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This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.
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Treatment:

- Systemic chemotherapy (platinum
+ etoposide or carboplatin +
etoposide)

Immunotherapy (e.g.,
atezolizumab or durvalumab) added
to frontline therapy has modestly
improved outcomes

- Radiation sometimes used for
symptom control or consolidative
thoracic therapy in responders

Outcomes:
- Median survival: 9-12 months
« 2-year survival: ~5-10%

- 5-year survival (functional
“cure"): <2%
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What is the cure rate for extensive stage small cell lung Cancer?

v Finished thinking

Extensive-stage small cell lung cancer (ES-SCLC) is rarely curable, with long-term
survival being exceptional; the 5-year cure rate is less than 5%. Most patients experience
relapse after initial response to therapy, and the disease is generally managed with
palliative intent rather than curative.

Median overall survival for ES-SCLC with current first-line chemoimmunotherapy
regimens (platinum/etoposide plus atezolizumab or durvalumab) is approximately 12-13
months, with 1-year survival rates around 50% and 2-year survival rates below 20%. For
example, the IMpower133 trial reported a median OS of 12.3 months with atezolizumab plus
chemotherapy, and the CASPIAN trial found a median OS of 13.0 months with durvalumab
plus chemotherapy.®!*7! Real-world and clinical trial data consistently show that long-
term survival (cure) is extremely rare; most patients succumb to progressive disease
within a few years./"2/4ll6]
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Phase Ill IMpower133 Trial: Primary Progression-Free Survival
with Atezolizumab/Carboplatin/Etoposide (ITT Population)
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— 3 N . —
g cne % Median in the atezolizumab group,
-; o 404 | 5.2 mo (95% Cl, 4.4-5.6)
7] I

29 30- . |
= g Median in the :
B 20+ placebo group, |
Q. 10- 4.3 mo | - ~ Atezolizumab

9 - | . ;

) (95% Cl, 4.2—4.5) | Placebo |—I
| | | | | | | | | |

| | | | | | | | | | | | | |
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Months

ITT = intention to treat
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Phase lll IMpower133 Study Design (IMbrella A Extension Study)

* |Mbrella A is an open-label, non-randomised, multicentre extension and long-term observational study
* Patients in the IMpower133 control arm were not eligible for enrollment in IMbrella A

* Rollover from IMpower133 to IMbrella A for patients treated with atezolizumab in IMpower133 occurred
between December 2019 and July 2020

* We report a merged analysis from IMpower133 and IMbrella A with a CCOD of 16 March 2023

IMpower133 study IMbrella A extension study

. r | ( IMbrella A (n=18) \ -
Ate: Zl:/lér:ab . Atezolizumab i . Patients were eligible if they: Atezo:;;umab
: Primary Updated LPLV: Jul 2020 | Rollover e continued to receive ke
(n=201) PFS and OS 0s ke i atezolizumab at study ST
analysis analysis i closure, or follow-up
Placebo ccob ccob Placebo i K = oere in survival follow-up Y,
+CP/ET Apr2018'  Jan2019* | |p|v: Nov 5
(n=202) 2019 E

Atezolizumab, 1200 mg 1V, Day 1; CP, AUC 5 mg/mL/min IV, Day 1; ET, 100 mg/m? IV, Days 1-3. CCOD, clinical cutoff date; LPLV, last patient, last visit. 2 IMbrella A
(NCT03148418) allowed rollover from other Roche/Genentech-sponsored atezolizumab trials; only results from patients who rolled over from IMpower133 are reported.
b Eight patients who were alive did not rollover to IMbrella A (censored). 1. Horn L, et al. N Engl J Med 2018;379:2220-92; 2. Liu SV, et al. J Clin Oncol 2021; 39:619-30.

Presented by: Stephen V. Liu IMbrella A results as an extension of IMpower133

CP = carboplatin; ET = etoposide; PFS = progression-free survival; OS = overall survival RTP
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Merged Analysis of IMpowerl33 and IMbrella A: Long-Term OS

1001 Atezo-;;::’/ET PIacebSZ;:P/ET IMpowerl33 IMpowerl33
(n=201) (n=202) and IMbrella A only
OS events, n (%) 159 (79.1) 169 (83.7) OS rate Atezo + CP/ET | Placebo + CP/ET
80 Median OS (95% Cl), months |12.3 (10.8,15.8)| 10.3 (9.3, 11.3) (95% Cl), % (n=201) (n=202)
Atezo + CP/ET median follow-up: 59.4 months (range, 0.0-72.6) 1-year 52% (45-509) 39% (32-46)
601 Placebo + CP/ET median follow-up: 26.4 months (range, 0.0-34.4)
X 2-year 22% (16-28) 16% (11-21)
8 5-year 0S, 12%
401 ' 3-year 16% (11-21) NE?2
1
E 4-year 13% (8-18) NE?
207 ]
- — 5-year 12% (7-17) NE2
" i
0 3 6 9 12151821242730333639424548515457606366697275
No. at risk Months
Atezo + CP/ET 201182159121 93 81 61 48 38 33 30 30 28 26 17 15 15 14 14 12 11 10 8 7 2
Placebo + CP/ET 202186160114 74 55 39 34 25 11 3 2

Clinical cutoff date: 16 March 2023. NE, not estimable. 2 OS rates were NE in the control arm as rollover to IMbrella A was not permitted.

NE = not evaluable
RTP
ToPRACTICE

Liu SV et al. WCLC 2023;Abstract OA01.04; Reck M et al. Lung Cancer 2024;196:107924.



Merged Analysis of IMpowerl33 and IMbrella A: Authors’ Conclusions

* These data from IMpower133 and IMbrella A provide the first report of 5-year survival outcomes
for patients who received first-line cancer immunotherapy with chemotherapy for ES-SCLC

* S5-year survival in the atezolizumab + CP/ET arm was 12%

* The OS data compare favorably with historical 5-year OS rates of 2% for patients with
ES-SCLC treated with chemotherapy alone, although patient numbers were limited

* The long-term safety profile of atezolizumab + CP/ET in IMbrella A is encouraging considering the
low incidence of serious AEs and AEs of special interest

* Notably, late onset immune-mediated toxicities were rare and manageable

* These outcomes demonstrate the potential for durable survival benefit up to 5 years with
atezolizumab + CP/ET

ES-SCLC = extensive-stage small cell lung cancer; AEs = adverse events
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Phase Ill IMpower133: OS by PD-L1 Expression with
Atezolizumab/Carboplatin/Etoposide

PD-L1 Expression = 1%

Atezolizumab Placebo
100 — + CP/ET + CPIET
in=38 {n=26)
90_
= Median OS, mo 97 106
= & 156% C1l 761174 | @3 147
© 707 0.863 (0.506 to 1.489)
g o] HR (95% CI) Rt
D 50
w
= 404
2 2
s a
S i
10
LI G L A S L O L L O L O . O L O G L L S ) L O L L
01234567891011121314161617181920212223242526272828031 R

Time (months)

No. of Patients at Risk
Aterolizumab + CPET 3633333232302724212015151313131211111010108 6 6 4 2 1

Placebo + CPET 3635353535343228242220171513131211119 8 6 4 4 1 1 1
PD-L1 Expression =5%
100 — Atozolzumab Placebo
+CPJET +CP/ET
90 in=16) in=14)
oL,
°\° 80 - Median OS, mo 216 82
— 95% Ch 9.4 to NE} {6.1t0 157
- 70 -
O 0.559 (0.246 to 1.455)
- S HR (35% CI) Kempedh
= 50
17
= 40+
S a3
5 A
O
10 4

rrrrrrrrrrrrr T T T TrT T T T T T T T T T T
01234567 8910M12131415161718192021222324252627282093023132

Time (months)
No. of Patients at Risk
Atezolizumab «CPET 151414141414131212129 9 8 8 8 7 7 7777622311

Placebo + CPET 141313131313129 7 7 7 6 6 5 4 4 3 332322

Liu SV et al. J Clin Oncol 2021;39:619-30.

No. of Patients at Risk
Atezolizumab + CPET
Placebo + CPET

100
20
80
70
60
50

30
20
10

Overall Survival (%)

No. of Patients at Risk
Atezolizumab + CPET
Placebo + CPET

Overall Survival (%)

PD-L1 Expression < 1%

Atzolzumab | Placebo
+CP/ET + CPJET
in=28) n=370

Madian OS, mo 10.2 83
(95% CI {781 15.7) | $6.918.1

0513 (0.297 1o 0.885)
HR (95% CI) P- 0150°

L) L G ) O s L) L G ) L O 3 ) o) R % ) T O 3 ) 1) BN % P B o |
0122345678 951011121341511617181920212223242526272829303132

Time (months)

28272626262522191817141313 1111109 8 7 6 6 6§ 3 2 33 2 1
373432323126242219138 8 6 6 54 231111

PD-L1 Expression < 5%

-1 Atezolizurnab Placebo
+ CPET +CPET
- in - 48} in = 59)
3 Median OS, mo 0.2 as
_ 196% C1 (76t012.2) | (8.0tc 10.00
0.77410.510 to 1.175)
- HR (95% CI p. 2278%

rT T 1T 17T 1T 1T 17T 17T T T 1T 1T T T T T T T T T T T T T T T T T T TT
01234567289 1011121314151617181920212223242526272829203132

Time (months)

4046454444 41413127252019181616151312109 9 8 6 5 4 4 2 1
505654545347 4447136282119151413121111 7 6 43 2 1 11
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IMreal Study Cohort 4: Efficacy and Safety for Patients with
ES-SCLC Receiving First-Line Atezolizumab and
Carboplatin/Etoposide Under Real-World Conditions

100 4

100 4
80 4 - 80
&
2 2
: €0 4 mOS, 9.9 months (95%CI: 8.8, 10.6) § €0 4 mPFS, 6.2 months (25% CI: 5.9, 6.7)
< g
: -
T w0 | § . i
® ®
° | : |
20 4 i & 20 - i
0. | 0. |
L] L] L] L] L] L] L] L] L] L] L] T T T T T T T T T T
0 3 6 g 12 15 18 21 24 27 30 0 3 6 -] 12 15 18 21 24 27
Months onths
No. at sk No. at risk "
Alezollzumab SO1 390 256 143 73 38 22 9 4 1 NE Atezolzumab  SO1 313 177 79 36 17 10 4 2 NE

* The safety profile of atezolizumab was consistent with that in the IMpower133 study, and
no new or unexpected safety signals were observed.

mOS = median overall survival; mPFS = median progression-free survival

RESEARCH
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IMreal Cohort 4: Authors’ Conclusions

» After a median time of 6.1 months on study for Cohort 4 of the IMreal study, mOS was slightly shorter and mPFS
was slightly longer compared with the Phase Ill IMpower133 study*’

- These slight differences may be attributed to patient baseline characteristics that are reflective of an advanced
SCLC population in clinical practice

* The safety profile of atezolizumab was consistent with that of the IMpower133 study, and no new or unexpected
safety signals were observed*

* IMreal Cohort 4 provides data from patients treated in routine clinical practice, supporting the use of
atezolizumab combined with carboplatin and etoposide as a first-line treatment for patients with ES-SCLC

* The IMreal study is ongoing and more mature data, including the final analysis, for Cohort 4 are expected in 2025

RTP
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Durvalumab, with or without tremelimumab, plus platinum-
etoposide in first-line treatment of extensive-stage small-cell
lung cancer: 3-year overall survival update from CASPIAN™
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Phase Ill CASPIAN Study Design

« WHO PS 0 or 1 tfem:;LTo?Tc?;ge: EP a4w unti PD Pr(l)n;ary endpoint
« Asymptomatic or treated and
stable brain metastases 1:1:4 Secondary endpoints
permitted (r) Durvalumab + EP* Durvalumab .
-4 q3w for 4 cycles qg4w until PD * PFS
+ Life expectancy 212 weeks Stratified by . ORRS
M ble disease per rpriskoen
easurable P platinum - Safety & tolerability
RECIST v1.1 (carboplatin vs EP* : ¢ PRO
N=805 (randomized) ey q3w for up to 6 cycles! Optional PG .

*EP consists of etoposide 80-100 mg/m2 with either carboplatin AUC 5-6 or cisplatin 75-80 mg/m2, durvalumab dosed at 1500 mg, tremelimumab dosed at 75 mg

'Patients could receive an additional 2 cycles of EP (up to 6 cycles total) and PCI at the investigator’s discretion

!Patients received an additional dose of tremelimumab post-EP; 5By investigator assessment per RECIST v1.1

AUC, area under the curve; ORR, objective response rate; PCl, prophylactic cranial irradiation; PD, disease progression; PFS, progression-free survival;

PROs, patient-reported outcomes; PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1

RTP
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Probability of OS

Paz-Ares L et al. ESMO Open 2022 April;7(2):100408.

Phase Il CASPIAN: OS (ITT Population)
Durvalumab/EP versus EP

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% ClI), rate (95% Cl), rate (95% Cl), rate (95% Cl), rate (95% CI),
n (%) months % % % %

1.0 Durvalumab + EP 221/268 (82.5) 12.9 (11.3-14.7) 52.8 (46.6-58.5) 32.0 (26.5-37.7) 22.9 (18.1-28.2) 17.6 (13.3-22.4)
EP 248/269 (92.2) 10.5(9.3-11.2) 39.3 (33.4-45.1) 24.8(19.7-30.1) 13.9(10.1-18.4) 5.8 (3.4-9.1)
0.8 — HR 0.71 (95% Cl 0.60-0.86); nominal P = 0.0003
0.6 —
0.4 —
02_ i i i [ TRRINRIRIT)
; ; i rnunganHHHO-H-HI-H—Hl—Hl-f-I—i—
0 I T I i I i I i I | | i I I I | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time from randomization (months)
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Phase Il CASPIAN: OS (ITT Population)
Durvalumab/Tremelimumab/EP versus EP

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% Cl), rate (95% CI), rate (95% CI), rate (95% CI), rate (95% CI),
n (%) months % % % %

1.0 Durvalumab +
sermalivaarmalb & EP 226/268 (84.3) 10.4 (9.5-12.0) 43.5(37.5-49.4) 30.6 (25.1-36.2) 22.9 (18.0-28.2) 15.3 (11.2-19.9)
EP 248/269 (92.2) 10.5(9.3-11.2) 39.3 (33.4-45.1) 24.8(19.7-30.1) 13.9(10.1-184) 5.8 (3.4-9.1)
0.8
0 HR 0.81 (95% CI 0.67-0.97); nominal P = 0.0200
@)
(T
© 0.6 —
>
=
= .
.Q 0.4 = :
o |
o i |
0.2 — ; ; ;
E : : !
. : ! I S Ry O 1|
: : : | I: | R L
0 | | | | | | | | | | | | | |

| |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)
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Phase 11l CASPIAN: Serious Adverse Events
I o e P

Any serious adverse event, n (%)? 86 (32.5) 126 (47.4) 97 (36.5)
Febrile neutropenia 12 (4.5) 11 (4.1) 12 (4.5)
Pneumonia 6(2.3) 16 (6.0) 11 (4.1)
Anemia 5(1.9) 9 (3.4) 12 (4.5)
Thrombocytopenia 1(0.4) 6(2.3) 9 (3.4)
Hyponatremia 2 (0.8) 9 (3.4) 4 (1.5)
Neutropenia 2 (0.8) 5(1.9) 7 (2.6)
Diarrhea 2 (0.8) 7 (2.6) 4 (1.5)
Pneumonitis 3(1.1) 5(1.9) 3(1.1)
Pancytopenia 4 (1.5) 2 (0.8) 3(1.1)
Pulmonary embolism 1(0.4) 7 (2.6) 0
Chromc obstructive pulmonary 3(1.1) 2(0.8) 1(0.4)
disease
Death 0 4 (1.5) 2(0.8)
Vomiting 0 3(1.1) 3(1.1)
Atrial fibrillation 2 (0.8) 3(1.1) 0
Colitis 0 5(1.9) 0
Dyspnea 0 2 (0.8) 3(1.1)

Inappropriate antidiuretic

) 0 5(1.9) 0
hormone secretion
Enterocolitis 0 4 (1.5) 0
Hyperglycemia 1(0.4) 3(1.1) 0
!.ower' respiratory tract 1(0.4) 3(1.1) 0
infection
Sepsis 3(1.1) 0 1(0.4)
Cerebrovascular accident 0 0 3(1.1)
Hepatitis 0 3(1.1) 0
Hypokalemia 0 0 3(1.1)
Septic shock 3(1.1) 0 0

Paz-Ares L et al. ESMO Open 2022 April;7(2):100408.



CASPIAN: Authors’ Conclusions

“In conclusion, durvalumab plus EP demonstrated sustained OS benefit
over EP with a well-tolerated safety profile after median follow-up of

>3 years, consistent with previous analyses. Three times more patients
were estimated to be alive at 3 years when treated with durvalumab

plus EP versus EP alone, with the majority still receiving durvalumab at
DCO [data cutoff], further establishing durvalumab plus EP as the standard

of care for the first-line treatment of ESSCLC.”

Paz-Ares L et al. ESMO Open 2022 April;7(2):100408.
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First-line durvalumab + platinum-etoposide in patients

with extensive-stage SCLC: Final results and
exploratory biomarker analyses from LUMINANCE
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Phase lllb LUMINANCE Study Design

\

~\

Treatment-naive,
histologically/cytologically
confirmed ES-SCLC*
WHO PS 0-2

Eligible to receive 1L
platinum-based
chemotherapy
Asymptomatic or treated
and stable brain metastases
permitted

Life expectancy 212 weeks

v,

N=152
(treated)

Durvalumab
1500 mg + EP!

Q3W for 4—6* cycles

Durvalumab
1500 mg

Q4W until PD

Primary endpoints
« Incidence of grade =3
AEs

* |ncidence of ImAEs

Key secondary endpoints
* ORR, PFS, DoR S

« OS

« Safety and tolerability

Exploratory endpoints
« Biomarker analyses

*Patients who received prior curative intent chemoradiotherapy for LS-SCLC were eligible if they had experienced a treatment-free interval of 26 months at the time of diagnosis of ES-SCLC;
3 patients were enrolled following recurrence of LS-SCLC; Tinvestigator’s choice of carboplatin or cisplatin + etoposide; #Investigator decision. Sinvestigator-assessed per RECIST v1.1.

EP = etoposide/platinum

Reinmuth N et al. ELCC 2025;Abstract 299P.
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Phase Illb LUMINANCE Primary Endpoints: Incidence of AEs and
Immune-mediated AEs (imAES)

Figure 2. Grade 23 AEs (>2.5% incidence) Figure 3. imAEs

Neutropenia

Anaemia

Neutrophil count decreased
Thrombocytopenia
Leukopenia

GGT increased
Hyponatraemia
Pneumonia

ALT increased
Dyspnoea

WBC count decreased
Hyperglycaemia
Hypokalaemia

Upper abdominal pain
Acute kidney injury
Platelet count decreased

26.3

10
Patients, %

20

Hypothyroidism i . 86
Hyperthyroidism @ 3.9
ALT increased 1.3
Arthralgia | 0.7
AST increased "j 07
Blood creatinine increased 0.7
Dermatitis Ji 0.7
Hypertransaminasaemia T 0.7
Immune-mediated encephalopathy -I 07
Pneumonitis | 0.7
Pruritus = 0.7 © Grade 1/2
Rash . 0.7 ®m Grade 3/4
0 5 10 15 20 25 30

Patients, %

Reinmuth N et al. ELCC 2025;Abstract 299P.
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Phase lllb LUMINANCE Key Secondary Endpoints: Duration of
Response (DoR), OS

Durvalumab + EP
- Events/patients, /N (%) 851152 (55.9)
b Median OS (95% Cl), months 16.4 (12.5-18.7)
——WHOPSOor1 Median follow-up in censored 18.2 (0.1-27.6)
——WHO PS 2 0.8+ patients (range), months
X End of response § 50.8%
> Continued response* ; 0.6 i
Durvalumab + EP 3 i
Patients with confirmed response, n (%) 101 (66.4) 8 041 ! !
Median DoR (95% Cl), months 5.2 (5.0-5.6) g - .
Remained in response at 6 months (95% Cl), % 38.6 (29.248.0) 024 : i
Remained in response at 12 months (95% CI), % 19.8 (12.7-28.1) : :
Remained in response at DCO, n (%) 14 (13.9) 0 H !
I T T T T T 0 3 6 9 12 15 18 21 24 27 30
0 5 10 15 20 25 Time from start of treatment (months)
ime Shom start otresponas {in o) No.atrisk:152 137 120 89 75 62 45 25 10 1 0

*DoR calculated using PFS censoring time at DCO; tFour out of five patients with WHO PS 2 had a response
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Phase lllb LUMINANCE: Authors’ Conclusions

Conclusions

- Safety and efficacy results from the final analysis of LUMINANCE were consistent with those observed in the primary analysis
and in the phase 3 CASPIAN study.5

— The most common grade >3 AEs were haematological (typically associated with chemotherapy); the rate of inAEs was low.
— With greater maturity, median OS was 16.4 months and the OS rate at 18 months was 43.9%.
- Though limited by a lack of a control arm, CD8, MHC | and PD-L1 analyses were consistent with CASPIAN 8

- CctDNA was evaluable in most patients and data support further investigation of the potential of TMeF as a biomarker of
treatment outcomes in SCLC.
- These results further support the use of durvalumab plus EP as 1L treatment for patients with ES-SCLC.

ctDNA = circulating tumor DNA; TMeF = tumor methylated fraction

RTP

RESEARCH
TO PRACTICE

Reinmuth N et al. ELCC 2025;Abstract 299P.



Conclusions and Challenges in SCLC

O In limited stage SCLC, Consolidation with Durvalumab for up to 2 yrs is the SOC with
~ 10-12% absolute improvement in long term OS

O The addition of CPls to standard EP chemo in Ext stage SCLC has led to 5 yr OS rates 2 10%

O Lurbinectedin combined with atezolizumab in the maintenance setting in ES-SCLC has led to
statistically significant and clinically meaningful improvements in PFS and OS, albeit
heightened toxicity

O Tarlatamab is the New SOC in 2L SCLC dramatically displacing lurbinectedin and topotecan
based on unprecedented RR%, PFS and OS advantages

O Role of ADCs will be determined in the next 12-24 mos

O We lack clear biomarkers and reproducible targets
1 I

Penn Medicine

Abramson Cancer Center



Up-Front Treatment of Extensive-Stage Small Cell Lung Cancer

Module 1: First-Line Chemoimmunotherapy

General Questions
Patients with Tumor-Related Complications
Patients with Comorbidities

Management of Transformed Non-Small Cell Lung Cancer; Prostate Cancer
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General Questions

Atezo vs durva — any efficacy or safety differences?
Cisplatin vs carboplatin — does it matter?

What to offer if platinum ineligible?

Tumor lysis syndrome?

Trilaciclib for myeloprotection?

Consolidative thoracic RT?

Role of ipilimumab/nivolumab?




General Questions

10 rechallenge after autoimmune complications (pneumonitis,
diabetes, adrenal insufficiency, cardiomyopathy, arthritis)

Patient on chemo-IO: diarrhea differential — chemo, infection,
or ICl colitis?

Do immune toxicities correlate with higher response rates?
Do prior 10 toxicities predict CRS/ICANS with tarlatamab?

0 in transplant recipient



General Questions

Prophylactic cranial irradiation (PCl) vs MRI surveillance
Surgery for solitary brain met — any role in SCLC?

Consolidative thoracic RT during maintenance 10 =%+
lurbinectedin?

Management of transformed NSCLC (prostate cancer)?




General Questions

* Oligometastatic disease — when to use systemic vs local
therapy?

e Patient with LS-SCLC developed brain metastases 2 mo
after chemoRT (no systemic disease) — other options
besides radiation?

* After definitive CRT + 10 (ADRIATIC strategy) — what to do
at progression?




General Questions

* Role of MRD testing for early progression detection and
2L initiation

* Benefits of smoking cessation — outcome impact

* Intrabronchial tumor debulking — data and indications




Patients with Tumor-Related Complications

Patient with hyponatremia and seizures at diagnosis, good
initial response for 2 years, then recurrence with pancreatic
lesion (SCLC) and recurrent SIADH - improved after 2 cycles of

lurbinectedin.
SIADH with persistent low sodium — management challenges
Refractory SIADH management (salt tablets, fluid restriction?)

Contraindications to 10 in autoimmune paraneoplastic
syndromes

Does neurologic paraneoplastic disease resolve with treatment?



Patients with Tumor-Related Complications

SCLC with SVC syndrome: whether to start systemic therapy or
radiation first

Stage dependency: limited vs extensive SCLC in SVC management
Venous access issues in SVC setting

Community challenges: inpatient RT often unavailable - start
inpatient chemo + plan outpatient RT

IVC stenting — any role or parallels to SVC?

Role of prophylactic or consolidative RT after resolution of SVC




Patients with Comorbidities

80-year-old female with COPD (EF 30%), CKD (eGFR 30 mL/min), ischemic
cardiomyopathy, diabetes and ES-SCLC - what is the most appropriate
front-line approach?

Young female heavy smoker with COPD on frequent steroids for
exacerbations — would you include 10 in stage IV SCLC?

Steroid use (eg, COPD exacerbations) — does it compromise 10 efficacy?

62-year-old female ex-smoker with S-SCLC and myasthenia gravis —
would you consider 10 in this autoimmune paraneoplastic setting?

I0s in patients with autoimmune disease



Up-Front Treatment of Extensive-Stage Small Cell Lung Cancer

Introduction: Tail on the Curve?

Module 1: First-Line Chemoimmunotherapy

Module 2: Maintenance Lurbinectedin

Data Review: IMforte Trial

Clinical Discussion
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FDA Approves Lurbinectedin in Combination with Atezolizumab

or Atezolizumab and Hyaluronidase-Tqjs for ES-SCLC
Press Release: October 2, 2025

“On October 2, 2025, the Food and Drug Administration approved lurbinectedin in combination
with atezolizumab or atezolizumab and hyaluronidase-tgjs for the maintenance treatment of adult
patients with extensive-stage small cell lung cancer (ES-SCLC) whose disease has not progressed
after first-line induction therapy with atezolizumab or atezolizumab and hyaluronidase-tqjs,
carboplatin, and etoposide.

Efficacy was evaluated in IMforte (NCT05091567), a randomized, multicenter, open-label trial in
patients receiving first-line treatment for ES-SCLC. In IMforte, 483 patients with ES-SCLC whose
disease had not progressed after completion of four cycles of atezolizumab, carboplatin, and
etoposide (induction treatment) were randomized (1:1) to receive either lurbinectedin in
combination with atezolizumab administered intravenously (IV) or atezolizumab IV alone until
disease progression or unacceptable toxicity.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-lurbinectedin-combination-atezolizumab-or-atezolizumab-
and-hyaluronidase-tqjs-extensive
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Lurbinectedin + atezolizumab as first-line
maintenance treatment in patients with
extensive-stage small cell lung cancer:
Primary results of the Phase 3 IMforte trial

Luis Paz-Ares,' Hossein Borghaei,? Stephen V. Liu,® Solange Peters,* Roy S. Herbst, Katarzyna Stencel,®

Margarita Majem,” Grzegorz Czyzewicz,® Reyes Bemabé Caro,® Ki Hyeong Lee,'® Melissa L. Johnson, " Nuri Karadurmus,'?
Christian Grohé,'® Vaikunth Cuchelkar,'* Vilma Graupner,'®> Monika Kaul,' Ya-Chen Lin,'* Debasis Chakrabarti,'®
Kamalnayan Bhatt, '® Martin Reck'”
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""Tennessee Oncology, Sarah Cannon Research Institute, Nashville, TN, USA; 2University of Health Sciences, Gulhane Training and Research Hospital, Ankara Tarkiye;

PKlinik fur Pn lische Lung Berlin, Berlin, Germany: "*Genentech Inc, South San Francisco, CA, USA; '°F. Hoffmann-La Roche Ltd, Basel, Switzerland;
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Lancet 2025;405(10495):2129-43 .

Efficacy and safety of first-line maintenance therapy with 9@+\ ®
lurbinectedin plus atezolizumab in extensive-stage
small-cell lung cancer (IMforte): a randomised, multicentre,

open-label, phase 3 trial

Luis Paz-Ares, Hossein Borghaei, Stephen V Liu, Solange Peters, Roy S Herbst, Katarzyna Stencel, Margarita Majem, Mehmet Ali Nahit Sendur,

Grzegorz Czyiewicz, Reyes Bernabé Caro, Ki Hyeong Lee, Melissa L Johnson, Nuri Karadurmus, Christian Grohé, Sofia Baka, Tibor Csészi,

Jin Seok Ahn, Raffaele Califane, Tsung-Ying Yang, Yasemin Kemal, Marcus Ballinger, Vaikunth Cuchelkar, Vilma Graupner, Ya-Chen Lin,
Debasis Chakrabarti, Kamalnayan Bhatt, George Cai, Robert lannone, Martin Reck, for the IMforte investigators™
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Phase Il IMforte Study Design

First screening Induction phase Second screening Maintenance phase
@ Y - : —

Eligibility criteria Lurbi (3.2 mg/m?) + f )

No prior systemic Eligibility criteria atezo (1200 mg) Treat until >
treatment for * Ongoing CR/PR or IV q3we PD or =
ES.SCIE Atezo + SD following unacceptable 2

« No CNS carbo + etop induction therapy toxicity S
metastases (4 cycles q3w)? « ECOG PS 0/1 E

« ECOG PS 0/1 Atezo (1200 mg) No crossover

N=483P IV q3w allowed »
N=660
. /, e
>
Efficacy endpoint assessments started from randomization into

the maintenance phase; safety analyses were from MC1D1

Stratification factors for randomization

« ECOG PS (0/1)

* LDH (sULN/>ULN)

* Presence of liver metastases (Y/N) at induction BL
* Prior receipt of PCI (Y/N)

Primary endpoints
IRF-PFS and OS

Last patient randomized: April 30, 2024
Clinical cutoff: July 29, 2024

Secondary endpoints included
INV-PFS, ORR, DOR, and safety

ClinicalTrials.gov ID: NCT05091567.

a Administered per standard dose. ® 73% of patients continued from induction to maintenance. ¢ With prophylactic granulocyte colony-stimulating factor and anti-emetics.

atezo, atezolizumab; BL, baseline; carbo, carboplatin; CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance status; ENR, enrollment; etop, etoposide;
INV-PFS, investigator-assessed PFS; IRF-PFS, independent review facility-assessed PFS; |V, intravenously; LDH, lactate dehydrogenase; lurbi, lurbinectedin; MC1D1, maintenance Cycle 1 Day 1;
PCI, prophylactic cranial irradiation; q3w, every 3 weeks; R, randomization; ULN, upper limit of nomal; Y/N, yes/no.

CR =complete response; PR = partial response; SD = stable disease

Paz-Ares L et al. ASCO 2025;Abstract 8006.
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Phase Ill IMforte: Independent Review Facility-Assessed
PFS (IRF-PFS)

e PFS assessment started from randomization into the maintenance phase

L —_—>
eSS Lurbi + at At
urpi + atezo ezZ0
IRERES (n=242) (n=241)
Events, n (%) 174 (71.9) 202 (83.8)
o PFS, median (95% Cl), mo 5.4 (4.2,5.8) 2.1(1.6,2.7)
6-mo IRF-PFS 12-mo IRF-PFS Stratified HR (95% Cl) 0.54 (0.43, 0.67)
= . , Stratified P value (2-sided) <0.0001
2 : : a boundary (2-sided) 0.001
(2
L 1 | _ : :
o 1 1 Investigator-assessed PFS was consistent with IRF-PFS
'ﬁ_:" 40 - ' : * Median: 5.4 mo with lurbi + atezo and 2.7 mo with atezo
I (stratified HR, 0.55 [95% CI: 0.45, 0.68])
|
|
20 -
I _112.0%
1 ) -
1 |
| I
05 | |
1 1 1 ] I i 1 1 1 1 1 1 1 1 1 1 I 1 | 1 ] 1 1 ] 1 1 1 1
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)
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Paz-Ares L et al. ASCO 2025;Abstract 8006. Paz-Ares L et al. Lancet 2025;405(10495):2129-43.



IMforte: Overall Survival (OS) from Randomization into Maintenance Phase

e OS assessment started from randomization into the maintenance phase
(median time from induction C1D1 to randomization: 3.2 months in each arm)

»

100 o - -
0s Lurbi + atezo Atezo
(n=242) (n=241)
Events, n (%) 113 (46.7) 136 (56.4)
80 -
OS, median (95% ClI), mo 13.2(11.9,16.4) 106 (9.5,12.2)
12-mo 0S Stratified HR (95% Cl) 0.73 (0.57, 0.95)
60 : Stratified P value (2-sided) 0.0174
9 a boundary (2-sided)? 0.0313
< 1
(7] ]
o
40 |
1
}
1
1
20 ~ .
1
1
1
04 :
T 1 ] 1 ) 1 I 1 ] 1 ] ] 1 ] 1 ] 1 ] 1 1 | 1 ] 1 1 1 T 1
01 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
Nouatiisk Time from randomization (months)
Lurbi + atezo 242 238 232 221 209 191 174 151 136 118 104 93 81 69 60 52 46 36 25 17 11 8 4 1 1 1 1 0
Atezo 241 237 230 211 196 179 154 138 126 111 94 81 69 60 49 45 37 29 17 10 9 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).
a As determined by the Hwang-Shih-Decani alpha spending function with the gamma parameter of —1.5.
Time from randomization (months)
Maintenance treatment
Lurbi + atezo
Induction treatment : s
S tion: 13. t
Atezo + carbo + etop Median OS from randomization: 13.2 months |Mf-orte resu_lts do not
. include time on
3.2 months? Maintenanceitreatment induction treatment

Atezo
Median OS from randomization: 10.6 months
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Phase lll IMforte: Confirmed IRF-Assessed Objective Response
Rate (ORR), DoR

« 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?® Lu?:'::; ;;azo (::(1922)
Confirmed objective response, n (%) 34 (19.4) 19 (10.4)
(95% Cl)P (13:9726:1) (6.4, 15.8)

Difference in ORR (95% ClI), % 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)
DORs®
Responders with an event/responders, n (%) 14/34 (41.2) 11/19 (57.9)
Median DOR (95% CI), mo 9.0 (5.5, NE) 5.6 (4.2, NE)

Clinical cutoff: July 29, 2024. 2 Measurable disease was not an inclusion criterion to enter the maintenance phase. ® The confirmed ORR was defined as the proportion of randomized patients with a CR or PR
on two consecutive occasions 24 weeks apart after randomization and was assessed in patients who had measurable disease at maintenance baseline. ¢ DOR was assessed in patients who had a confirmed
objective response in the maintenance phase. NE, not estimable.

RESEARCH
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IMforte: All-Cause Adverse Events (AEs) with Incidence 210% in Either Arm

Lurbi + atezo Atezo
AnyAE  97.1% | | s 80.8%
Nausea 36.4% : B 42%
Anemia 31.8% B 5%
Fatigue 20.2% | B 9%
Decreased appetite 16.9% | 6.7%
Febrile neutropenia
Platelet count decreased 15.3% 2.9%
i - ’ Lurbi + atezo: 1.7%?
Diarrhea 14.0% | 7.5% Atezo: 0%
Vomiting 13.6% | 2.5% Grade 3/4 infections
- - b
Kethania 12 8% 6.3% and infestations
; I ° Lurbi + atezo: 6.6%
Thrombocytopenia 12.8% . 1.7% Atezo: 5.0%
Neutrophil count decreased 12.8% - 1.3% Grade 1/2
B Bl Grade 3/4
Constipation 12.0% | | 63%
Neutropenia 107% | [l 1.7%
100% 80% 60% 40% 20% 0% 20% 40% 60% 80% 100%

Patients (%)

Clinical cutoff: July 29, 2024. Percentage labels represent all-grade AEs, including Grade 5 AEs. Grade 5 AEs occurred in 12 (5.0%) patients in the lurbi + atezo arm and 6 (2.5%) patients in the atezo arm.
a Includes 1 Grade 5 AE. ® Grade 5 infections: lurbi + atezo arm (n=6 [2.5%]): COVID-19 pneumonia, pneumonia, pneumonia viral, sepsis, septic shock, and vascular device infection (n=1 each);
atezo arm (n=4 [1.7%]): pneumonia (n=2), abscess intestinal, and sepsis (n=1 each).
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IMforte: Authors’ 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

« [Mforte 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
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Meador CB et al. ASCO 2025;Discussant.



IMforte: Conclusions and Practice Implications

* OS improved by adding lurbinectedin to 1L chemo+ICI
in ES-SCLC in patients without progression after chemo

- However.... toxicity is not trivial

* Practice-changing data, but patient selection for this
regimen will be key

— Better biomarkers?’
— SCLC subtypes?’
e Role Of (;‘tDNA’?3 IChakraborty et al., Clin Cancer Res 2023; Kundu et al., Transl Lung Cancer Res 2021

? Gay et al., Cancer Cell 2021; Rudin et al,, J Thorac Oncol 2023
4 Sivapalan et al., Clin Cancer Res 2023; Valenza et al., Ann Oncol 2025

ICl = immune checkpoint inhibitor

RESEARCH
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Maintenance Lurbinectedin

Is maintenance lurbinectedin now standard?
How do clinicians adjust dosing/frequency for toxicity?

Who are optimal candidates (fit vs comorbid, platinum sensitive
vs refractory)?

Are there subsets (good PS, younger, low burden) most likely to
benefit?

How long should therapy continue — indefinite or capped?

When to stop one of the agents (lurbinectedin vs 10)?




Maintenance Lurbinectedin

Can this be used with durvalumab instead of atezo?
Would you switch durva-treated patients to atezo + lurbi?

What are the expected toxicities (hematologic, fatigue,
neuropathy, hepatic)?

Rates of myelotoxicity, neutropenia, fatigue, discontinuation




Up-Front Treatment of Extensive-Stage Small Cell Lung Cancer

Introduction: Tail on the Curve?

Module 1: First-Line Chemoimmunotherapy

Module 2: Maintenance Lurbinectedin

Module 3: Second-Line Treatment, Tarlatamab
Data Review: DelLphi-304 Trial

Clinical Discussion
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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.

202! ) rsomow Charles M. Rudin, MD, PhD
Gl #Ascozs

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

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

Giannis Mountzios, M.D., Ph.D.,! Longhua Sun, M.D.,?
Byoung Chul Cho, M.D., Ph.D.,* Umut Demirci, M.D., Ph.D.,*

Sofia Baka, M.D., Ph.D.,* Mahmut Giimiis, M.D.,® Antonio Lugini, M.D.,
Bo Zhu, M.D., Ph.D.,® Yan Yu, M.D.,? Ippokratis Korantzis, M.D., Ph.D.,"°
Ji-Youn Han, M.D., Ph.D.," Tudor-Eliade Ciuleanu, M.D., Ph.D.,*?
Myung-Ju Ahn, M.D., Ph.D.,”* Pedro Rocha, M.D., Ph.D.,*

Julien Maziéres, M.D., Ph.D.,” Sally C.M. Lau, M.D., M.P.H.,*¢
Martin Schuler, M.D.,"* Fiona Blackhall, M.D., Ph.D.,”*
Tatsuya Yoshida, M.D., Ph.D.,” Taofeek K. Owonikoko, M.D., Ph.D.,*
Luis Paz-Ares, M.D., Ph.D.,”? Tony Jiang, Ph.D.,” Ali Hamidi, M.D.,”
Diana Gauto, M.D.,” Gonzalo Recondo, M.D., Ph.D.,
and Charles M. Rudin, M.D., Ph.D.,* for the DeLLphi-304 Investigators*
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DelLphi-304 Background

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

expressing SCLC cells resulting in tumor cell lysis’ g

. x CD3
« Tarlatamab demonstrated durable anticancer efficacy Binding

in patients with previously treated SCLC%? aaiely

T-Cell

l,‘.,‘ L
« Survival with current 2L chemotherapy options is
modest and is also associated with substantial

hematological toxicity*®

. Cancer Cell s
" Apoptosis >
2 &
",‘ _-;.>
b £

DLL3 Binding
Domain

Effectorless
Fc Domain

e

» 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-ling; CD3, cluster of differentiation 3; DLL3, delta-fike ligand 3; Fe, fragment crystallizable region; SCLC, small cell lung cancer.

RTP
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DelLphi-304 Primary Endpoint: Overall Survival

"
§ 70- Median Overall
- Survival (95% ClI)
a 60— 62!
k: S : Tarlatamab i
& 0 ! S e Tarlatamab  13.6 (11.1-NR)
oe 40_ E (N=254)
8 5. ; : Chemotherapy 3.3 (7.0-10.2)
2 ! ! (N=255)
20- ! ' Chemotherapy
! : Stratified hazard ratio for death, 0.60
104 : : (95% Cl, 0.47-0.77)
0 ! I P<0.001
| | | | | | |
0 3 £ el 12 15 13 21
Months since Randomization
No. at Risk
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 9 2 0

Rudin CM et al. ASCO 2025;Abstract LBA8008; Mountzios G et al. N Engl J Med June 2 2025;[Online ahead of print].
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DelLphi-304: Progression-Free Survival

100
904
ga - B Estimated RMST for
T 704 Progression-free
= Survival at 12 Months
a 604
‘3 mo
§ 30~ Tarlatamab 5.3
£ 1 (N=254)
S 3 Chemotherapy 43
& o, (N=255)
20~ ! ' T Piecewise weighted average hazard
1o0- | ! ratio for progression or death,
' : 0.71 (95% Cl, 0.59-0.86)
Chemoth '
0 T ; T } ,emo eralpy P=0.002, RMST for progression-free
0 3 6 9 12 15 13 survival
Months since Randomization
No. at Risk
Tarlatamab 254 147 78 37 18 2 0
Chemotherapy 255 137 56 15 3 0

RMST = restricted mean survival time
RESEARCH
Rudin CM et al. ASCO 2025;Abstract LBA8008; Mountzios G et al. N Engl J Med June 2 2025;[Online ahead of print]. S



DellLphi-304: Symptom Change from Baseline

Dyspnea Cough
mean improvement from baseline % patients with symptom improvement.

improved

LS mean improvement
worsened

18 weeks from after baseline
% improved
18 weeks from after baseline

TARLATAMAB

CHEMOTHERAPY

TARLATAMAB

CHEMOTHERAPY

LS mean difference = -9.14* Odds ratio = 2.04*
95% Cl (-12.64, -5.64) 95% CI (1.17, 3.55)
p <0.001 p=0.012

Chest Pain
% patients with symptom improvement

% improved
18 weeks from after baseline

TARLATAMAB

CHEMOTHERAPY

Odds ratio = 1.84*
95% CI (0.89, 3.81)
p=01
(Did not meet statistical significance)

The mean difference in the change after 18 weeks in the physical functioning score (10.35 points [95% ClI: 6.00 to 14.69]) and the global health status score (8.93 points [95% CI: 5.04 to 12.83]) trended in favor
of tarlatamab. *Similar results were observed when the sensitivity analyses were carried out incorporating a more conservative estimand (i.e., treatment policy strategy) for change from baseline after 18 weeks in
dyspnea (mean difference, -6.19; [95% CI, -8.88 to -3.49]), cough (odds ratio, 1.48 [95% CI, 1.08 to 2.02]), chest pain (odds ratio, 1.21 [95% CI, 0.80 to 1.82]).

LS = least squares

Rudin CM et al. ASCO 2025;Abstract LBA800S.
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DellLphi-304: Tarlatamab Safety Profile

Tarlatamab 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)
:ij/lkjificl)iajdrin(go/ot)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)

*Safety analysis set (all patients who received at least one dose of study treatment). The single grade 5 TRAE observed with tarlatamab was attributed to ICANS in the setting of progressive neurological decline
concurrent with persistent fever, hypoxemia, and hypotension. Grade 5 TRAEs observed with chemotherapy were attributed to general physical health delerioration (n = 1), pneumonia (n = 1), respiratory tract

infection {n = 1), and tumor lysis syndrome (n = 1).
ICANS, immune effector cell-associated neurotoxicity syndrome; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.
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DelLLphi-304: CRS and ICANS Events

Treatment-emergent CRS and ICANS with tarlatamab

CRS with first two infusions

56

42

Percentage of patients, %

3 3

Grade 2

Overall* Grade 1

10

Grade 3

Serious

@ECRS mICANS

0404

0 04

Minimum required monitoring

Discontinuations

Fatal

duration
Tarlatamab 6 - 8 Hours 48 Hours
(N = 252) (n = 43) (n = 209)
Treatment emergent CRS, n (%)* 16 (37) 125 (60)
Grade 1 12 (28) 94 (45)
Grade 2 4(9) 28 (13)
Grade 3 0 (0) 3(1)
Serious adverse events 3(7) 39 (19)
Leading to discontinuation of IP 0 (0) 1 (0.5)
Median time to intervention from last 17 07

tarlatamab dose (hours)

*Grade 4 CRS or ICANS events were not observed. A single grade 5 treatment-related adverse event observed with tarlatamab was attributed to ICANS in the selting of progressive neurological decline concurrent with persistent

fever, hypoxemia, and hypotension.

CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; IP, investigational product.

Rudin CM et al. ASCO 2025;Abstract LBA800S.
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DelLphi-304: Authors’ Conclusions

In the phase 3 DelLLphi-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

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

» 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
lung cancer

2L, second ling; CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; SCLC, small call lung cancer.
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Evolving Management Strategies for Cytokine Release Syndrome (CRS)

1. Learn from the (years of) experience of our malignant hematology
colleagues — established monitoring protocols and resources

2. Explore alternative care settings during CRS risk window:
(] NcTos9s7314 =

A Study of Hospital-at-Home for People Receiving Tarlatamab

* Home hospital g

« Qutpatient (with medical equipment, 24/7 caregivers, and education)

3. Establish better predictive biomarkers — understand which patients are
at highest risk for grade 2+ CRS

RESEARCH
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ES-SCLC: Current Treatment Landscape

1L Therapy 2L therapy 3L* therapy

Chemoimmunotherapy +/- lurbinectedin Tarlatamab ° Topotecan
Platinum + Etoposide + ICl == |C| +/- lurbi maintenance * Lurbinectedin (2020)

I I l

Initial diagnosis PD or toxicity PD or toxicity

RTP

RESEARCH
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Second-Line Treatment: Tarlatamab

Sequencing of lurbinectedin and tarlatamab

71-year-old man with ES-SCLC: PR to
carbo/etoposide/atezolizumab — maintenance atezo/
lurbinectedin; progressed at 6 months? Platinum rechallenge
vs tarlatamab?

Is platinum sensitivity still relevant in the tarlatamab era?

Use in inpatient vs outpatient setting — safety data,
monitoring




Second-Line Treatment: Tarlatamab

How to administer tarlatamab safely without inpatient
induction

CRS management and learning curve for staff
Step-up dosing protocols — can these be outpatient?

Trials for community accessibility (to avoid mandatory
hospitalization)

Challenges and toxicity profiles — managing side effects

Use as 1L or maintenance — ongoing trials or rationale R



Up-Front Treatment of Extensive-Stage Small Cell Lung Cancer

Introduction: Tail on the Curve?
Module 1: First-Line Chemoimmunotherapy

Module 2: Maintenance Lurbinectedin

Module 3: Second-Line Treatment, Tarlatamab

Module 4: Ongoing Research
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Abstract 27570

congress

Tarlatamab with first-line chemo-immunotherapy for extensive-
stage small cell lung cancer (ES-SCLC): DeLLphi-303 study

Martin Wermke, Sally C M Lau, Mor Moskovitz, Ingel KM Demedsts, Kelly G Paulson,
Aurélie Swalduz, Cornelius F Waller, Luis Paz-Ares, Makoto Nishio, Michael Boyer,
James Chih-Hsin Yang, Amanda Parkes, Yuyang Zhang, Ali Hamidi, Mukul Minocha,
Pedro Rocha

Presenter: Martin Wermke, MD

NCT/UCC Early Clinical Trial Unit, Medical
Clinic and Poliklinik I, TU Dresden, Medical
Faculty and University Hospital C.-G. Carus
Dresden, Germany

18 October 2025
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Phase Ib DelLphi-303 Study Design

m ENROLLMENT STUDY TREATMENT

Key Inclusion Criteria

: Treatment until
1L Chemo-10 v/ Adults with ES-SCLC who 1L Chemo-IO +Tarlatamab 1L Maintenance progressive
received 1 cycle of chemo-10 Cycles 1-3 Cycles 4+ disease'

(Enrollment allowed regardless of
response to 1 cycle of chemo-10)

Platinum- v Measurable disease by modified Tarlatamab Tarlatamab
etoposide RECIST 1.1 20 mg IV Q3w 20 mg IV Q3W
+ v'ECOGPSOor1 2 +
Anti-PD-L1° v Patients with treated, Platinum-etoposide Anti-PD-L1
asymptomatic brain metastases Ca;‘;ggf;;g;gg;a;;ggg :(:Z;nl‘fgy 1 Atezolizumab: égoo mg IV Q3W
were allowed - Durvalumab: 1500 mg IV Q3W

v"No active autoimmune disease or s
Anti-PD-L1e

disease requirt ng Atezolizumab: 1200 mg IV Q3W

immunosuppressive therapy© OR
Durvalumab: 1500 mg IV Q3W

Primary Endpointsé: Dose-limiting toxicities", treatment-emergent and treatment-related adverse events
Secondary Endpoints’: Objective response, duration of response, disease control, PFS, and OS

a0nly data for cohorts 2.1, -2.1, 4, and 7 investigating tarlatamab in combinationwith 1L chemo-immunotherapy and anti-PD-L1 maintenance therapy are presented. PPatients without access to anti-PD-L1 were allowed. ®Patients with active autoimmune disease
requiring systemic treatment (except replacement therapy) within the past 2 years were excluded. “Tarlatamab was administered with step dosing: 1 mg on cycle 1 day 1 followed by tarlatamab 20 mg Q3W. For patients in cohort -2.1 (n=7), step dosing began on
cycle 1 day 8. Patients received either atezolizumab or durvalumab in a non-randomized manner; switch to a different PD-L1 inhibitor from that received with SOC before study start was allowed. Treatment beyond progressive disease allowed if clinical benefit per
investigator. #Also included vital signs, electrocardiograms, and clinical laboratory tests "DLTs were assessed in cohorts 2.1 and -2.1 only. ‘Also included serum concentrations of tarlatamab. 1L: first-line; AUC: area under curve; chemo-10: chemo-immunotherapy;
ECOG PS: Eastern Cooperative Oncology Group performance status; LS-SCLC: limited stage small cell lung cancer; IV: intravenous; OS: overall survival; PFS: progression-free survival; PD-L1: programmed death-ligand 1; RECIST: Response Evaluation Criteria in

Solid Tumors; SOC: standard-of-care. mcongress
2025

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study
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Phase |Ib DelLphi-303 Primary Endpoint: Safety Summary

Tarlatamab + EP + Tarlatamab +EP +
: Overall
atezolizumab durvalumab N = 962
n=56 n=40
Median duration of treatment, weeks (IQR) 46 (16-60) 30(12-62) 46 (14-60)
Median study follow-up, months (95% Cl) 125(11.3,14.7) 14.8 (13.2, 15.0) 13.8 (12.5, 15.0)
I Dose-limiting toxicities®, n (%) 245] 0 3(3)
Treatment-emergent AEs¢, n (%) 56 (100) 40 (100) 96 (100)
Treatment-related AEs, n (%) 56 (100) 40 (100) 96 (100)
Grade 3 26 (46) 15(38) 41 (43)
Grade 4 21(38) 13 (33) 34 (35)
Fatal TRAEs 0 1(3)¢ 1(1)

= Tarlatamab-related AEs led to tarlatamab discontinuation in 6% of patients®, with no deaths
= |mmune-related adverse events', excluding CRS and ICANS and associated neurological events, were rare (2%)

Overall, the addition of tarlatamab to chemo-immunotherapy demonstrated a manageable safety
profile, consistent with the safety profiles of each individual agent.

30ne patient from cohort-2.1 received atezolizumab on cycle 1 day 1 but withdrew before receiving tarlatamab on cycle 1 day 8. ®Dose limiting toxicities included ICANS (n = 1), platelet count decrease (n = 1), and thrombocytopenia (n=1). Fatal TEAESs included pneumonia (n=1), pneumonia aspiration (n=1), and
septic shock (n=1). 9Septic shock attributed by the investigator as related to etoposide-carboplatin chemotherapy. *Discontinuations include: immune effector cell-associated neurotoxicity syndrome (n=1), cytokine release syndrome (n=1), myocardial infarction (n=1), arthritis allergic, dermatitis allergic, and
osteoarthritis (n=1), hepatitis (n=1), decreased appetite (n=1). immune-related adverse events, defined using MedDRA SMQ narrow search excluding CRS and ICANS and associated neurological events, included autoimmune hypothyroidism (n=1) and polymyalgia rheumatica T congress
(n=1). AE: adverse event; Chemo-10: chemo-immunotherapy ; EP: etoposide-carboplatin chemotherapy; IQR: interquartile range; TEAE: treatment-emergent adverse events; TRAE: treatment-related adverse events. M

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study
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Phase |Ib DelLLphi-303: Timing of TRAEs (Primary Endpoint)

Cytokine release syndrome —
Anaemia —

Dysgeusia —

Fatigue —

Neutropenia

Neutrophil count decreased —
Thrombocytopenia —

Pyrexia —

Nausea —

Platelet count decreased —
Decreased appetite —
Asthenia —

Constipation —

Lymphopenia —

Diarrhoea —

Headache —

Pruritus —

Hypothyroidism —

Weight decreased —

Cycle 1-3
1 I

Tarlatamab + EP + anti-PD-L1

Tarlatamab + anti-PD-L1

Cycles 4+

Grade
M5
W4

N2

100%

Median study follow-up: 13.8 months

80%

60% 40% 20% 0%

20% 40% 60%

Patient Incidence, % (N = 96)

T |
80% 100%

» The observed safety profile was consistent with that reported for the individual treatment components (EP/anti-PD-L1/tarlatamab)

I * The most common TRAEs primarily occurred during the first 3 cycles when carboplatin-etoposide chemotherapy was administered

aTRAEs related to EP, anti-PD-1, and/or tarlatamab with patient incidence = 10% are shown.
Chemo-10: chemo-immunotherapy; EP: etoposide-carboplatin chemotherapy; PD-L1: programmed cell death-ligand 1; TRAE: treatment-related adverse event.

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study

Wermke M et al. ESMO 2025;Abstract 27570.
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Phase Ib DelLphi-303: Treatment-Emergent CRS, ICANS

CRS and ICANS were associated with a
low rate of

b
100 - Cyeia] E Cyala E Gycled i Gyorsd E Eyelab — tarlatamab dose interruptions

Wi ; : : ; (CRS and ICANS: 1% each)

el l i I i — tarlatamab discontinuations
. 5 i | i | (CRS and ICANS: 1% each)
£ 50 1 I E E i E * There were no fatalities related to CRS or
§ 207 ! ! ! : ICANS

zg E E i E * The median time to onset of CRS from

10 4 5 | 0. & o o ! 1 W N 0 last prior dose of tarlatamab was 13.3

0 - ] ! : hours (IQR: 8.0-19.3)

CRS ICANS CRS ICANS CRS ICANS CRS ICANS CRS ICANS The median time to onset of ICANS from

Gradel mGrade2 m Grade3 m Grade4 last prior dose of tarlatamab was 5 days
(IQR: 3.0-5.0)
Median study follow-up: 13.8 months
* CRS and ICANS events occurred primarily during cycle 1 of tarlatamab administration and were mostly
low grade (grades 1-2) events
* AULCRS and ICANS events resolved

aTreatment-emergent events by worst grade reported.’Grade 4 CRS event was due to use of bilevel positive airway pressure in a patient with concurrent grade 3 pneumonia with positive sputum cultures. CRS: cytokine release
syndrome; ICANS: immune effector cell-associated neurotoxicity syndrome; IQR: interquartile range. congress
BERLIN
EEMD

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study
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Phase Ib DelLphi-303: Responses

Overall
N =96 Depth of tumor shrinkage over time in all patients®
ORR?, n (%) 68 (71) S 30- BOR
95% ClI 61-80 8 ot R e e e e e e e e e e e e e e e e PP P ETE s ® CR
8 10 ® PR
CR 5(5) 8 SD
o ® PD
PR 63 (66) E -104 WS ® NE
2 204
SD 11(11) T oY dne O T .y S N
= 30% Reduction
PD 8(8) o —40- o
NE/ =
E no post- 9(9) E —60-
baseline scan 0
= —70-
mDOR, mos (95% Cl) ~ 11.0(8.5,NE) £ -80-
5 -90-
DCR, % (95% Cl) 82(73-89) o .1 i R R . 100% Reduction
0 s 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1
abeiio e ez ] sz el 0O 8 16 24 32 40 48 56 64 72 80 88 96 104 112 120 128 136

Median study follow-up: 13.8 months Weeks

* From abaseline scan after 1 cycle of SOC 1L chemo-10, addition of tarlatamab to 1L ES-SCLC therapy resulted in
— ORR of 71%, with median duration of response of 11.0 months
— Disease control sustained for =2 52 weeks in 39% of patients
— Ongoing responses in 49% of patients at data cutoff with data continuing to mature

aFor objective response endpoints, patients with missing response data (eg, no baseline assessment, missing post-baseline assessment) were treated as non-responders and included in the denominator-°One patientdid not have a post-baseline scan and is not included in the spider plot. Nine

patients had 100% reduction in target lesions, including one patient with 100% reduction in target lesions and BOR of PD due to new lesions. 1L: first-line; Chemo-10: chemo-immunotherapy; CR: complete response; DCR: disease control rate; SR congress
EP: etoposide-carboplatin chemotherapy: mDoDC: median duration of disease control: mDOR: median duration of response; mos: months; NE: not evaluable; ORR: obiective response rate; PD: progressive disease; PR: partial response: SD: stable disease. M

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study
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Phase Ib DelLLphi-303: Overall Survival

100 1 Tarlatamab + EP + atezolizumab
80.6% ‘ Tarlatamab + EP + durvalumab
. m— Overall
pnm QOO & T T AR SRARS SSHES SSiS SRS s SRS .
XX .

~ 1
S 60 !
& 1
= 1
i [
< 401 I
E;: [
@ 1
201 1
I
I
01 1

0 3 6 9 12 15 18 21 24 27 30 33

Months

Number of patients at risk:

96 88 83 78 52 26 16 8 4 3 2 0

Median study follow-up: 13.8 months

» Starting from the first dose of study treatment, the Kaplan-Meier estimate of OS at 12 months was 80.6%.
* The median OS was notyet estimable.

aGiven allocation between the atezolizumab and durvalumab subgroups was not randomized thus resulting in imbalances in baseline characteristics, comparisons cannot be made between the anti-PD-L1
agents. 1L: first-line; Chemo-10: chemo-immunotherapy; Cl: confidence interval; EP: etoposide-carboplatin chemotherapy; OS: overall survival; SOC: standard-of-care MCOHQFESS
2025

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study
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Phase Ib DelLphi-303: Progression-Free Survival

_ 100+ Overall
§ N =96
S 80+ 10.3 months
= 2 s
E MedianPFS 95001, 7.2-13.6)
» 60 -
(O}
2 43.1%
S 404" TTTTTTTTTT TS TT
5 I
o I
2 20- |
8’ I Tarlatamab + EP + atezolizumab
E I Tarlatamab + EP + durvalumab
0 - I — Qverall
0 3 6 9 12 15 18 21 24 27 30 33
Months
Number of patients at risk:
96 ?6 t:>7 43 2-1 1_0 7 3 1 1 1 0

» Starting from the first dose of study treatment, the median PFS was 10.3 months
* The Kaplan-Meier estimate of PFS at 12 months was 43.1% (95% Cl, 32.0-53.7)

aGiven allocation between the atezolizumab and durvalumab subgroups was not randomized thus resulting in imbalances in baseline characteristics, comparisons cannot be made between the anti-PD-L1
agents. 1L: first-line; Chemo-10: chemo-immunotherapy; Cl: confidence interval; PFS: progression-free survival, SOC: standard-of-care e congress
|

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DeLLphi-303 study
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Phase Ib DelLphi-303: Authors’ Conclusions

Tarlatamab in combination with 1L chemo-immunotherapy and anti-PD-L1 maintenance therapy:

= Demonstrated a manageable safety profile, consistent with the individual treatments

* CRS and ICANS predominantly occurred during cycle 1 and were mostly low grade (grade 1 or 2)

* No tarlatamab-related fatal events
* Incidence of neutropenia and thrombocytopenia with tarlatamab added to 1L SOC were comparable to that seen with SOC 2

= Encouraging response rate, durability of response, and survival outcomes from a baseline scan obtained
at study start following 1 cycle of standard of care chemo-immunotherapy
* Objective response rate of 71% with median duration of response of 11.0 months
* Disease control rate of 82% with disease control sustained for 2 52 weeks in 39% of patients
* Median OS was not yet reached; the Kaplan-Meier estimate of OS at 12 months was 81%, and median PFS was 10.3 months

The combination of tarlatamab with 1L chemo-l0 and anti-PD-L1 maintenance therapy for ES-SCLC

demonstrated a manageable safety profile with encouraging initial survival outcomes, supporting
further investigation of this combination in the phase 3 DelLLphi-312 study (NCT07005128).

1L: first-line; chemo-10: chemo-immunotherapy ; CRS: cytokine release syndrome; ES-SCLC: extensive stage small cell lung cancer; ICANS: immune effector cell-associated neurotoxicity syndrome; -
0S: overall survival; PD-L1: programmed death-ligand 1; PFS: progression-free survival; SOC: standard-of-care. mcnngress

Martin Wermke, MD | Tarlatamab with 1L chemo-immunotherapy for extensive-stage small cell lung cancer (ES-SCLC): DelLphi-303 study

RESEARCH
TO PRACTICE

Wermke M et al. ESMO 2025;Abstract 27570.



The Road Ahead: Tarlatamab

Is earlier tarlatamab better (e.g. first-line ES-SCLC, or LS-SCLC)?

DeLLphi trial # Phase Indication Design Recruiting? Trial ID

303 1b 1L ES-SCLC Tarlatamab + standard therapy N NCTO05037847
305 3 1L ES-SCLC maintenance  Tarlatamab + durva vs. durva alone Y NCT06502977
306 3 LS-SCLC post-chemoRT Tarlatamab vs. placebo ) § NCT06117774
310 1b 1L ES-SCLC maintenance  Tarlatamab + YL201 + atezo or durva Y NCT06898957

Is tarlatamab more effective in combination?

DeLLphi trial # Phase Indication Design Recruiting? Trial ID

302 1b 2L+ SCLC Tarlatamab + anti-PD-1 therapy Y NCT04184050
305 3 1L ES-SCLC maintenance Tarlatamab + durva vs. durva alone Y NCT06502977
310 1b 2L SCLC Tarlatamab + YL201 i ¢ NCT06898957

1L ES-SCLC maintenance

LS-SCLC = limited-stage small cell lung cancer

Meador CB et al. ASCO 2025;Discussant.

Tarlatamab + YL201 + atezo or durva
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Phase Ill DelLphi-305 Trial: Tarlatamab with Durvalumab
as First-Line Maintenance in ES-SCLC

Trial Identifier: NCT06211036

Tarlatamab (Q2W) Primary endpoint: Key secondary endpoint:
+ . 0OS * PFS
Durvalumab (Q4W) _
~ Other secondary endpoints:
(N ~ 275) « PFS « TTP

* ORR * Number of participants with TEAEs
* DCR * Serum concentrations of tarlatamab
* DoR * Incidence of anti-tarlatamab antibody formation

Key inclusion criteria: Patients aged 218 years with ECOG PS of 0 to 1 and histologically or cytologically confirmed ES-SCLC who completed 3-4 cycles of platinum-etoposide
chemotherapy with concurrent durvalumab without progression
Key exclusion criteria: Symptomatic CNS metastases or leptomeningeal disease; active systemic infections; active HIV and/or hepatitis B/C; prior therapy targeting DLL3

RESEARCH

Perol M et al. WCLC 2024;Abstract P1.13A.02; www.clinicaltrials.gov. NCT06211036 Accessed November 2025. o




Phase Il IDeate-Lung01 Study Design

Patient eligibility Part 1: Dose-optimizaton | Primary endpoint
« Histologically or cytologically (N=88) Part 2- «  ORR by BICR®
documented ES-SCLC : |
Arm 1: |-DXd 8 mg/kg Extended .
. Age 218 years? Q3W s [ et Secondary endp0|r.1tsc
« =1 prior line of PBC and <3 prior (n=46) RP3D * DORbyBICR and inv

« PFS by BICR and inv°®

lines of systemic therapy i 12 mg/kg Q3W i . OS

» Radiologically documented PD on h « DCR®
or after most recent prior systemic Pgtlents> whq « TTRby BICR and inv®
therapy re_celved 22 prior . ORRby inv®

« ECOG PS 0-1 Arm 2: |I-DXd 12 mg/kg lines of therapy . Safety

« 21 measurable lesion per (ijg) _______ ( _n_"‘_'??_) _______ ﬁ;‘;rnr?jﬁgk;nnﬁgﬁs
RECIST 1.1b tighach

+ Patients with asymptomatic brain ——— -
metastases (untreated or Stratification Exploratory analysis
previously treated) are eligible 2L CTFI <90 days vs 2L CTFI 290 days « Intracranial ORR by

vs 3L or 4L BICRd

* Prior anti-PD-(L)1 treatment (yes vs no)

a0r local legal age of consent. bPatients must also have >1 lesion that has not been iradiated and is amenable to biopsy. °Assessed by RECIST 1.1. Assessed using a version of RECIST 1.1 modified for assessment of CNS tumors.

2L, second-line; 3L, third-line; 4L, fourth-line; BICR, blinded independent central review; CTFI, chemotherapy-free interval; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ES-SCLC,
extensive-stage small cell lung cancer; inv, investigator; ORR, objective response rate; OS, overall survival; PBC, platinum-based chemotherapy; PD, progressive disease; PD-(L)1; programmed death (ligand) 1; PFS, progression-free survival; Q3W, every 3 weeks;
R, randomization; RECIST 1.1, Response Evaluation Criteria in Solid Tumours, version 1.1; RP3D, recommended Phase 3 dose; TTR, time to response.

I-DXd = ifinatamab deruxtecan

RESEARCH
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Ifinatamab Deruxtecan (I-DXd)

I-DXd is a B7-H3 (CD276)-directed ADC with 3 components'-:

* A humanized anti-B7-H3 IgG1 mAb
» A tetrapeptide-based cleavable linker that covalently bonds antibody and payload

» A topoisomerase | inhibitor payload (an exatecan derivative, DXd)

Humanized anti-B7-H3 Deruxtecan24c
IgG1 mAb A

|
0 0 (o)
H H
W
& b
Ho
Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload
(DXd)

aThe clinical relevance of these features is under investigation. ®PBased on animal data. cRefers to the linker and payload.
ADC, antibody—drug conjugate; B7-H3, B7 homolog 3; CD276, cluster of differentiation 276; IgG1, immunoglobulin G1; mAb, monoclonal antibody.

The mADb directs the DXd ADC to the
tumor cell.

1. Optimized drug-to-antibody ratio =4*ab

The linker binds the mADb to the
payload.

2. Plasma-stable linker-payload#a

3. Tumor-selective cleavable linker#2a

The payload induces cell death
when delivered to the tumor.

4. Topoisomerase | inhibitor24.a
5. High potency*a

6. Short systemic half-life4ab

7. Bystander antitumor effect2°-2

1. Okajima D, et al. Mol Cancer Ther. 2021;20:2329-2340. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67:173—185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097-5108. 4. Yamato M, et al. Mo/ Cancer Ther. 2022;21:635-646.

5. Ogitani Y, et al. Cancer Sci. 2016;107:1039-1046.

Hayashi H et al. Japanese Society of Medical Oncology (JSMO) 2025;Abstract 012-4.
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IDeate-Lung01: Responses

I-DXd 8 mg/kg (n=46)° I-DXd 12 mg/kg (n=42)

100 - 100 -

c 80 -+ = 80 -

@R 601 cORR, 26.1% (95% CI, 14.3-41.1) @ 604 cORR, 54.8% (95% ClI, 38.7-70.2)

D g’ 40 - DCR, 80.4% (95% ClI, 66.1-90.6) = g" 40 1 DCR, 90.5% (95% CI, 77.4-97.3)

w (2]}

. % 20 8 § 20

€ - € -

£y £g

o & -20 - o & -20 -

et =404 e 40

< .S c .S

S 8 -60 4 = 8 -60

§ v -80 - § » -80-

@ _100- Patients @ _100- Patients
B CR, n=1(2.2%) W SD, n=25 (54.3%) M PR, n=23 (54.8%) PD, n=2 (4.8%)
B PR, n=11 (23.9%) PD, n=5 (10.9%) B SD, n=14 (33.3%) [ NE, n=1(2.4%)P

Data cutoff: April 25, 2024. Median follow-up for the 8-mg/kg and 12-mg/kg cohorts was 14.6 (range, 0.6—17.0) months and 15.3 (range, 0.8-20.3) months, respectively.

20nly patients with measurable disease at baseline and >1 post-baseline tumor scan were included in the waterfall plot: in the I-DXd 8-mg/kg cohort (n=42), 2 patients died and 2 patients withdrew consent before the Week 6 assessment; in the 12-mg/kg cohort (n=40),

1 patient died before the Week 6 assessment, and 1 patient did not have target lesions at baseline. bThis patient has a BOR of NE because the only post-baseline tumor scan was conducted outside the designated time window; the timepoint response was SD.

BICR, blinded independent central review; BOR, best overall response; Cl, confidence interval; cORR, confirmed objective response rate; CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate; PD, progressive disease; PR,
partial response; SD, stable disease; SOD, sum of diameters.
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IDeate-Lung01: Survival

PFS 0S
100 - Median PFS: 100 - Median OS:
+ |-DXd 8 mg/kg, 4.2 months (95% Cl, 2.8-5.6) + |-DXd 8 mg/kg, 9.4 months (95% CI, 7.8-15.9)
+ |-DXd 12 mg/kg, 5.5 months (95% ClI, 4.2-6.7) + |-DXd 12 mg/kg, 11.8 months (95% CI, 8.9-15.3)
% 80 -+ " 80 -+
é 60 é 60
2 s
E o
s 404 o 404
(7] 7))
e (o]
o + Censor + Censor
207 —— 8 mglkg (n=46) 20 —— 8mgkg (n=46) i|i :
—+— 12 mg/kg (n=42) —+— 12 mg/kg (n=42)
0 ] ] ) 1 1 1 1 L] L] L] L] L) ] 1 1 0 ] 1 1 ] L] L] L) 1 L] I L) 1 ] L] I L) 1 L] I L] T
0 1 2 3 4 5 6 7/ 8 9 10 11 12 13 14 15 01 2 34 5 6 78 9 10 11 12 13 14 15 16 47 18 19 20 21
Time, months Time, months
Number of patients still at risk Number of patients still at risk
8mgkg 46 44 37 25 21 18 12 9 8 r 1T i 5 5 1 0 8mglkg 46 45 43 41 37 33 32 31 26 22211917 1614 9 5 1 1 1 0 0

12mg/kg 42 41 38 30 29 22 15 12 10 9 9 7 4 4 1 0 12mgl/kg 42 41 40 37 37 34 34 33 29 27 2523201710 8 5 1 1 1 1 0

Data cutoff: April 25, 2024. Median follow-up for the 8-mg/kg and 12-mg/kg cohorts was 14.6 (range, 0.6—17.0) months and 15.3 (range, 0.8-20.3) months, respectively.
Cl, confidence interval; OS, overall survival, PFS, progression-free survival.
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IDeate-Lung01: Intracranial Activity of I-DXd

Patients with brain metastases at baseline Subset of patients with brain target lesions

8 mg/kg (n=19) 12 mg/kg (n=18) 8 mg/kg (n=6) 12 mg/kg (n=10)

CNS efficacy
CNS confirmed ORR,2 % (95% CI)
CNS confirmed BOR,2 n (%)

36.8 (16.3-61.6) 38.9 (17.3-64.3) 66.7 (22.3-95.7) 50.0 (18.7-81.3)

CR 5 (26.3) 4 (22.2) 2 (33.3) 2 (20.0)

PR 2 (10.5)° 3(16.7)° 2 (33.3) 3 (30.0)

SD or non-CR/non-PD¢ 8 (42.1) 10 (55.6) 2 (33.3) 5 (50.0)

PD 1(5.3) 0 0 0

Not evaluable 3 (15.8) 1(5.6) 0 0
CNS confirmed DCR,?9 % (95% ClI) 78.9 (54.4-93.9) 94 .4 (72.7-99.9) 100 (54.1-100.0) 100 (69.2-100.0)
CNS DOR, median (95% CI),2 months 4.3 (3.3-NE) 7.4 (3.0-NE) 3.9 (3.3-NE) 6.5 (3.0-NE)
CNS TTR, median (range),? months 1.4 (1.2-1.5) 1.2 (0.9-2.8) 1.3(1.2-1.4) 1.2 (0.9-2.8)

Systemic efficacy
Systemic confirmed ORR,® % (95% CI)

Concordance between systemic and
CNS objective response,%

26.3 (9.1-51.2) 61.1(35.7-82.7) 16.7 (0.4-64.1) 60.0 (26.2-87.8)

78.9 77 8 NR NR

Data cutoff: April 25, 2024.

3Assessed bypE;lICR, using a version of RECIST 1.1 modified for assessment of CNS tumors. PAll patients with PR had target lesions at baseline. <Only patients without baseline brain target lesions could have response classified as “non-CR/non-PD.” CR + PR + SD +
non-CR/non-PD. ¢By BICR per RECIST 1.1. 'Percentage of patients with both CNS and systemic objective response, and with neither CNS nor systemic objective response.

BICR, blinded independent central review; BOR, best overall response; Cl, confidence interval; CNS, central nervous system; CR, complete response; DCR, disease control rate; DOR, duration of response; NE, not estimable; NR, not reported; ORR, objective response
rate; PD, progressive disease; PR, partial response; RECIST 1.1, Response Evaluation Criteria in Solid Tumours, version 1.1; SD, stable disease; TTR, time to response.
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IDeate-Lung01: Authors’ Conclusions

+ |-DXd demonstrated promising efficacy in patients with pretreated ES-SCLC, with greater efficacy observed at the
12-mg/kg dose level compared with 8 mg/kg:

— ORR, 54.8% vs 26.1%: median PFS, 5.5 months vs 4.2 months; median OS, 11.8 months vs 9.4 months

 |-DXd was generally well tolerated and demonstrated a manageable safety profile that was consistent with previous reports;
the occurrence of TEAEs was dose-dependent, with a higher incidence reported in the 12-mg/kg cohort than in the
8-mg/kg cohort
— The most common treatment-related TEAEs were gastrointestinal and hematologic (most commonly nausea, decreased appetite, anemia,
and decreased neutrophil count or neutropenia)

— Patients receiving I-DXd 12 mg/kg had a longer treatment duration than those receiving 8 mg/kg (4.7 vs 3.5 months)
— The majority of cases of adjudicated drug-related ILD were Grade 1 or 2

« Among the 37 patients with baseline brain metastases, CNS confirmed ORR was 37.8%; all 16 patients with brain target
lesions at baseline achieved CNS disease control

» The safety profile of I-DXd was generally comparable between patients with and without baseline brain metastases, and
was consistent with the overall population

+ [-DXd 12 mg/kg has been selected as the RP3D for further clinical development, including in an ongoing Phase 3 trial in
patients with relapsed SCLC who have received only 1 prior line of systemic treatment, which must have included PBC
(IDeate-Lung02; NCT06203210)

Data cutoff: April 25, 2024.
CNS, central nervous system; ES-SCLC, extensive-stage small cell lung cancer; ILD, interstitial lung disease; ORR, objective response rate; OS, overall survival; PBC, platinum-based chemotherapy; PFS, progression-free survival; RP3D, recommended Phase 3 dose; l

SCLC, small cell lung cancer; TEAE, treatment-emergent adverse event.
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IDeate-Lung01: Adverse Events

Treatment-related TEAEs reported in 210% of the total dose-optimization population

I-DXd 8 mg/kg (n=46) I-DXd 12 mg/kg (n=42)

Incidence, % Any grade / Grade 23 Any grade / Grade 23
Nausea 28.3/0 WM s00/24
Decreased appetite 17410 . 429/2.4
— " Anem;: 13.0/0 L _ 35.7/11.9 Crads Cratio
eutropnil count decrease _ [ >
Sl s e 10.9/2.2 | L. 33.3/16.7 1-2 23
WBC count decreased 43/0 B 214771 I-DXd 8 mg/kg -
Asthenia 13.0/0 21410 I-DXd 12 mg/kg []
Infusion-related reaction 6.5/0 ] 14310
Diarrhea 10.9/0 Bl 143/48
Fatigue 13.0/0 Bl 143/438
Vomiting 15.2/0 . 71124
50 40 30 20 10 0 10 20 30 40 50

Patients, %
« ILD/pneumonitis adjudicated as treatment-related® was reported in:
— Four (8.7%) of 46 patients in the 8-mg/kg cohort (Grade 2, n=3; Grade 5, n=1)
— Five (11.9%) of 42 patients in the 12-mg/kg cohort (Grade 1, n=1; Grade 2, n=3; Grade 3, n=1)

Data cutoff: April 25, 2024. The median follow-up for 8-mg/kg and 12-mg/kg cohorts was 14.6 months (range, 0.6—17.0) and 15.3 months (range, 0.8-20.3) respectively.
aTEAES associated with preferred terms neutrophil count decreased and neutropenia have been combined; no patients in either cohort were reported to have febrile neutropenia. ®No ILD events are pending adjudication at the time of data cutoff.
ILD, interstitial lung disease; TEAE, treatment-emergent adverse event, WBC, white blood cell.
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Phase lll IDeate-Lung02 Study

Arm 1:
I-DXd 12 mg/kg Q3W"
n=270
Follow-up
Safety?
|
1:1 Long-term
follow-up
Q3Me
Stratification Primary endpoints: ORR, OS
CTFI following 1L therapy (<90 vs 290 days) Secondary endpoints: ORR, PFS, DOR, DCR,
TPC (topotecan vs amrubicin vs lurbinectedin) TTR, PROs, Safety, Immunogenicity,
Treatment with prior PD-(L)1 inhibitors (yes vs no) Pharmacokinetics, Relationship between

Presence or history of asymptomatic brain metastases (yes vs no) B7-H3 expression and outcomes

2280% of patients are expected to have received prior anti-PD-(L)1 therapy. ®Until PD, unacceptable toxicity, loss to follow-up, consent withdrawal,
death, or other reason. “‘Comparator treatments will only be utilized in countries where they are approved in second and subsequent LoTs for
patients with SCLC who progressed on or after platinum-based therapy; 270% of patients in the comparator group will receive topotecan.

4Safety follow-up visit will occur 40 days (+7 days) after the last dose. eLong-term follow-up will occur to assess survival; assess tumor progression
until PD for patients discontinuing for reasons other than PD; and to collect information on further anticancer treatments, Q3M (90 +14 days) from
study-drug discontinuation (end of treatment), withdrawal of consent, or from when a study-termination criterion is met.
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Cohort 1
Patients with ongoing CR, PR, or
SD after completing 4 cycles of
1L SOC induction (carboplatin +
etoposide + atezolizumab)

Cohort 2
Treatment-naive patients.
Initiates after evaluation of

DLTs in Part A Cohort 1

Phase Ib/Il IDeate-Lung03 Study

Induction
4 cycles

I-DXd 8 mg/kg
SE————  + atezolizumab
+ carboplatin

If safety 1-DXd 12 mg/kg
— with 8 mg/kg + atezolizumab
Is satisfactory + carboplatin

Maintenance

I-DXd 12 mglkg

+ atezolizumab

Maintenance

1-DXd 8 mg/kg
+ atezolizumab

I-DXd 12 mg/kg

+ atezolizumab

Primary endpoints: Safety (DLTs [Part A] and TEAEs [Parts A and B])
Secondary endpoints: PFS, ORR, DCR, DOR, CBR, TTR, Best percentage change in
sum of diameters of measurable tumors, OS, Pharmacokinetics, Immunogenicity

Hayashi H et al. JSMO 2025;Abstract P93-6.

Safety
follow-up

90 (+14) days
after the last
dose of study
drugs or before
starting a new
anticancer
treatment,
whichever
comes first

Maintenance

Cohort 1
I-DXd 8
Patients with ongoing CR, PR, or [ + atxezol;uﬁ,lkag
SD after completing 4 cycles of S
1L SOC induction (carboplatin + — 4.4 Long-term
etoposide + atezolizumab). ? follow-u
Initiates after evaluation of DLTs L : P;fgzlizﬂ%:(g P
P B in Part A Cohort 1 Q3M (90 =
art B: . 14 days) from
Dose Ir;duc:wn —— study drug
T cycles aintenance : i at
optimization e ds;ﬁg:‘:x::‘g;‘-
mglkg
2 1-DXd 8 mg/kg t
Cohort 2 i atezolizumab ¥ 2 consent, or a
A atezolizumab ot
Treatment-naive patients. + carboplatin study termination

R PR
Initiates after evaluation of DLTs — 4.qa criterion is met®
in the 12-mg/kg arm in

Part A Cohort 2

1-DXd 12 mg/kg
+ atezolizumab
+ carboplatin

1-DXd 12 mg/kg
+ atezolizumab

At both doses (8 mg/kg and 12 mg/kg), I-DXd is administered as an IV infusion Q3W¢

*Randomization stratified by lactate dehydrogenase (sULN vs ULN) and ECOG performance status (0 vs 1), as determined at
induction baseline. ®Long-term follow-up will occur to assess survival and tumor progression until PD for patients who discontinue
treatment for reasons other than PD, and to collect information on further anticancer treatments. “Atezolizumab is administered as an

IV infusion Q3W at a dose of 1,200 mg; carboplatin is administered as an |V infusion Q3W, AUC 5; etoposide is administered as an
IV infusion Q3W on Day 1 to Day 3 at a dose of 100 mg/m?.
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Ongoing Research

 When will ifinatamab deruxtecan be FDA approved? CNS activity?

* Sequencing of lurbinectedin, tarlatamab and ifinatamab
deruxtecan




Cancer Q&A: Understanding the Role and Reality
of CAR (Chimeric Antigen Receptor)
T-Cell Therapy for Non-Hodgkin Lymphoma
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Wednesday, November 12, 2025
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Thank you for joining us!

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

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




