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Participating Practices

Challenging Cases
in...

* Georgia Cancer Specialists #1 (n=8 November 17, 2025
Lung Cancer 8 P (n=8)
Program conducted: * Highlands Oncology Group (n=5) December 1, 2025
November-December 2025
Note: Aggregated results and high- * Live Regional Exchange Austin (n=12) December 12, 205
level summary based on
E pzactice??,%nﬁll CgPL5ve Ijjegional
xchange s) and do not . . . s _
necessarily reflect the views and Georgia Cancer Specialists #2 (n=11) December 12, 2025

opinions of the moderator or
Cornerstone Specialty Network
unless otherwise stated. Clinical
data, NCCN Guidelines, and FDA
approvals current at time of
presentation.
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Overall Program Impact and Future Considerations

In SCLC, concurrent
chemoradiation followed by
durvalumab is standard for
limited-stage while
chemotherapy plus
atezolizumab is preferred for
extensive-stage with
variable maintenance and
relapse sequencing; PCl is
declining in favor of MRI
surveillance, later-line
options like lurbinectedin,
tarlatamab, and novel ADCs
(1-DXd) are promising
despite toxicity and
reimbursement challenges;
case-based education is key
to increasing adoption of
emerging therapies

* Limited-stage strategy: Concurrent chemoradiation followed by durvalumab
remains the standard of care.

* Extensive-stage strategy: Chemotherapy plus atezolizumab is preferred
front-line therapy, with maintenance using atezolizumab alone; maintenance
atezolizumab combination with lurbinectedin is limited to date with some
consideration of continuing sequential sequencing to decrease additive
toxicities

* PCl vs MRI surveillance: Prophylactic cranial irradiation (PCl) is declining in
extensive-stage disease, with MRI surveillance every three months
increasingly favored; PCl remains standard for limited-stage disease

* Later-line therapy: Lurbinectedin and tarlatamab are considered promising
for relapse, though myelosuppression, CRS, and reimbursement constraints
limit use; interest is rising in novel ADCs and DLL3-targeted agents like I-DXd

* Sequencing considerations: Maintenance and relapse sequencing varies,
with decisions guided by case-based discussions and weighing atezolizumab
continuation vs switching to lurbinectedin/ tarlatamab in the 2L+ setting

Recommended actions: Educational initiatives that emphasize case-based
strategies for sequencing, toxicity management, and emerging therapy
positioning through Challenging Cases to enhance clinician confidence and
adoption in an increasing complex treatment landscape with a large unmet
need
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Challenging
Cases in...
Lung Cancer

cornerston

specialty network

Small Cell Lung Cancer

Patient case: Limited Stage to Extensive Stage
What is the optimal therapy for extensive stage
disease?

Awareness and impact of new approval — IMforte trial?

Treatment considerations to provide the best
outcomes for patients?

Outline of new agents under study

Cornerstone Specialty Network, LLC
Confidential — Not for Distribution



Patient History

72-year-old female
with 40 pack-year
smoking history; quit ~10

years ago

Cough and SOB

Wheezing

Some fatigue
Recent weight loss

History of hypertension

cornerstone
\ spec:altynetwy
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Diagnosis

CXR: left hilar mass and a
4.4-cm left upper-lobe mass

CT Scan: hilar mass with
mediastinal extension

Negative for distant
metastatic disease

MRI head negative

ECOGPS1
Biopsy of mediastinal LN
shows SCLC

T2bN2MO; Stage |l
Limited stage SCLC

Patient case: Limited stage disease
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||||. ARS Results from HCP Participants

h th
Chemotherapy and i 16.7%
concurrent RT

Chemotherapy with

0,
sequential RT 0.0%

What treatment would

you initia"y recommend Chemotherapy without RT | 0.0%
for LS-SCLC?

Chemotherapy concurrent

0,
RT followed by durvalumab 83.3%

Other | 0.0%
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NCCN ﬁancer . Small Cell Lung Cancer September 16, 2025 Discussion
etwork

PRINCIPLES OF SYSTEMIC THERAPY
PRIMARY OR ADJUVANT THERAPY FOR LIMITED STAGE SCLC:

Four cycles of cytotoxic chemotherapy are recommended.
Planned cycle length should be every 21-28 days during concurrent RT.
Du nng cytotoxic chemotherapy + RT, Cisplatin/Etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during concurrent cytotoxic chemotherapy therapy plus RT (category 1 for not using GM-CSF)

Preferred
« Cisplatin 75 mg/m? Day 1 and Etoposide 100 mg/m? Days 1, 2, 32
» Cisplatin 60 mg/m? Day 1 and Etoposide 120 mg/m* Days 1 2 33

« Carboplatin area under the curve (AUC) 5-6 Day 1 and Etoposide 100 mg/m? Days 1, 2, 3b*

» Consolidation Therapy

» Durvalumab 1500 mg Day 1 every 28 Days (category 1)®3

Other Recommended
» Cisplatin 25 mg/m? Days 1, 2, 3 and Etoposide 100 mg/m? Days 1, 2, 32

On December 4, 2024, the FDA approved durvalumab (Imfinzi, AstraZeneca) for adults with limited-stage
small cell lung cancer (LS-SCLC) whose disease has not progressed following concurrent platinum-based
chemotherapy and radiation therapy based on the ADRIATIC trial

E% [ What is your experience with durvalumab in this setting? }

specialty network

comerstone
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New Patient Case: Extensive stage SCLC

Patient History Diagnosis

59-year-old male with 10 CXR: multiple large masses [ What is your
pack year smoking history in multiple lung lobes choice of therapy

CT Scan: Liver mets and for extensive stage
Cough and SOB lymph node positive disease?

Pain and muscle weakness Bone mets

Chest and spinal pain MRI head negative

Trouble swallowing
Fatigue ECOG PS 2

Recent weight loss Extensive Stage - SCLC \\\‘_

\\« € | \) ,
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|| Bx ARS Results from HCP Participants

Chemotherapy with atezolizumab
followed by maintenance atezolizumab

Chemotherapy with atezolizumab
followed by maintenance
atezo/lurbinectedin

What is your choice of (olowed by maimtenanes dunatumab
t h e ra py fo r eXte n S lve Platinum-based chemotherapy and
stage disease? stoposide
Platinum-based chemotherapy and
irinotecan

Clinical trial

Other

© 2025 Cornerstone Specialty Network. Allrightsreserved
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0.0%

i

30.0%

45.0%
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NCCN Guidelines SCLC: September 16, 2025

PRIMARY THERAPY FOR EXTENSIVE STAGE SCLC®:

Four cycles of cytotoxic chemotherapy are recommended, but some patients may receive up to 6 cycles based on response and tolerability after 4 cycles.

Preferred

* Carboplatin AUC 5 Day 1 and Etoposide 100 mg/m? Days 1, 2, anEéﬁteznllzumab 1200 mg Day 1 every 21 Days x 4 cycles followed by maintenance
Atezolizumab 1200 mg Day 1, every 21 Days [1:.E|tegt:nr1,,r 1 for aII €

* Carboplatin AUC 5 Day 1 and Etoposide 100 mgﬁ’m2 Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x 4 cycles followed by maintenance
Atezolizumab 1680 mg Day 1, every 28 Dags &

* Carboplatin AUC 5 Day 1 and Etoposide 100 mg/m2Days 1, 2, 3 and Atezullzumab 1200 mg Day 1 every 21 Days x 4 cycles followed by maintenance
Lurbinectedin 3.2 mg/m? and Atezolizumab 1200 mg Day 1, every 21 Days"™*

* Carboplatin AUC 5-6 Day 1 and Etoposide 80-100 mg/m* Days i & 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days x 4 cycles followed by maintenance
Durvalumab 1500 mg Day 1 eve'l:"y 28 Days (cate?ary 1 for all)®*

* Cisplatin 75-80 mg/m? Day 1 and Etoposide 80-100 mg/m? Daais 1, 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days x 4 cycles followed by maintenance
Durvalumab 1500 mg Day 1 every 28 Days (category 1 for all)®€

Other Recommended

» Carboplatin AUC 5-6 Day 1 and Etoposide 100 mg/m? Days 1, 2, 3° Footnotes (SCL-E 2 of 6)

. Y
Cisplatin 75 mg/m? Day 1 and Etoposide 100 mg/m? Days 1, 2 3 Subsequent Systemic Therapy (SCL-E 3 of 6)

* Cisplatin 80 mg/m? Day 1 and Etoposide 80 mg/m? Days 1, 2 310 R
. 2 11 esponse Assessment (SCL-E 4 of 6)
Cisplatin 25 mg/m?® Days 1, 2, 3 and Etoposide 100 mg/m Days 1,2,3 References (SCL-E 5 of 6)

Useful in Certain Circumstances

* Carboplatin AUC 5 Day 1 and Irinotecan 50 mg/m* Days 1, 8, 1512
» Cisplatin 60 mg/m? Day 1 and Irinotecan 60 mg/m? Days 1, B 15

* Cisplatin 30 mg/m? Days 1, 8 and Irinotecan 65 mg/m?* Days 1 g4

E What factors most influence your choice of check point inhibitor treatment
and dosing for extensive stage SCLC?

cornerstone

specialty network >
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Extensive Stage SCLC: CASPIAN, IMpower133, IMbrella A Trials

IMpowerl33 (Atezolizumab)

Phase lll randomized open-label, multicenter

(asymptomatic or treated brain mets allowed:

[0)
Study Design 10% per arm)

Durvalumab plus etoposide
and carboplatin/cisplatin

Etoposide and
carboplatin/cisplatin

n 268 269
Median follow-up of 14.2 months
Median OS, 13.0 months 10.3 months
months (95%Cl: 10.8 - 15.9) (95%Cl: 9.3 -11.3)

HR 0.73 (95% C1 0.59-0.91; P = 0.0047)

0S, % 17.6% 5.8%
Median follow-up of 39.4 months, exploratory analysis
Median PFS,
edian 5.1 months 5.4 months
months
ORR, % 68% 58%

Phase lll, multicenter, randomized, double-blind,
placebo-controlled
(asymptomatic or treated brain mets allowed: 9%
perarm)

Placebo plus carboplatin
and etoposide

Atezolizumab plus
carboplatin and etoposide

201 202
Median follow-up of 13.9 months
12.3 months 10.3 months

(95%Cl: 10.8 - 15.9) (95%Cl: 9.3 -11.3)
HR 0.70 (95% C1 0.54-0.91; P = 0.0069)

22% 17%

Median follow-up of 22.9 months, exploratory analysis

5.2 months 4.3 months

60% 64%

IMbrella A (Atezolizumab)

Phase IV, open-label, multicenter,
nonrandomized, single-arm extension,
and long-term observational study in

patients previously enrolled in
IMpower133:
Exploratory survival data
Atezolizumab plus carboplatin and
etoposide

18

3-year: 16% (95% Cl: 11-21)

4-year: 13% (95% Cl: 8-18)

5-year: 12% (95% Cl: 7-17)

6-year: 11% (95% Cl: 6-16)




Recent FDA Approval

Efficacy was evaluated in IMforte (NCT05091567), a
On October 2, 2025, the FDA approved

randomized, multicenter, open-label trial in patients

lurbinectedin (Zepzelca, Jazz Pharmaceuticals, receiving first-line treatment for ES-SCLC; 483 patients

Inc.) in combination with atezolizumab with ES-SCLC whose disease had not progressed after
(Tecentrig, Genentech Inc.) or atezolizumab and completion of four cycles of atezolizumab,

hyaluronidase-tqjs (Tecentriq Hybreza, carboplatin, and etoposide (induction treatment)
Genentech Inc.) for the maintenance treatment were randomized (1:1) to receive either lurbinectedin

of adult patients with ES-SCLC whose disease has in combination with atezolizumab administered

. .. . intravenously (IV) or atezolizumab IV alone until
not progressed after first-line induction therapy

_ _ _ disease progression or unacceptable toxicity.
with atezolizumab or atezolizumab and

The recommended lurbinectedin dose is 3.2 mg/m? by intravenous infusion every

hyaluronidase_tqjs' Ca rboplatin, and EtOpOSide. 21 days until disease progression or unacceptable toxicity.

cornerstone

specialty network >
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IMforte: Lurbinectedin to 1L chemo + Atezolizumab treatment for ES-SCLC
in patients without progression after chemo

Study Design: Global, open-label, randomized phase 3 trial

First Screening Induction phase Second Screening Maintenance phase
* No prior systemic * Ongoing CR/PR Lurbi (3.2 mg/m?) o ¢
treatment for ES- or SD following + atezo (1200 mg) ri?l ;,nDen
SCLC induction IV q3we¢ untl or o
«  No CNS Atezo + carbo + h unacceptable >
© etop therapy toxicity >
metastases (4 cycles q3w)? « ECOGPSO/1 -
o
 E P 1
COGPS O/ Atezo (1200 mg) No crossover -
N=660 Stratified by ECOG PS (0/1), LDH N=483b IV q3w allowed
(<ULN/>ULN), presence of liver -

metastases (yes or no) at induction
BL, and prior receipt of PCl (yes or no)

P ~
~ 7

Efficacy endpoint assessments started from randomization into
the maintenance phase; safety analyses were from MC1D1

Clinical cutoff: July 29, 2024
Primary Endpoint: Independent review facility-assessed (IRF) PFS, OS

Secondary Endp()int: INV'PFS, ORR, DOR, Safety aAdministered per standard dose.

b73% of patients continued from induction to maintenance.
‘With prophylactic granulocyte colony-stimulating factor and anti-emetics.

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA: ASCO 2025

Efficacy

IRF-PFS

Events, n

PFS, median (95% Cl), mo
Stratified HR (95% Cl)
Stratified P value (2-sided)
a boundary (2-sided)
12-mo IRF-PFS rate

Lurbi + atezo Atezo
(n=241)

202 (83.8%)
2.1(1.6-2.7)

(n=242)
174 (71.9%)
5.2 (4.2 -5.8)
0.54 (0.43 - 0.67)
<0.0001

0.001
20.5% 12.0%

0S

Events, n

0OS, median (95% Cl), mo

Stratified HR (95% Cl)
Stratified P value (2-sided)
a boundary (2-sided)
12-mo OS rate

Lurbi + atezo Atezo
(n=241)

136 (56.4%)

(n=242)
113 (46.7%)
13.2 10.6

(11.9 - 16.4) (9.5-12.2)
0.73 (0.57, 0.95)
0.0174
0.0313

56.3% 44.1%

Safety

Patients with 21 AE, n

All-cause AEs

IMforte: Lurbinectedin to 1L chemo + Atezolizumab treatment for ES-SCLC
in patients without progression after chemo

Lurbi + atezo Atezo

(n=242)
235 (97.1%)

(n=240)
194 (80.8%)

Grade 3 /4 AEs 92 (38.0%) 53 (22.1%)
Treatment-related Grade 3/4 AEs 62 (25.6%) 14 (5.8%)
Grade 5 AEs 12 (5.0%) 6 (2.5%)
Treatment-related Grade 5 AEs 2 (0.8%) 1 (0.4%)

Serious AEs

75 (31.0%) 41 (17.1%)

AEs leading to discontinuation of
any study drug

AEs leading to dose
interruption/modification of any
study drug

15 (6.2%) 8 (3.3%)

92 (38.0%) 33 (13.8%)

e Will the FDA approval of lurbinectedin to 1L chemo
h{ + atezolizumab impact your treatment of ES-SCLC?

© 2025 Cornerstone Specialty Network. All rights reserved.




Extensive Stage SCLC: CASPIAN, IMpower133, IMforte

Study
Design

n

Median
oS,
months

0§, %

Median
PFS,
months

ORR, %

Phase lll randomized, open-label, multicenter

Durvalumab plus
etoposide and
carboplatin/cisplatin

Etoposide and
carboplatin/cisplatin

268 269
Median follow-up of 14.2 months
13.0 months 10.3 months

(95% Cl: 10.8 — 15.9) (95% CI: 9.3 —11.3)
HR 0.73 (95% Cl 0.59—0.91; P = 0.0047)

17.6% 5.8%

Median follow-up of 39.4 months, exploratory analysis

5.1 months 5.4 months
HR=0.78; 95% Cl, 0.65-0.94

68% 58%

IMpowerl33 (Atezolizumab)

Phase lll, multicenter, randomized, double-blind,
placebo-controlled

Atezolizumab plus Placebo plus
carboplatin and carboplatin and
etoposide etoposide
201 202
Median follow-up of 13.9 months
12.3 months 10.3 months

(95% ClI: 10.8 — 15.9) (95% CI: 9.3 —11.3)
HR 0.70 (95% Cl 0.54 —0.91; P = 0.0069)

22% 17%

Median follow-up of 22.9 months, exploratory analysis

5.2 months 4.3 months
HR=0.77; 95% Cl, 0.62, 0.96; P=0.0170

60% 64%

IMforte (Atezo + Lurb)

Phase lll trial, randomized open-label trial;
Pts with ongoing response or stable disease

Induction: Atezolizumab + carboplatin & etoposide
IMforte results do not include time on induction

Atezolizumab plus
lurbinectedin

Atezolizumab

242 241

Median survival follow-up 15.0; minimum follow-up 3.0 months

13.2 months 10.6 months
(95%Cl: 11.9 - 16.4) (95% Cl: 9.5 —12.2)

HR 0.73 (95% C1 0.57 —0.95; P =0.0174)

44.1%

OS Rate at 12 months

56.3%

2.1 months
(95%Cl: 1.6 —2.7)

5.4 months
(95%Cl: 4.2 - 5.8)

HR 0.54 (95% Cl 0.43 - 0.67; P< 0.001)

During the maintenance phase

19.4% 10.4%
(88% pt had CR/PR and 11% SD to induction therapy)




||||. ARS Results from HCP Participants

Re-treat with platinum-based

doublet 0.0%
What iS your choice Of Lurbinectedin 18.2%

subsequent therapy for Irinotecan | 0.0%

extensive stage disease N e
with progression within 6 |
months of completing Rechallenge with an ICl | 0.0%
chemotherapy? clinicattrial [ 4.5%
Other | 0.0%
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National

comprehensive NCCN Guidelines Version 2.2026
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Network®

Small Cell Lung Cancer September 16, 2025

NCCN Guidelines Index

Table of Contents
Discussion

On May 16, 2024, the FDA
granted accelerated approval to
tarlatamab-dlle (Imdelltra,
Amgen, Inc.) for ES-SCLC with
disease progression on or dfter
platinum-based chemotherapy
evaluated in the
DellLphi-301 trial

ORR: 40% (95% CI: 31, 51)
Median DOR: 9.7 months (range
2.7, 20.7+)

J Clin Oncol. 2023 Jun 1;41(16):2893-2903
N Engl J Med. 2023;389:2063-2075.

cpmerstone

specialty network

SCLC SUBSEQUENT SYSTEMIC THERAPY (PS 0-2)9
Consider dose reduction or growth factor support for patients with PS 2

Preferred _
Tarlatamab-dllel-?’ (category 1)

« Clinical trial enroliment
« Irinotecan’2%:26

« Lurbinectedin (if not previously used)?%-?!

« If prolonged disease free time, re-treatment with platinum-based doublet with or without immunotherapy

)1 7,22-25

15-19
» Topotecan Oral (PO) or Intravenous (IV

Other Recommended

+ CAV (Cyt::lc:g:ihc:.tsphamide:'Dt:nu:}rubil::inJ“mfinc::ristin\c.-]n22
» Docetaxel®

* Gemcitahine
» Nivolumab" or Pembrolizumab (if not previously treated with an IC[)4-28-31
« Oral Etoposide*?*1

« Paclitaxel®%33
* Temozolomide

37,38,39

34,35

Eed [ Have you utilized tarlatamab (BiTE® therapy) for ES-SCLC? }

Are you aware of the recent changes to the NCCN Guidelines:
tarlatamab now a category 1 preferred regimen, and the
removal of the chemotherapy-free interval (CTFI) qualifier?

© 2025 Cornerstone Specialty Network. All rights reserved.



DeLLphi-301: Open-label, multicenter, phase 2 study of Tartalamab

e ES-SCLC Primary Endpoint: ORR
* Previous treatment with > 2 lines
. Tarlatamab 1A
(including platinum-doublet) Variable 10 mg (n=100) I Ta"a‘(f‘f:a;;o mg
« ECOG PS0-1 §
* Measurable disease ORR 40 (40%) : |
e Treated and stable brain CR 1 (1%) =
() 2
metastases allowed g 2o H’-'[— ————————————————————————
l PR 39 (39%) E ° ]| L ’ |
Lc;n s [ .. _..‘_H,HH[[_ H>H<‘ ‘
SD 30 (30% g o i |
Tarlatamab 10 mg (30%) e % i ’
1 mg on Day 1, followed by 10 mg on PD 20 (20%) =k
-100
Days 8, 15, and Q2W thereafter Not evaluable 2 (2%)
) Response DLL3 Expression!
Primary Endpoint: ORR per RECIST tiegidn bEiee (pesivessin 6 (6%) B.CR M.SD CNotevauae/ thevakane
¢ Undetectable DLL3
v1.1 by BICR, TEAEs, tarlatamab serum scan g ZE Sl All Sm:;:“e,:ts S
concentrations No postbaseline scan 2 (2%) et detectala DLLY
Secondary Endpoints: DOR, DCR, PFS Median duration of objective _
response (95% C|) — mo NE (59 NE) Based on 91 out of 100 patients who were assigned to
per RECIST v1.1 by BICR) OS receive IMDELLTRA® 10 mg and had available post-
Median duration of disease baseline measurements of target lesions
6.9 (5.4-9.7)
cornerstone control (95% Cl) — mo
“ speciaty network N Engl J Med . 2023 Nov 30;389(22):2063-2075

© 2025 Cornerstone Specialty Network. All rights reserved.



DelLLphi-301: Tartalamab phase 2 study Schedule and Safety Results
Cycle 1 Day 8 Cycle 1 Day 15 Cycle 2 Day 1 & 15
10 mg 10 mg 10 mg

e ES-SCLC Step-up Dosing
* Previous treatment with = 2 lines
(including platinum-doublet) Cycle 1 Day 1

e ECOGPSO-1

* Measurable disease

* Treated and stable brain
metastases allowed

1mg

l Safety: CRS and ICANS at 10 mg of tarlatamab
Tarlatamab 10 mg
Tarlatamab 10 mg Cycle 1 Cycle 2 m——————p  Cycle 3 Day 1
Tarlatamawaen C1D1 1mg C1D8: 10 mg C1D15: 10 mg C2D1: 10 mg C2D15: 10 mg 2 A0
A e By, ey A0 R raoer IS
Days 8, 15, and Q2W thereafter ig: E ; : N =133
10 i E 5 5 : Any Grade
. . oy 351 E E E E E B Grade 3-4
Primary Endpoint: ORR per RECIST = 304 | 2% : | ; ;
v1.1 by BICR, TEAEs, tarlatamab serum 5 gg: i : i i i
concentrations & 151 E : E : i
101 ; { 6% 5 o E :
ST 1% 1% oni B0 0w 2% oui v oy | 20w 2° oul2% oy 1% 0% | 1% 0% 0% 0%
Secondary Endpoints: DOR, DCR, PFS 0 e : . —0%, 0% 4 ' } —— ; :
CRS ICANS CRS ICANS CRS ICANS CRS |ICANS CRS ICANS CRS  ICANS
per RECIST v1.1 by BICR, OS .
* CRSwas largely confined to the first or second dose (C1D1 or C1D8), primarily grade 1-2
CornerStone * ICANS occurred infrequently overall
% " 'ahynemork N Engl J Med . 2023 Nov 30;389(22):2063-2075

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA

Primary analysis, confirmatory Phase 3 trial —

Study Design: randomized controlled phase 3 study

Stratified by: prior anti PD L1 exposure (yes or no), chemotherapy free interval (<90 days
vs > 90 days to <180days vs > 280 days); Presence of (previous/current) brain metastases
(yes or no); Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

* Histologically or
cytologically
confirmed SCLC

* Progression after
1L platinum based
chemo % anti PD-
(L)1

* ECOGPSOori1

Tarlatamab
(n=254)

«  Asymptomatic, Chemotherapy*
treated or (n=255)
untreated brain
metastases

*Topotecan (n=185); amrubicin (n=23);lurbinectedin (n=47)

Primary Endpoint: OS
Secondary Endpoint: PFS, PROs, OR, DCR, DOR, Safety

comerstone

% specialty network

DelLLphi-304: Tarlatamab as a 2L treatment for SCLC

Presented at ASCO 2025

Primary Endpoint: Overall Survival

mOS: Tarlatamab 13.6 mos

Chemotherapy 8.3 mos

0 e Tlalama e Chemotherapy HR: 0.60 (0.47 —0.77)
i P-value 0.001
g 80-
S
5 60
3J
i |
E 40+ |
g I 3%
20" | |
| |
0 : :
| I | | | | | |
0 3 6 9 12 15 18 2
Time from randomization (months)
Number of patients at risk:
Tarlatamab 254 220 192 131 60 17
Chemotherapy 255 210 156 o7 4 9 2 0

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA DelLLphi-304: Tarlatamab as a 2L treatment for SCLC
Primary analysis, confirmatory Phase 3 trial — Presented at ASCO 2025

Key Secondary Endpoint: Progression-Free Survival

= Tarlatamab

100

Chemotherapy

80 7

60

40 7

Progression-free Survival, %

20

0-

mPFS: Tarlatamab 4.2 mos

Chemotherapy 3.7 mos

HR: 0.71 (0.59 — 0.86) + CR
P-value 0.002 . PR
 SD

- PD

4%|

Best overall Response, n (%)

Median time to objective response, mos

Ongoing response at data cutoff, n (%)

Tarlatamab Chemotherapy

(n=254) (n=255)

3 (1%) 0 (0%)
84 (34%) 52 (20%)
84 (33%) 112 (44%)
56 (22%) 50 (20%)
25 (10%) 41 (16%)

35% (29-41) 20% (16-26)
6.9 55
1.5 14
42 (47%) 8 (15%)

Phase 3 DelLphi-304 trial confirms survival benefit of
tarlatamab in SCLC compared to SoC chemotherapy

Number of patients at risk: ° 3 S i fromn FandomizaNon (months1)2 15 18 * Not evaluable
Chemotnerapy 255 157 56 s 5 0 ’ ORR, %
Safety Summary Tarlatamab Chemotherapy Median duration of Response, mos
(Safety analysis set, at least one dose of Tx) (n=252) (n=244)
Median duration of treatment, mos 4.2 (<1-17) 2.5 (<1-15)
e Allgrade TEAEs, n (%) 249 (99%) 243 (100%)
e Allgrade TRAEs, n (%) 235 (93%) 223 (91%)
«  Grade 3 TREAs, n (%) 67 (27%) 152 (62%)
*  Serious TRAEs, n (%) 70 (28%) 75 (31%)
*  TRAEs, dose interruption/reduction, n (%) 48 (19%) 134 (55%)
*  TRAEs, discontinuation, n (%) 7 (3%) 15 (6%)
*  Tx-related grade 5 events, n (%) 1(0.4%) 4 (2)

decision?

E Does the phase 3 data impact your treatment
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||||. ARS Results from HCP Participants

Yes, my prescribing behavior will

change 70.0%
Will the challenging case
discussed impaCt your No, my prescribing behavior will l 10.0%
prescribing behavior for staythe same

patients with SCLC?

Unsure - awaiting approvals - 20.0%
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IDEATE-Lung01: Ifinatamab deruxtecan (I-DXd) in extensive-stage small cell
lung cancer (ES-SCLC) on disease progression on or after plt-based chemo
Primary analysis presented at WCLC 2025

August 8, 2025: |-DXd granted breakthrough designation by US FDA for the treatment of adult patients with extensive-stage small cell lung
cancer with disease progression on or after platinum-based chemotherapy

Stratification:

® 2L CTFI <90 days, 2L CTFI =90 days, 3Lor 4L . St H . H
Study Design: Phase 2 « Prior anti-PD-(L)1 treatment (yes or no) Part 1: Dose optimization Part 2: Extension
Arm 1:
* Histologically or cytologically documented ES-SCLC I-DXd
* Age 218 years g 8 mg/kg Q3W
» 21 prior line of PBC and <3 prior lines of systemic (n=46)
therapy -

* Radiologically documented PD on or after most recent
prior systemic therapy

* ECOGPSO0O-1 Arm 2:

e >1 measurable lesion per RECIST 1.1b I-DXd

* Patients with asymptomatic brain metastases
(untreated or previously treated) are eligible

12 mg/kg Q3W
(n=42)

Primary endpoint: ORR by BICR

Secondary endpoints: DOR by BICR and inv; PFS by BICR and inv; OS; DCR; TTR by BICR and inv; ORR by inv; Safety; Pharmacokinetics;
Immunogenicity

Exploratory analysis: Intracranial ORR by BICR
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Efficacy
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IDEATE-Lung01: Ifinatamab deruxtecan (I-DXd) in extensive-stage small cell
lung cancer (ES-SCLC) on disease progression on or after plt-based chemo

Primary analysis presented at WCLC 2025

I- DXd 12 mg/kg
Total 2L 3L+
(N=137) (n=32) (n=105)

Confirmed ORR 2% (95% CI) 48.2 39 6 56 9) 56.3(37.7-73.6) 45.7(36.0-55.7)

CR.1 (%) 0 3(2 9)
PR.N (%) 63 (46 0) 18 (56.3) 45 (42.9)
DCR,2 % (95% Cl) 87.6 (80.9-92.6) 96.9(83.8-99.9) 848 (76.4-91.0)

ot

t 1

Tttt t t 1t + ARl

N1 0 1, O 2O O *

diameters from baseline
o

-40 -l . '
Baseline brain
-60 I-DXd LOT  metastases®  Select prior therapy
” B2 & Yes * DLL3-targeting TCE
B 3+ 7 No t TOPO | inhibitor
-100

Patients

I-DXd 12 mg/kg (n=137)

Median PFS, months (95% Cl)
Median OS, months (95% Cl)

4.9 (4.2-5.5)
10.3 (9.1-13.3)

=

Safety

I-DXd 12 mg/kg (n=137)

4.8 (0.7 -22.7)
7.0 (1.0-32.0)
123 (89.8%)

Median treatment duration, months (range)
Median cycles, n (range)

Any grade TRAE, n

TRAEs reported in 210% of patients in the total I-DXd 12-mg/kg group (N=137)

Incidence (any grade / Grade 23), %
431/22

343/13.9

Nausea®
Neutropeniab®
Anemia 34.3/10.2

Decreased appetite 32.8/1.5

Grade

1 2 3 4
EEEN

Leukopenia® 23.4/36
19.7/12.4

19.0/5.8

19.0/1.5
16.1/2.2

15.3/15

12.4/0

1.7/07

Lymphopenia®®

Thrombocytopenia®

Asthenia
Fatigue
Diarrhea
Constipation

Vomiting®

T T T T T T T T T 1

0 10 20 30 40 50 60 70 80 90 100
Patients, %

@ How would FDA approval of I-DXd impact your treatment of ES-SCLC on tumor progression?
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DelLLphi-303: Tarlatamab + PD-L1 as a 1L maintenance treatment for SCLC

Non-specified interim analysis — Presented at ESMO 2025

Safety and activity of tarlatamab in combination with a PD-L1 inhibitor as first-line maintenance therapy after chemo-
immunotherapy in patients with ES-SCLC (DeLLphi-303): a multicentre, non-randomized, phase 1b study

* Multicentre, non-randomized, phase 1b * Median overall survival was 25-3 months (95% Cl 20-3-not
study in patients aged 18 years and older estimable)

« ECOGPSO0-1

* Without disease progression after 4 - 6 cycles * The most common grade 3-4 adverse events were
of platinum-etoposide chemotherapy plus a hyponatremia (nine [10%] of 88 patients), anemia (seven [8%]
programmed cell death ligand 1 (PD-L1) of 88 patients), and neutropenia (six [7%] of 88 patients).
inhibitor

* Serious adverse events occurred in 50 (57%) of 88 patients.

* Tarlatamab 10 mg IV once every 2 weeks, * Cytokine release syndrome (21 [24%] of 88 patients),
after an initial tarlatamab 1 mg dose, with pyrexia (six [7%] of 88 patients), immune effector cell-
atezolizumab intravenously (1680 mg once associated neurotoxicity syndrome (four [5%] of 88
every 4 weeks) or durvalumab intravenously patients), and pneumonia (four [5%] of 88 patients).
(1500 mg once every 4 weeks) as
maintenance until disease progression * No deaths due to treatment-related adverse events.
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Key Small Cell Lung Cancer
TG k ed WG)/S Patient case: Limited Stage to Extensive Stage
For ES-SCLC, choices have expanded

 |IMforte: 1L maintenance treatment of adult patients with ES-
SCLC whose disease has not progressed after first-line
induction therapy with atezolizumab or atezolizumab and
hyaluronidase-tqgjs, carboplatin, and etoposide.

 DelLphi 301: (confirmed by DelLLphi 304) 2L tarlatamab
approved after platinum-based chemotherapy

Novel strategies and data will impact future treatment
decisions

 Dellphi-303 (potential move to 1L maintenance)

 |Deate-Lung01 (potential new 2L option)

COl‘ﬂEPStUne Cornerstone Specialty Network, LLC

specialty network
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