1.1, 16.9)
CR, n (%) 4(2.3) 1(0.5)
PR, n (%) 30 (17.1) 18 (9.9)
SD, n (%) 96 (54.9) 68 (37.4)
PD, n (%) 34 (19.4) 87 (47.8)
Missing or non-evaluable, n (%) 11 (6.3) 8 (4.4)
DORe®
Responders with an event/responders, n (%) 14/34 (41.2) 11/19 (57.9)
Median DOR (95% CIl), mo 9.0 (5.5, NE) 5.6 (4.2, NE)
Clinical cutoff: July 29, 2024. * Iieasurable disease was not an inclusion crterion to enter the phase. * The cenfirmed ORR was definzd as the proportion of randomized patients with a CR or PR
on two consecutive cccasions =4 weeks apart after randomization and was assessed in patients who had ble disease at baseline. - DOR was assessed in patients who had a confirmed
bject P inthe e phase. NE, not estimable.
ESea e o P ASCO anics
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Follow-up systemic anticancer treatments

Patients, n (%)

Patients who discontinued maintenance treatment

Patients with 21 follow-up systemic anticancer treatment 108 (44.6) 132 (54.8)
Chemotherapy 89 (36.8) 119 (49.4)
Immunotherapy 25(10.3) 20 (8.3)
Targeted therapy 3(1.2) 2(0.8)

= Other———— 3(1.2) 3(1.2)

At the time of clinical cutoff, no patient in the lurbi + atezo arm and
22 patients (9.1%) in the atezo arm had received follow-up lurbi treatment

Clinical cutofi July 29, 2024
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Safety summary during the maintenance phase

Patients with 21 AE, n (%) Patients with 21 AE, n (%)

g
All-cause AEs 235 (971 194 (80.8) Lurbinectedin AESI¢ 93 (38.4) 62 (25.8)
Grade 3/4 AEs 92 (38.0) 53 (22.1) Grade 5 AESI 7(2.9) 4(1.7)

Treatment-related Grade 3/4 AEs 62 (25.6) 14.0(5.8) Atezolizumab AESI® 76(31.4) 54 (22.9)
Grade 5 AEs 12 (5.0) 6(2.5) Grade 5 AESI 0 0

Treatment-related Grade 5 AEs 2(0.8p 1(0.4p ?;if;’g:g:‘:lg SAES' reqHiing 40 (16.5) 18 (7.5)
Serious AEs 75(31.0) 41(17.1) Median treatment duration, mo 221 ((2:2‘;'3’1) 2.1
Qﬁz;e:,ﬂzg 16 R Coplnatian af 8oy 15(62) 8(3.3) Median number of doses received ?3 ((::;22/) 4.0
AEs leading to dose interruption/ 92(38.0) 33(13.8)

modification of any study drug®

Clinical cutoff: July 29. 2024, One patent randemized 1o the atezo arm did no! receive treatment and was not included in the safety analysis sel
* Sepsis and febrile neulropenta, both considered related to lurbi. * Sepsis considered related lo atezo. © Atezo dese modifications were not permitted. * AESI for lurbi and atezo were pre-spaciied based on
it i igned by the AE acverse avent: AESI. adverse events of special inlerast,
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i . . o/ .
All-cause AEs with incidence 210% in either arm
Lurbi + atezo Atezo
AnyAE 97.1% 180.8%
Nausea
Anemia
Faligue 20.2%
Decreased appetite 16.9%
Febrile neutropenia
I
Platelel count decreased 15.3% Lurbi + atezo: 1.7%3
Diarrhea 14.0% | i75% Alezo: 0%
Vomiting 136%,  |l25% Grade 3/4 Infections
i o 1 639 and Infestations®
Asthenia 12.8% | l63% Ve 4 atasE 6 6%
Thrombocytopenia 12.8% ﬂ 1.7% Atezo: 5.0%
Neutrophil count decreased 128% EF 13%
" Grade 3/4
Constipation 12.0% | |63%
Neutropenia 107%  Hl17%
100% 80% 60% 40% 20% 0% 20% 40% 60% 80% 100%
Patlents (%)
Clinical culoff. July 29, 2024. Percentage labels represent all-grade AEs, including Grade 5 AEs. Cmde 5 AEs oc curred in 12 (5 0%) patients in the lurbi + alezo arm and 6 (2,575) patients in the atezo arm.
*lIncludes 1 Grade 5 AE. = Grade 5 5 infections: lurbi + alezo :un\ (n=6 [2.5":]): COVID-19 ia viral. sepsis. seplic shock, and vascular device infection (n=1 each);
atezo arm (n=4 [1.7%]) (n=2), abscess inal, and sepsis (n=1 each).
SCO e racsintiour: Luis Paz-Ares, MD, PhD Ihiforte ASCO 2025 S
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Conclusions
* IMforte demonstrated a statistically significant and clinically meaningful improvement in IRF-PFS and OS with
1L maintenance treatment with lurbinectedin + atezolizumab vs atezolizumab in patients with ES-SCLC
— Stratified IRF-PFS HR: 0.54 (95% CI: 0.43, 0.67); P<0.0001
Stratified OS HR: 0.73 (95% CI: 0.57, 0.95); P=0.0174
+ IRF-PFS and OS benefit with lurbinectedin + atezolizumab was generally consistent across the majority
of subgroups
+ Despite the higher rate of Grade 3/4 AEs and SAEs, there were no new or unexpected safety signals
with lurbinectedin + atezolizumab
The safety profile was predictable, with mostly low-grade AEs and low treatment discontinuation rates
There was no clinically meaningful increase in immune-related AEs
* IMforte is the first Phase 3 study to show PFS and OS improvement with 1L maintenance treatment
for ES-SCLC, highlighting the potential of lurbinectedin + atezolizumab to become a new standard of care
for 1L maintenance therapy in patients with this aggressive and difficult-to-treat disease
2025 ASCO maseuteooy: Luis Paz-Ares, MD, PhD IMforte ASCO 2025 ASCO sy
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Efficacy and safety of first-line maintenance therapy with
lurbinectedin plus atezolizumab in extensive-stage small-
cell lung cancer (IMforte): a randomised, multicentre, open-
label, phase 3 trial
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Lay summary

Who does this research impact?

+ Patients with extensive-stage small-cell lung cancer (ES-SCLC) who have not been treated for this disease

+ ES-SCLCiis a type of very fast-growing lung cancer that has spread widely to both lungs and/or other parts of
the body

What did this research tell us?

* Adding lurbinectedin, a novel chemotherapeutic drug, to atezolizumab, another drug known as an “immune
checkpoint inhibitor,” can reduce the risk of death and/or the worsening of ES-SCLC after initial treatment with
current standard medicines

+ There were no new or unexpected side effects with lurbinectedin + atezolizumab

What does this mean for patients right now?

* Lurbinectedin + atezolizumab has the potential to become a new standard medicine for treating patients with
ES-SCLC, thereby allowing them to live longer with their disease

it gl 7252025 eSS ASCO s
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Disposition from treatment in the SAS

Patients, n (%)
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Treatment status
Ongoing 44 (18.2) 45(18.6) 32(13.3)
Discontinued maintenance treatment 198 (81.8) 197 (81.4) 208 (86.7)
Reasons for discontinuation of maintenance treatment?
Progressive disease 155 (78.3) 160 (81.2) 185 (88.9)
Death S 16 (8.1) 16 (8.1) 6(2.9)
Adverse event 13(6.6) 6(3.0) 9(4.3)
Withdrawal 8(4.0) 9(4.6) 2(1.0)
Symptomatic deterioration 5(2.5) 5(2.5) 5(2.4)
Physician decision 1(0.5) 1(0.5) 1(0.5)
Clinical cutof. July 29, 2024 * Percentages were calculated based on the total number of patients who discontinued each drug.
SAS. safety analysis set
2025 ASCO Qf sacsiwtconr: Luis Paz-Ares, MD, PhD H;:r:c;«ssucog 2025 ﬁéggmmm;m
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Disposition from study in the FAS
Patients, n (%)
Randomization phase status
Ongoing 126 (52.1) 102 (42.3)
Discontinued study 116 (47.9) 139 (57.7)
Reasons for discontinuation from randomization phase
Death 112 (46.3)* 135 (56.0)2
Withdrawal by subject 3(1.2) 1(0.4)
Lost to follow-up 1(0.4) 1(0.4)
Progressive disease 0 2(0.8)
Clinical cuto: July 29. 2024 » Cne death in each amn v:as collected fom public records after the patients had discentinued the siudy for othar reasens and is therefore not acccunted for here
202s ASCO eisinrcony: Luis Paz-Ares, MD. PhD IMforte ASCO 2025 ASCO auamssy
ANNUGAL METTING S R T SRV SRR P T e T St et RN Abstract 8006 KNOWLLDGE CORQUIRS CANCIR
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. . .
Follow-up systemic anticancer treatments in the FAS
Patients, n (%) Patlents, n (%)
Patients who di inued tr 197 208 Immunotherapy 25(10.3) 20(8.3)
Patients with 21 follow-up systemic anticancer treatment 108 (44.6) 132(54.8) Atezolizumab 20 (8.3) 9(3.7)
Chemotherapy B9 (36.8) 119 (49.4) Tarlatamab 4(1.7) 8(3.3)
Carboplalin 39 (16.1) 27 (11.2) Ipilimumab 1(0.4) 0
Etoposide 34 (14.0) 23(9.5) Magrolimab 1(0.4) 0
Topotecan 25(10.3) 38 (15.8) Nivolumab 1(0.4) 0
Irinotecan 23 (9.5) 34 (14.1) Durvalumab 0 3(1.2)
Cyclophosphamide 18 (7.4) 21 (8.7) Targeted therapy 3(1.2) 2(0.8)
Vincristine 17 (7.0) 21(8.7) Bevacizumab 1(0.4) 1(0.4)
Doxorubicin 14(5.8) 14(5.8) Sacituzumab govitecan 1(0.4) 1(0.4)
Paclitaxel 9(3.7) 17(7.1) DS 73002 1(0.4) 0
Cisplatin 9(3.7) 16 (6.6) Other 3(1.2) 3(1.2)
Docetaxel 302 31.2) Other monoclonal antibodies and ADCs 1(04) 2(08)
Temazolomide - 3(1.2) g Other therapeutic products 1(0.4) 1(0.4)
Epirubicin 2(0.8) 5(2.1) Talazoparib 1(0.4) 0
Ifosfamide 2(0.8) 1(0.4)
Belotecan 2(0.8) 0
Lurbinectedin 0 22 (9.1)
Gemcitabine 0 2(0.8)
Vinorelbine 0 2(0.8)
Dactinomycin (] 1(0.4)
Other antineoplastic agenls 1(0.4) 0
Clinical cutoff: July 29. 2024. Percentages were calculated based on the tctal number of patients in each arm.
ADC, antibody-drug conjugate.
) TS ewosovrony: Luis Paz-Ares, MD, PhD IMforte ASCO 2025 e o
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Serious AEs with incidence 21% in either arm in the SAS

Patients, n (%)

Pneumonia

Dyspnea

Respiratory tract infection
Platelet count decreased
Febrile neutropenia
Infection

Myocardial infarction

Pyrexia

Hyponatremia

Clinical cutoff: July 29, 2024
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Causes of death in the SAS
Patients, n (%)
All deaths 113 (46.7) 135 (56.3)°
Progressive disease® 90 (79.6) 117 (86.7)
AEs® 12 (10.6) 6 (4.4)
Others< 11(9.7) 12 (8.9)
Clinizal cutof: July 29. 2024, * The 1 patient who never started maintenance treaiment disconlinued the study cue to death and is not accountad forin this table which displays the SAS. * Percenlages wiere
caleulated based cn the total number of deaths in each am. * Other refers to deaths that occurred ouiside the AE reponing period that were not ainbuted to progressive disease nor to prier study treatment
2025 ASCO ?A’H swesuniouv: Luis Paz-Ares, MD, PhD IMforte ASCO 2025
ANNUAL MEETING B ererian vty o s 4IRS0 e Abstract 8006 XHOWLIDGL CORQULRS CANCLH
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Grade 5 AEs by SOC and PT in the SAS
H 0, E
Patients, n (%) n=242) ; “
All Grade 5 AEs 12(5.0) 6 (2.5)
Infections and infestations 6(2.5) 4(1.7)
Pneumonia 1(0.4) 2(0.8)
Sepsis 1(0.4) 1(0.4)°
Abscess intestinal 0 1(0.4)
COVID-19 pneumonia 1(0.4) 0
Pneumonia viral 1(0.4) 0
Septic shock 1(0.4) 0
Vascular device infection 1(0.4) 0
Cardiac disorders 4(1.7) 0
Cardiorespiratory arrest 2(0.8) 0
Myocardial infarction 2(0.8) 0
Blood and lymphatic system disorders 1(0.4) 0
Febrile neutropenia 1(0.4) 0
General disorders and administration site conditions 0 1(0.4)
Death 0 1(0.4)
Nervous system disorders 0 1(0.4)
Cerebrovascular accident 0 1(04)
Psychiatric disorders 1(0.4) 0
Completed suicide 1(0.4) 0
Clinizal cutoff July 29, 2024 + AE related to lutbi. » AE related to atezo.
PT. preferred term: SOC, sysiem organ class
encsnntonv: Luis Paz-Ares, MD, PhD IMforte ASCO 2025 ) Suneismcarer
e oot Abstract 8006 ASCO iz
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Tarlatamab versus chemotherapy as second-line
treatment for small cell lung cancer (SCLC):
primary analysis of the phase 3 DeLLphi-304 study

Charles M. Rudin, Giannis S. Mountzios, Longhua Sun, Byoung Chul Cho, Umut Demirci,
Sofia Baka, Mahmut Gumus, Antonio Lugini, Tudor-Eliade Ciuleanu, Myung-Ju Ahn,
Pedro Rocha, Bo Zhu, Fiona Blackhall, Tatsuya Yoshida, Taofeek K. Owonikoko,

Luis Paz-Ares, Shuang Huang, Diana Gauto, Gonzalo Recondo, Martin Schuler

Speaker: Charles M. Rudin, MD, PhD, Fiona and Stanley Druckenmiller Center for Lung Cancer Research,
Memorial Sloan Kettering Cancer Center, New York, USA.
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Key takeaways

In the phase 3 DeLLphi-304 study, tarlatamab significantly improved overall survival and
progression-free survival, reducing the risk of death by 40% compared with chemotherapy

Tarlatamab, compared with chemotherapy, significantly improved patient-reported outcomes of
dyspnea and cough

Tarlatamab had a lower rate of high-grade AEs and lower rate of AEs that led to
treatment discontinuations

CRS and ICANS were mostly grade 1 or 2 in severity and generally manageable

' The DelLphi-304 study affirms tarlatamab as the new standard of care in patients with
previously treated SCLC

CRS, cytokine release syndrome: ICANS, immune effector cell icity sy
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Background

+ Tarlatamab is a bispecific T-cell engager
immunotherapy that directs cytotoxic T cells to DLL3-

expressing SCLC cells resulting in tumor cell lysis! Taratamab
+ Tarlatamab demonstrated durable anticancer efficacy Binding
in patients with previously treated SCLC23 “‘f":""
: : L i
* Survival wnh_ current 2L ghemotherapy optlo'ns is &res o
modest and is also associated with substantial kel DLLIBinding B\ Apoptosis -8,
5 ‘it 46 Domain 4 :;%;! Ly
hematological toxicity Eifactoiliss N
FeDomain cell! ; —t

The DelLLphi-304 study was conducted to assess
whether tarlatamab could improve survival for
patients with SCLC whose disease had progressed or
recurred following one line of platinum-based
chemotherapy’

We present results from the first planned interim analysis of the phase 3 DeLLphi-304 trial
comparing tarlatamab to chemotherapy for 2L treatment of SCLC

2L, second-line; CD3, cluster of differentiation 3; DLL3, della-like ligand 3; Fe, fragment cryslallizable region; SCLE, small cell fung cancer.
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Randomized, controlled, phase 3 DelLLphi-304 study v DeLLphi

304

(NCT05740566)

Key inclusion criteria

= Histologically or cytologically confirmed SCLC T SR ; 5%
*  Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1 ““Tarlatamab (n =254) -
- ECOGPSOor1 : S 3
+  Asymptomalic, treated or unlreated brain metastases A

Randomization stratified by

*  Prior anti-PD-(L)1 exposure (yes/no)

+  Chemotherapy-free interval (< 90 days vs > 90 to < 180 days
vs = 180 days)

= Presence of (previous/current) brain metastases (yes/no) ¥

* Intended chemotherapy (topotecan/amrubicin vs lurbinectedin) Topotecan (n = 185); Lurbinectedin (n = 47);

Amrubicin (n = 23)

Primary Endpoint: Overall survival
Key Secondary Endpoints: Progression-free survival, patient-reported outcomes
Other Secondary Endpoints: Objective response, disease control, duration of response, safety

“Topolecan was used in all countries except Japan, lurbinectedin in Auslralia, Canada, Republic of Korea, Singapore and the United States, and amrubicin in Japan.
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death (ligand)-1: R, randomization; SCLC, small cell lung cancer.
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Baseline patient characteristics
Tarlatamab Chemotherapy
(n = 254) (n = 255)

Median age, years (range) 64 (20 - 86) 66 (26 - 84)
Male / Female, % 72/28 66 /34
Race

Asian / Black / White, % 38/1/60 42/1155
Smoking history

Current or former smokers / Never smokers, % 91/9 88/12
ECOG performance status, 0/1, % 33/67 31/68
Prior anti-PD-(L)1 therapy, % 7 7
Prior radiotherapy for current malignancy*, % 63 63
Chemotherapy-free interval,%

< 90 days 43 45

> 90 to < 180 days 33 31

= 180 days 24 25
Presence of brain / liver metastases, % 44133 45/37
DLL3 expression, %, (n/Nt) 95 (207/217) 93 (198/214)
*Includes patients who received radiotherapy for brain metastases; ‘Number of patients with DLL3 expression (n) among palients with evaluable tumor tissue sample (N).
DLL3, delta-like ligand 3; ECOG, Eastemn Cooperative Oncology Group; PD-{L)1, programmed death (ligand)-1,

2025 ASCO ¥ susistiosy: - Charles M. Rudin, 14D, PhD ASCO ey
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DelLphi-304 met its primary endpoint with tarlatamab demonstrating
superior overall survival over chemotherapy
—— Tarlatamab ~——Chemotherapy Median 0S, months 13.6 8.3
100+ HR (Tarlatamab/Chemotherapy) 0.60 (0.47, 0.77)
(5% o DR
s 80 %% p-value (2-sided) p<0.001
S 60
=
» I
T 404 . .
& : 3%,
20 - | |
I I
0 : 5
T T T T T T T I
0 3 6 9 12 15 18 21
Time from randomization (months)
Number of patients at risk:
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 9 2 0
Median follow-up time: 11.2 months far the tarfalamab group and 11.7 months for the chemotherapy group. p-valta was calculated using 3 stralificd log-rank lest
HR, hazard ratio; 0S, overal survival.
Aol #:5CO%5. I
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Survival benefit with tarlatamab was consistent across prespecified
patient subgroups

Tarlatamab  Chemotherapy

Subgroup no. of patients Hazard Ratio for Death (95% CI)
Age
<65 years 129 115 —e— 0.57 (0.40, 0.81)
5 = 65 years 125 140 —e— 0.67 (0.48, 0.94)
exX
Male 182 169 —e— 0.70 (0.53.0.93
Female 72 86 e 0.43 ED.ZS, 0]2;
Race
White 152 139 —e— 0.51(0.37, 0.70)
Asian a7 107 —e— 0.75 20-50. 1.11)
Prigr anti-PD-(L)1 exposure o 061 (0.45,0.82)
es 180 180 —e— . .49, U.
No 74 75 e 0.65 (0.42, 1.03)
Chemotherapy-free interval
<90 days 109 114 ——o—roH 0.60 (0.43, 0.84)
= Bog%ays 145 141 H_|H—4 g-g? (g.:g, ??g;
=90 o <180 da; 85 78 2 .40, 1.
= 180 days A 60 63 —e— 0.54 {0.29, 1.03)
Presence. (previous ar current) of brain melastases
Yes ) 13 115 —e— 0.45 (0.31, 0.65)
No 141 140 —e—i 0.81(0.58, 1.13)
Liver melastases
84 95 ——e— 0.82 (0.57, 1.18)
No 170 160 —e— 0.54 (0.39, 0.75)
Chemotherapy
Topotecan/Amrubicin 209 208 —e— 0.57 (0.44,0.75)
Lurbinecledin 45 47 —ee— 0.81(0.46, 1.44)
T T T T
0.1 - 0.5 1 1.5 2.5 -
- b Better Chemothera Bettef
Hazard ratios and 95% Cls were estimated using the Cox proportional hazards model. Tarlatamab Be Py
PD-{L)1, programmed cell death (fligand)-1.
2025 ASCO ASCO suamsms
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Progression-free survival was significantly longer with
tarlatamab vs chemotherapy

100 1 ——Tarlalamab ——Chemotherapy - L
Median PFS, months 4.2 I 3.7
X g0+ HR (Tarlatamab/Chemotherapy) 0.71
K} (95% CI) {0.59, 0.86)
z RMST p-value (2-sided) p=0.002*
S 60 ikl : P
[-}}
2
& 407 31%
w
8
g 201 !
a 1
1
|
0 1 4%,
0 3 6 9 12 15 18
Number of patients at risk: Time from randomization (months)
Tarlatamab 254 147 78 37 18 2 0
Chemotherapy 255 137 56 15 3 0

Madan follow-up time: 11.0 months for the tarlatamab and ths chemotherapy group. *The resiricted mean PFS time in the tarlalamab and the chematherapy group was 5.3 months and 4.3 manths at 12 months respeclively, resuling in
statisticaly significanl improvement of the tarlalamab group over the chemolherapy group.
HR: hazard ratio: PFS, prograssion-res survival,

KNOWLIDGE CONQUIRS TAHCLR
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Tarlatamab was associated with more frequent and more durable responses

Duration of response

Tarlatamab Chemotherapy
(n =254) (n = 255) . ) —— Tarlatamab Chemotherapy
Best overall response™, n (%) = .
Complele response 3 0(0) £ do Medlan DOR,
. ] months
Parlial response 86 (34) 52 (20) 5
=
Slable disease 84 (33) 112 (44) % 604 56%
o Wi
Progressive disease 56 (22) 50 (20) g :
a [
Ckagali 3 ] H
:;Jal"evaluablelno post-baseline 25 (10) 41(16) 2 40 :
= !
Objective response rate?, % (95% Cl) 35 (2941) 20 (16-26) l g H
g 20 i
Median duration of response, 2 ¢
Months 6.9 5.5 g : :
Median time to objective response, 0 : ;
months o 14 0 3 9 12 15 18
Time from initial response (months)
Ongolng response at data cutoff, Number of patients at risk:
n (%) 42 (47) 8(15) Tartatamas 69 70 11 2 12 2 0
c 52 0 14 2 1 0

“Assessmenl of disease responso was based on RECIST 1.1 guidelines. Confirmation of complete respanse and parfial response was required no fewer than 4 weeks after initial documentation of comploto response or partial
response. 'Investigator-assessed response in the intention-to-treal analysis set; *0dds ratios and p value not shown as the difference in ORR between the 2 arms was not formally tested. $Percentage of total number of
responders.

DOR, duration of response; IRECIST, Respanse Evaluation Criteria in Sotd Tumors.

2025 ASCO' msiviom: Charles 1. Rudin, MD, PhD ASCO s
ANMLE
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Tarlatamab improved symptoms of dyspnea and cough after 18 weeks
from baseline

5 Dyspnea Cough Chest Pain
mean improvement from baseline % palients with symptom improvement. % patients with symplom improvement
H 2 -
= 1g S S
2 13 H H
ES |8 o5 v s
1Sy {E s S s
rE% 3% 3%
122 |3 £2 T
EE |8 ] £
= : g
TARLATAMAB CHEMOTHERAPY TARLATAMAB CHEMOTHERAPY TARLATAMAB CHEMOTHERAPY
LS mean difference = -9.14* 0dds ratio = 2.04* 0dds ratio = 1.84*
95% Cl (-12.64, -5.64) 95% CI (1.17, 3.55) 95% CI (0.89, 3.81)
p<0.001 p=0.012 p=0.1

(Did not meet statistical significance)

The mean difference in the change alter 18 weeks in the physical functioning score (10.35 points [95% CI: 6,00 to 14.69]) and tha global health stalus score (8.93 points [95% CI: 5.04 to 12.83]) trended in favor
of tarlalamab. *Similar results were observed when the sensitivity analyses were carried out incorporaling a more conservative estimand (i.o., treatment policy sirategy) for change from baseline after 18 weeks in
dyspnea (mean differonce, -6.19; [95% CI, -8.88 1o -3.49]), cough (odds ralio. 1.48 [95% Cl, 1.08 to 2.02]), chest pain (odds ralio, 1.21 [95% Cl, 0.80 to 1.82]).

3 st ce (BLOC

LS, teast zquan

2025 ASCO

5 soc v
oLocr
ANNUAL MECURG

mutnow: Charles M, Rudin, MD, PhD ASCO &

KNOWLIDGE CONQUIRS CANCLY
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Tarlatamab had a more favorable safety profile

Tarlatamah Chemotherapy
(n=252)* (n = 244)*
Median duration of treatment, months, (range) 4.2 (< 1-17) 2.5(< 1-15)
All grade, TEAEs, n (%) 249 (99) 243 (100)
All grade, TRAEs n (%) 235 (93) 223 (91)
Grade > 3 TRAES, n (%) 67 (27) 152 (62)
Serious TRAEs, n (%) 70 (28) 75 (31)
'rl';ﬁi?kl;e‘zrﬁh(go/u;o dose interruption and/or dose 48 (19) 134 (55)
TRAEs leading to discontinuation, n (%) 7(3) 15 (6)
Treatment-related grade 5 eventst, n (%) 1(0.4) 4(2)

“Salely analysis set (all patients who received al least one dose of study treaiment). 'The single grade 5 TRAE abserved with tadatamab was aftributed to ICANS in the setling of progressive neurological decline
i Grade 5 TRAEs observed with chemotherapy were atlributed to general physical health deterioration (n = 1), pneumonia (n = 1), respiratory tract

with i fever, hy and
infection (n = 1), and tumor lysis syndrome (n = 1).
ICANS, immune etfector cell-associated neurotoxicity syndrome; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.

ASCO

KNOWLIDGL CONQUERS CANCLY,
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CRS and ICANS events were consistent with tarlatamab’s established safety profile

Treatment-emergent CRS and ICANS with tarlatamab CRS with first two infusions
Minimum required monitoring
duration
Tarlatamab 6 - 8 Hours 48 Hours
N =252 =43 =209
56 @CRS mICANS { ) (n=43) (n=209)
I F Treatment emergent CRS, n (%)* 16 (37) 125 (60)
£ 42 Grade 1 12 (28) 94 (45)
a Grade 2 4(9) 28 (13)
o
& Grade 3 0(0) 3(1)
s 3 17
§ 6 : Serious adverse evenls 3(7) 39 (19)
__. ; ﬂi 'l‘ 0 ; 0.4 04 0 04 Lead.ing !'o discc?nlinualio.n of IP 0(0) 1(0.5)
Overall* Grade 1 Grade2 Grade 3 Serious  Discontinuations  Fatal Median time to intervention from last 17 27
larlatamab dose (hours)

“Grade 4 CRS or ICANS events were nol observed. A single grade 5 Irealment-related adverse event abserved with tafatamab was attributed to ICANS in the selling of progressive neurological decline concurrent with persistent

fever, hypoxemia, and hypolension,
CRS, cylokine release syndrome; ICANS, immune effector cell i icity sy

rusistow: Charles M. Rudin, MD, PhD ASCO e

XNOWLIDGE CONQULRS CAHCLR
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More Frequent

in > 10% of Patients

More Frequent
with Tarlatamah

Cylokine release syndrome
ysgeusia

Pyrexia

Decreased appelile
Hyponalremia

Headache

. Conslipalion

Weight decreased

Vomiling

Dizziness

Cough

. Fatigue
White blood cell count decreased
Asthenia

Pneumonia

Diarrhea

Dﬁspnea

. ausea
Neutrophil count decreased
Febrile neulropenia
Leukopenia

Platelel count decreased
Thrombocylopenia
Neutropenia

Anemia

with Chemotherapy

202s ASCO

UAL (RT3

0 25
Risk Difference (%)

rustsuow: Charles M. Rudin, MD. PhD

resessiin s (im0 m mbe 3nd ASTO Frimanea ing oomd K teute v att oy cr ({4560 )

50

Hyponalremia

Pneumonia

Fatigue

Neulrophil count decreased
Plalelet counl decreased
Febrile neulropenia
Thrombocytopenia
Leukopenia

Neulropenia

Anemia

“Adverse events (AEs) shown include adverse events of intercst for tarlatamab and selected known adverse evenls for chemotherapy.

Patients treated with tarlatamab experienced lower incidence
of high-grade AEs

Treatment-emergent Adverse Events Grade >3 Treatment-emergent Adverse

Events in > 5% of Patients

More Frequent More Frequent
with Chemotherapy with Tarlatamab
.

.
.
L]
L
L]

] 20
Risk Difference (%)

KNOWLLDGE CONQUIRS CANCLE,
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Conclusions

lung cancer

202s ASCO' 4IRS

AMMNUAL MACCTNG

v CRS and ICANS were mostly grade 1 or 2 in severity and generally manageable

2L, second line; CRS, cytokine release syndrome; ICANS, immune effector cell

ratsenoen Charles M. Rudin, MD, PhD

Prrtretrvon s sty o 0 o s1ve 30 ALCED Primssnce seuks it €2 feute Cntmd pommasons ffasa ey

1 SCLC, small cell lung cancer.

In the phase 3 DelLphi-304 randomized controlled trial evaluating tarlatamab versus chemotherapy in patients with
SCLC whose disease had progressed or recurred following one line of platinum-based chemotherapy with or without
immune-checkpoint inhibitor:

v’ Tarlatamab treatment achieved a 40% reduction in the risk of death compared to chemotherapy

v’ Benefit extended to those with poor prognostic factors such as platinum resistance and brain metastases
v' Tarlatamab improved patient reported symptoms of dyspnea and cough compared with chemotherapy
v

Tarlatamab was well tolerated with a lower incidence of high-grade adverse events and a lower incidence of adverse
events that led to treatment discontinuations

* The superior survival outcomes coupled with the favorable patient-reported outcomes and safety
profile affirm tarlatamab as the standard of care for 2L treatment of SCLC
* The DelLphi-304 study establishes a new paradigm for bispecific T-cell engager immunotherapy in

WOC 1 O
e oLcer
CANCIR

XHOWLIDGT CON.
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The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE l

Tarlatamab in Small-Cell Lung Cancer after
Platinum-Based Chemothempy

Ji-Youn Han, 8.0, Ph_[) Tuum Eliade CHI[L 10y, l D, P'\ D
LA, pcdrn Rochu. M D. Pu D..

Myun

_ Tats
Luis
Charies L1 Rudin, M.D., Pn.0. " for the Deliphi-304 In NTTHITIN
Eh
...\_,.'l.' ~.r
b=
I
[ PaALey
&:‘r’« ¢
EIREE
202s ASCO estviowe: Charles b, Rudin, MD. PRD ASCO v
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Lay summary

‘The DeLLphi-304 study was conducted to compare how effective and safe
tarlatamab was in comparison to the currently available chemotherapy

drugs for SCLC that had not responded to or had come back after initial
- treatment with chemotherapy (recurrent SCLC).

I:I (Patients given tarlatamab: \ ii ( In the tarlatamab group, patients‘\

had fewer severe side effects

* had a 40% reduced risk of death and stopped treatment less often

« lived longer overall and without due to side effects
their cancer growing or spreading .
. . - Side effects of CRS and ICANS
« reported improved outcomes with were low grade and
cancer-related symptoms such as
\ shortness of breath and cough L geierally manageable )

The results of the DeLLphi-304 study show that tarlatamab is more effective and
safer than the currently avallable chemotherapy options for recurrent SCLC.

CRS, cytokine release syndrome: ICANS, immune effeclor ccll- i SCLC, small cell lung cancer.
2025 ASCO sustattorr: - Charles M. Rudin, 14D, PhD ASCO s
AMMUAL MTETING Rrsarsain prccenty U Fr mn oAt ASTD P aarm imaie 106 s €etn s o ) KHOVALDGL CONQUILRS CANCR
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Penn Medicine

ASCO 2025 review: advanced
driver mutation negative NSCLC

Benjamin Bleiberg
July 11, 2025
: TR

NCCN Guidelines

CLINICAL PRESENTATION

|« Establish histologlc
subtype® with
adequale tissue for
molecular testing

(consider reblopsy™™|
Adyanced ’_‘ or plasma testing if

or
appropriate)
Matastatic| |+ Smoking cessation
counseling
« Integrata palliative
care® (NCCN.

Guidelines_for
Palllative_Care)

Options after first-line chemo-immunotherapy?

HISTOLOGIC
SUBTYPE®

* Adenocarcinoma

= Large cell

* NSCLC not ="
otherwise
spocifiod (NOS})

Squamous cell
carcinoma

BIOMARKER TESTING™

« Molecular testing, including:
» EGFR mutation (category 1), ALK (category 1),
KRAS, ROS1, BRAF, NTRK1/2/3, METox14
skipping, RET (calegory 1), ERBB2 (HERZ),
NRG1, HER2 (immunohistochemlstry [IHC]),%® (—
c-MoUMET (IHC)°®
» Testing should be conducted as part of broad
molocular profiling®?
= PD-L1 tosting (category 1)

Chemo-lO
Tesling

RoSUNS s
(NSCL-20)

* Considar molocular testing, Including:%9
» EGFR mutation, ALK, KRAS, ROS1, BRAF,
NTRK1/2/3, METox14 skipping, RET,
ERBB2 (HER2), NRG1, HER2 (IHC)*® ——
» Testing should be conducted as part of
broad molocular profiling®?

Testing
Rosults
(NSCL-20)

» PD-L1 testing (category 1)

Driver alteration negative with:
-progression on ICI
-Contraindication to ICI

% PennMedicine 2
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Next-line options

» Docetaxel +/- VEGF inhibitor

> 10 beyond progression +/- radiation
» Pemetrexed

» Gemcitabine

» Nab-paclitaxel

Dragnev et al, 2025 T o
? % Penn Medicine 3

Standard of Care Outcomes

REVEL (2014) - chemotherapy
» Docetaxel: mPFS: 4.5 months and mOS: 9.1 months
» Docetaxel + Ramucirumab: mPFS: 3.0 months and mOS: 10.5 months

OAK (2018) - 10 beyond radiographic progression
> Atezolizumab: mPFS 4.2 months and post-progression mOS 12.7 months

Garon et al, 2014 — P 2
Gandara et al, 2018 R Penn MC(II(H]C 4
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» Grade >3 adverse events 42% vs 60% favoring ramucirumab + pembrolizumab
, % Penn Medicine s

£ LungmAP
Lung-MAP S1800A

» Phase Il cooperative group trial

» Advanced NSCLC with progression on prior chemo-IO

> 136 patients randomized to ramucirumab and pembrolizumab vs. investigator's
choice chemo

Result
> mOS 14.5 vs 11.6 months favoring ramucirumab + pembrolizumab

» HR for OS: 0.69 (95% CI: 0.51-0.92)
> HR for PFS: 0.86 (95% CI: 0.66-1.14)
> Response Rate 22% vs 28% favoring chemo

i
L7

Ly

Areal-world clinical trial for
patients whose non-small cell
lung cancer has returned after
chemo- and immuno-therapy

Page 3



. /}*@zm”m
Trial Schema A
Phase Ill Randomized trial

Arm 1: pembrolizumab + ramucircumab
Vs.

Arm 2: investigator’s choice chemotherapy

Enroliment: 3/2023-12/2025 Randomization

* Primary Outcome: Overall Survival

» Secondary Outcome: Safety (grade > 3 ; ARMA | Amue
TRAE'’s and all grade 5 events) Stardnd o Care pb‘b

» Inclusion: prior exposure to platinum-
based chemo and PD-(L)1 > 84 days

» Exclusion: ECOG PS >2

% PennMedicine 7

.2 Pragmatica-Lung
S & ;m'-v.a'dll-nd:vdl;
. _ {7 e eaarEd e
Trial Particiapnts BUA e
(n=419) (n=419)
Age (mecian) 68.7 34.7-88.2 67.7 33.8.87
Sample: 838 patients (419 per arm) ;eml;,sgx-t 70 ar% o 47%
. . ace/Ethaicity
Sites: 667 US academic and Vhite 317 76% 335 80%
community centers . L Block 62 15% 50 12%
Asian 17 4% 15 4%
Enrollment: 3/2023-12/2024 Hispanic 17 4 15 4%
RaceIEthnicity' 78% White. 13% |Most recent therapy 1O Yes 339 81% 336 80%
ki . ' No B0 9% 33 20%
Black, 4% Asian, 4% Hispanic PS 0-1 265 87% 251 8%
ECOG PS: 0-1=87%2=13% LFS2 B i 20 H
. . Squamous celf carcinema 120 29% 122 o 29%
Hlstology: 63% adenocarcinoma, Neon-squamous celt carcinema 266 71% 292 T1%

0 0 PD-L1  Negatve.<1% 133 6% 144 38%
29% squamous, 8% other Positve,>=1% 235 65%% 232 63%
Median f -up: 5. s Positive,>~50% 98 27% 66 18%

ollow up 5.2 month Number of priod hnes 0 36 9% 35 9%
1 233 56% 221 53%
, 2 95 23% 106 25%
! 3¢ 54 13% 53 13%
D tal, 20 .
P Rl % Penn Medicine 8
&
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Results

> Medjan OS: 10.1 vs. 9.3 months favoring
pembro + ram . overall surviva
> . . Mov,, verall surviva
S=Ro f%)os. 0.99 (95% CI: 0.81-1.22, R R 068 6814225
> HR SCC: 0.82 (95% Cl 0.56-1.22, p=0.17) | W, peo4e
» HR non-SCC: 1.09 (95% Cl 0.85-1.39, A
p=0.75) .
Author take home points: [REE—

1. Pembro + Ram did not improve OS, but
was not worse than chemo — offers a
chemo-free option for patients

2. Some with SCC may benefit from Pembro
+ Ram
3. Some subgroups may benefit with delayed

curve separation

COSEIER 8] ANEs @ Penn Medicine ¢
9
[ H Pragmatica-Lung
Trial Strengths RAE
» Multi-institutional cooperative group cohort
» Representative patient population
» Rapid accrual of a large sample
> Clinically relevant question and endpoint (OS)
> Appropriate control arm
» Pragmatic Trial: minimized data collection, study visits, forms, concomitant
data collections, reduced time toxicity and administrative costs
» Compared to Lung-MAP S1800A: increased recruitment of elderly, rural, and
minority patients, 45+% reduction in forms and data elements collected
5?::;;‘3";;?"2%225 % Penn Medicine 10
10
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Trial Implications N

» Pembro + Ramucirumab is not superior to investigator’s choice chemotherapy

» Pembro + Ramucirumab is a reasonably effective and well-tolerated,
chemotherapy-free treatment option after progression on chemo-lO

» Ongoing investigation of novel therapeutics (bispecific antibodies, intratumoral
therapies, ADCs) is needed to improve outcomes in the second line setting

» Pragmatic trial designs may ease burdens on patients and help recruit more
—_representative sample populations with faster accrual

% PennMedicine

11

Levy et al, 2025 '

12
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Trial Schema

Phase 1b randomized dose

escalation + expansion trial TROPION-Lung02 _ : Aiein
First-line advanced NSCLC * Phass 1b study of Dato-DXd + pembrolizumab  Pt-CT In 2/mNSCLC without actionable genomic alterations® |
Al‘m 1: DatO‘DXd + pembro Iily criteria 4L patlonts only %%03‘*,5 ‘"m"vmo'ézvuvm‘ ; : Ob]nclics
Arm 2: Dato-DXd + pembro + Dot csoamior S cohortﬂn::):o 200mg

. W f prior thera 1=40): m
platinum-based chemo (cis/carbo) |/t | bulalll <o y v ]S

P I— S _ » <1 Enaof PLCT Cohort 3 (n=14): mm— plati 5

' Primary Outcome: Safety ,(otorts tand2y | | conorta o=zey: . TSI+ IS + B RIrAER

L . Effi (coton 28 UG 4mota R 200mg  Llcisplatin 75 mgim
Secondary Outcome: Efficacy e [ B2 o e o

Levy et al, 2025 v

% PennMedicine 13

13
Trial Particiapnts
» Sample: 96 patients (42 doublet + 54 triplet)
» Sites: international multi-center trial
» Median age: 65 vs. 64 years
> Histology: 78% non-squamous, 22% squamous
» Exclusion: EGFR, ALK, ROS1, NTRK, BRAF, RET, MET
Levy eta, 2025 % Penn Medicine 14
14
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Datopotamab Deruxtecan

Sacituzumabh Govitecan Daropote nob Denigteos s

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

R\

|
A

10« move potent
than SN 18)

.;.é?" ‘ i

—f
s Payload * Payoad i
mechamsm of )k o machanismef |
actien ~ Signal peptide \ i lacion i
foporsomeease | Cysteine- | topoisomerase | |
el . &rich domain ihbory
« Payload withlong | Humanized anti- Ex!rn‘ccllulla. Humaaized anti- | * Payioad anh
systemic half life Trop2 IgG1 mAb epiderma Trop2 IgG1 mAb short zystemic
* Bystander growth factor- hatl fe
antitumor cffect hke repeat * Bystander
domain  174P2 antitumor effect

Domain TM™

Cytoplasmic
tad

I

% PennMedicine 15

15

Safety Results

» Median treatment duration: 9.7 vs. 5.8 months favoring doublet

» Stomatitis: 57% vs. 33%

> Nausea: 42% vs. 48%

» Grade > 3 treatment related adverse events: 40.5% vs 55.6%

» Grade 5 events: no events in either arm

» Common grade > 3 AEs: neutropenia (13%), anemia (13%), fatigue (6%),

nausea (6%), ILD (3.1%, n=3)

Levy etal, 2025 ) & Penn Medicine 16

16

Page 8



Efficacy Results

» Objective Response Rate: 55% vs. 56%

» Disease Control Rate: 88% vs. 89%

» Duration of Response: 20.1 vs. 13.7 months
> Median PFS: 11.2 vs. 6.8 months
Non-squamous

> Objective Response Rate: 52% vs. 57%

> Disease Control Rate: 88% vs. 91%

» Duration of Response: 24.9 vs. 18.0 months
> Median PFS: 11.2 vs. 10.8 months

Levy etal, 2025 T .
i , @& Penn Medicine 17

Efficacy Results

Summary of TROPION-LungO02 First-Line Efficacy Results

Efficacy Measure Doublet Triplet
Overall PD-L1<50% PD-L1250% overall PD-L1<50% PD-L1250%
(n=42) (n=30) (n=5) (n=54) (n=40) (n=10)
Confirmed ORR, Vi | 54.8% (38.7-70.2) | 53.3% (34.3- 100% (47.8-100) | 55.6% (41.4- 55% (38.5-70.7) |60% (26.2-87.8
% (95% Cl) .1 69.1)
CR, % 2.4% 3.3% 0% 3.7% 2.5% 10%
PR, % 52.4% 50% 100% 51.9% 52.5% 50%
SD, % 33% NA NA 33% NA NA
PD, % (n) 7% NA NA 4% NA NA
DCR, % (n)iii (95% |88.1% (37) (74.4- |96.7% (29) 100% (5) (47.8- |88.9% (48) 87.5% (35) 90% (9) (55.5-
Cl) 96.0) (82.8-99.9) 100) (77.4-95.8) (73.2-95.8) 99.7)
Median DoR, 20.1 months (9.7~ | 12 months (8.0- | NE (5.5-NE) 13.7 months 14.6 months NE (4.1-NE)
(months) (95% CI) | NE) NE) (5.7-NE) (5.3-NE)
Median PFS, 11.2 months (8.2- | 11.1 months NE (8.3-NE) 6.8 months 6.4 months 6.8 months
(months) (95% ClI) |21.3) (7.2-13.3) (5.5-11.1) (5.5-13.2) (0.8-NE)

Levy etal, 2025 :
v % Penn Medicine 18
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Progression-free survival (%)

Overall PFS by TROP2 NMR+

Efficacy by TROP2 NMR +

Sl Medlan PFS (35% CI)
== 5= = TROP2'NMR#+ (n=37) = =+12.0 M0 (8:2-26:2) ==+
" TROP2 NMR-(n=39) = :8.1mo (4.2-132)
HR = 0.62 (0.35-1.10)

19

Trial Design Pros and Cons

Strengths Weaknesses
» International, multi-center design » No standard of care control arm
» Relevant clinical question » Small sample

» Primary outcome of safety not efficacy

» Sample may not be representative of
our patient population

% Penn Medicine 20

20
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Trial Implications

> Authors:
1) Dato-DXd + pembro with or without platinum-based chemo is a viable
treatment option in the first-line setting for advanced NSCLC

2) These findings support the ongoing investigations of investigational
therapeutic combinations with Dato-DXd (with rilvegostomig a PD-1 and TIGIT
bispecific in mMNSCLC — TROPION-Lung04 and with durvalumab and chemo in
early-stage disease — NeoCOAST-2

> Our Take: .

1) Additional efficacy and safety data is needed to identify if Datopotamab has a
role in the first-line setting

2) TROP2 NMR testing may be relevant to identifying the appropriate patients for

this approach

% Penn Medicine 21

21
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