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Durvalumab (D) + platinum-etoposide (EP) in 1L extensive-stage small-cell lung cancer (ES-
SCLC): Exploratory analysis of SCLC molecular subtypes in CASPIAN

T Durvalumab 1500 mg + Durvalumab CASPIAN 3-year OS update*
Key patient inclusion criteria etoposide-platinum* g3w (4 cycles) 1500 mg qdw 0- A —
* Extensive-stage SCLC (n=268) mOS, months 129 104 105
(95% CI) (113-14.7) (95-12.0) (9.3-112)
* Treatment naive HR vs EP 071 0.1
_ . (95% CI) (0.60-0.86) (0.67-0.97)
- Asymptomatic or treated and Etoposide-platinum* g3w (up to 6 cycles) . 6 Nominal 00003 00200 -
, . Optional PCI pvalue
stable brain metastases 1 (n=269) :

permitted
+ WHO PS 01
(n=805)

Stratification e T e e L B

I
. . . . 0 6 12 18 24 30 3B 42 48
» Platinum agent (carboplatin vs. cisplatin) " Time from randomisation (months)

Objetive: To evaluate the concordance between two

RNAseqg-based methods'2 for SCLC subtyping and the

association of subtypes on survival in patients with

extensive-stage SCLC treated with durvalumab +

etoposide-platinum in the CASPIAN study
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Durvalumab (D) + platinum-etoposide (EP) in 1L extensive-stage small-cell lung cancer (ES-
SCLC): Exploratory analysis of SCLC molecular subtypes in CASPIAN

SCLC subtyping in CASPIAN by Rudin et al and
Gay et al methods
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Durvalumab (D) + platinum-etoposide (EP) in 1L extensive-stage small-cell lung cancer (ES-
SCLC): Exploratory analysis of SCLC molecular subtypes in CASPIAN

SCLC molecular subtype prevalence in CASPIAN

—— -- . Rudin

6 A 849% * RNA-based four-subtype classification
is method-dependent

~  Neuroendocrine * The methods show high agreement in

1 | N 3% distinguishing neuroendocrine from
| non-neuroendocrine subtypes

e -

* The methods show highest concordance
between non-neuroendocrine subtypes

0 (Rudin and Gay POU2F3; Rudin YAP1
and Gay Inflamed)
1 Prevalence of Rudin YAP1 = 8%
Prevalence of Gay Inflamed = 11%
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Durvalumab (D) + platinum-etoposide (EP) in 1L extensive-stage small-cell lung cancer (ES-
SCLC): Exploratory analysis of SCLC molecular subtypes in CASPIAN

AACGR ANNUAL'
Amerlcan Association
for Cancer Research’ 2025FW 5’,{%”5

Overall survival by molecular subtype

-8 g s D+EP mOS, months
= , 08 ASCL1 115
Q@ 3 NEUROD1 95
E 2_ 0.64
— § | = OU2ZF 4.8
'5 ;g 044 YAP1 17.3
= 0.2+
=

c Ll ] LI L) L L 1] Ll L L] L] L]
= 0 4 8 12 16 20 24 28 32 38 40 44 48
m No. ot risk Time from randomization (months)
©
_g 1.09, mOS, months
"5; » 087 ASCL1 9.5
E _c_>o NEUROD1 146

0.6+
- -% 6.8
.a.,. 3 044 17.6
% - 0.2+
o 0 L L L] L L Ll LI L L L Ll

0 4 8 12 16 20 24 28 32 36 40 44 48
No. at risk Time from randomization (months)

Xie M, et al. AACR; 2022. Abstract nr CT024

Probability of OS

Probability of OS

1.09-

o
o

o
[+.]

mOS, months
ASCL1 10.7
NEUROD1 7.1
F 6.1
6.9

1.0=

o
)

o
=]
1

o
B

o
Ao

o

T
4

T
8

T T T T S P g ——
12 16 20 24 28 32 36 40 44 48
Time from randomization (months)

mOS, months
ASCL1 8.3
NEUROD1 105
7.5

11.3

T
4

8

L
12 16 20 24 28 32 36 40 44 48
Time from randomization (months) Organizado por:

lung cancer
research

Note low sample numbers




Durvalumab (D) + platinum-etoposide (EP) in 1L extensive-stage small-cell lung cancer (ES-
SCLC): Exploratory analysis of SCLC molecular subtypes in CASPIAN

OS according to T-cell inflamed signature

D+EP EP
High = top quartile  Inflamed signature High Low High Low
Low = rest mOS, months (95% CI) 158 (10.4-NE) 11.3(7.1-146) 94 (7.3-159) 8.3(6.1-11.4)
HR high vs low (95% CI) 0.64 (0.31-1.32) 0.87 (0.45-1.66)
1.01 1.0
0.9- D+EP |
0.8+ 0.8 4
8 0.74 8 0.7 4
© 0.64 S 0.6+
£ 0.5+ £ 054
L F=1
3 0.41 8 044
o ]
a 0.3- o 0.31
0.21 0.2+
0.14 0.1+
0 L L L Ll v T L Ll L L L Ll 0 L L L L] L L Ll L L L L L
0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48
Time from randomization (months) Time from randomization (months)

No. at risk No. at risk
High 1 Higt

Low 4 40 28 18 13 1 gl 8 ; ] 3 2 ) Low 34 27 10

Conclusions

There was greater concordance between the two RNAseqg-based methods for differentiating between neuroendocrine and
non-neuroendocrine subtypes than for distinguishing the four main subtypes L

Patients with inflamed (Gay et al.') or YAP1 (Rudin et al.?) subtype had the longest OS in the durvalumab + etqoosidg@%m .5.

platinum arm AACR ANNUAL " ~acp
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Molecular Subtypes of Surgically Resected Small Cell Lung Cancer: Expression
Pattern and Prognostic Relevance

e Study objective
— To evaluate the molecular subtypes of surgically resected SCLC and their impact on survival

 Methods
IHC analysis was performed on 386 surgically resected SCLC samples to determine expression of subtype-specific transcription

factors as well as P53 and RB1 proteins
Human SCLC cell lines (n=26) were used to investigate the in vitro efficacy of various therapeutics agents by proteomics and cell

viability assays

Survival according to subtype-specific proteins

ASCL1 expression NEUROD1 expression POUZ2F3 expression YAP1 expression
High —— High —— High —— High ——
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Molecular Subtypes of Surgically Resected Small Cell Lung Cancer: Expression
Pattern and Prognostic Relevance

Overall survival Variable N HR p-value
1.00 ~ Age 98 n 1.05(1.01,1.09)  0.01
= Ll"'L1'l—| Surgery type Anatomic 90 [ | Reference
5 0.757 v Wedge 8 ——  129(048 348) 062
2 Gender Female 37 N Reference
5 0.50 - = Male 61 —i— 0.98 (0.56, 1.71)  0.94
. - COPD COPD 43 [ | Reference
@ 025 Logrank L—_‘L‘—\—\_‘ || No COPD 55 - 061(0.37,1.02)  0.06
0 P T T T T Stage Early 70 : Reference
: Adjuvant chemo Adjuvant chemo 71 | Reference
No. at rigk Time, months " Noadjuvantchemo27 ' v 245(144,418) <0001
' ASCL1 expression High 43 [ | Reference
—+  SCLCA 1 23 ! 3 0 Low 55  —m—] 0.53 (0.30, 0.94)  0.03
—— SCLC-AN 9 3 0 0 0 NEUROD1 expression High 27 Reference
—— SCLCN 4 0 0 0 0 Low 71 -—:—- 0.91(0.51,1.63)  0.75
FOUZF3 expression  High 19 * Reference
—— SCLCP 8 6 4 4 2 low 79 —m— | 196(0.93 371) 0.08
E]I,S ‘II é
In patients with SCLC, differential expression of ASCL1, NEUROD1 and POUZ2F3 can
distinguish different subtypes with high POU2F3 expression being associated with better
survival outcomes and ASCL1 expression being associated with poorer survival N
outcomes.
High POU2F3 and YAP1 protein abundances correlated with sensitivity and resistancesta .g”pu 2022 World Conference GeCP
standard-of-care chemothera;;eutlcs respectively. -<@8— &™) on Lung Cancer il
Megyesfalvi Z, et al. J Thorac Oncol 2022;17(suppl) Abstr MA01.04 AUGUST 6- 9 2022 | VIENNA, AUSTRIA research



Comparative expression of driver transcription factors in extra-pulmonary
small cell carcinoma

Study objective

— To characterize gene expression in extra-pulmonary small cell carcinomas (EPSCC) and to
assess its correlation with clinical outcomes

Methods
— DNA and RNA sequencing were performed on samples from 1070 patients with SCC

— Following molecular profiling (Caris Life Sciences) samples were stratified into 5 subtypes
based on the relative expression of key transcription factors: ASCL1, NEUROD1, YAP1,

POU2F3 and mixed
— OS was assessed for 111 patients who received etoposide + platinum-based therapy
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Comparative expression of driver transcription factors in extra-pulmonary
small cell carcinoma

Differential expression of Differential expression of TFs across
TFs in EPSCC and SCLC primary tumour site of EPSCCs *p<0.05, **p<0.01, ***p<0.001
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Conclusions
The expression of different transcription factors was observed in EPSCC compared with SCLC

A higher expression of NEUROD1 and YAP1 was associated with longer survival regardless of primary site of tumour.....
origin, suggesting that the transcription factor subtypes may be predictive of therapeutic vulnerabilities .5-
GecCP

lung cancer
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The genomic landscape of small cell lung cancer in never smoking patients

Study objective
— To evaluate the genomic landscape of never smokers with SCLC compared with
current/former smokers

Methods
— Data were collected from 662 patients with SCLC (either current/former smokers or never
smokers) in the Tempus database
— Tumours were sequenced with the Tempus xT assay

— Tumour immune cell infiltration was estimated from RNA expression data, and PD-L1
positivity was defined by tumour expression >1% (22C3 pharmDx IHC)
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The genomic landscape of small cell lung cancer in never smoking patients

Never smokers exhibit unique somatic variant landscape

100% -
85,2% anq. g q o
Sensitivity analysis minus
suspected transformation:
75% - EGFR 2.3% vs. 11% Gene fusions infrequent with no differences
2.7% (=0.046) . .
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The genomic landscape of small cell lung cancer in never smoking patients

Tumour mutation burden PD-L1 status Immune cell infiltration
40-] Median 4 99 100 - 2 100
(IQR 3.07, 7.08) £ p=0.008
- @
cn ub]
30— 2 754 £ 75
= =
2 & 2
@ Median 2.59 g 8
(=8 — - — — = -
=20 (IQR 1.63, 4.52) = 50 s 20 ]
= (wl o (l
= ” &
10 = = 20% o
2 25 (5/25) v 25 -
é_“ 9% =
— (26/288) . E
0- 0 I - 0 -
p<0.001
p=0.086 (NS)
B Current/former smoker B Never smoker
Conclusions

In never smokers with SCLC, mutations in oncogenic drivers (EGFR, PIK3CA) plus lower TMB and immune
cell infiltration were observed compared with current/former smokers, suggesting that this group of patients
may have a distinct genomic entity
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Comparison of quality of life in patients randomized to high-dose once daily
(QD) thoracic radiotherapy (TRT) with standard twice daily (BID) TRT in
limited stage small cell lung cancer (LS-SCLC) on CALGB 30610

« 70Gy QD TRT was not superior to 45Gy BID TRT OS compared to in limited
stage small cell lung cancer

Median OS of 30.5 mos (QD) Vs. 28.7 mos (BID); HR 0.94; P = 0.9

No major differences in toxicity between the two arms
CALGB 30610: DOI: 10.1200/JC0.2021.39.15_suppl.8505 Journal of Clinical Oncology 39, no. 15_suppl (May 20, 2021) 8505-8505

« Given the equivalence in efficacy, differences in QOL scale

measurements may help the clinician choose between the BID 2022 ASCO m
Vs. QD TRT routes !? ANNUAL MEETING

Patients were administered the FACT-L, FACT Trial Outcome
Index-Lung Cancer (FACT-L TOI) and other scales at various
points during the TRT

Organizado por:
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Comparison of quality of life in patients randomized to high-dose once daily (QD) thoracic
radiotherapy (TRT) with standard twice daily (BID) TRT in limited stage small cell lung
cancer (LS-SCLC) on CALGB 30610

FACTL: Total Score Esophageal Form Raw Score (0-12) Swallowing Score
10 1 Positivevalues = Improvement 10 | Negativevalues = Improvement 10 | Negativevaues = Improverent
5 4
] B ' i
, . =g - ) - - =¥ ]
01— 04—a= it - 4 e .
: N i
7 - il i_ 54 54
10 - ‘ 10 40
Basdine  Week3 Wek 5 Wek7  Week2  Wek®  Week& R ODEES. L | R VONNIE  MEGEK SR Basdine  Week3 Week5 Wek7  Wek2  Wek2®  WeekS
+ between-arm difference p-value<0.05; ++between-arm difference p-value<0.01 + between-arm difference p-value<0.05; ++between-arm diff erence p-value<0.01 + between-arm difference p-value<0.05; +between-arm difference p-value<0.01
[=-- Ama50; —e— Am7Gy | [svin Py sl [Fw== Amd5Gy —e — Am7G |
The FACT-L total score mean worsening Mean increase in the acute esophagitis score (1.06 vs 2.89; P<.001) and difficulty
was significantly less in the QD arm swallowing (0.39 vs 1.14; P<.001) were significantly greater in the BID arm at week
compared to the BID arm at week 3 (-1.0 3.

vs -7.0; P=.003)

Conclusions: Both radiation regimens were well tolerated. However, the QD arm had better quality of .........
life scores at week 3 and was perceived to be less inconvenient.
GeCP
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A phase I study of anlotinib with concurrent chemoradiotherapy for limited-stage small

cell lung cancer

Grade 1 Grade 2 Grade 3 Grade 4  All grades
Lymphocyte count decreased 2(17%) 3 (25%) 6 [50%) 0 {0%%) 11 (92%)
Anemia 5 (42%) 6 [50%) D [0%) I 0 {0%5) 11 (92%)
Cycle 1 Q3W Cycle 2-3 Q4w Cycle 4-6 Q3W Neutrophil count decreased 11(8%) 3(25%) | 5(42%) 1(8%) | 10(83%)
I::i:t:aglhility White blood cell count decreased | 0(0%) | 6(50%) | 5(42%) | 0(0%) | 11(92%)
- Etoposide + el Etoposide + Platelet count decreased S{42%) | 3(25%) | 0(0%) | O(0%) | 8(67%)
= LS-SCLC Cisplatin 4 Cisplatin Hypertension 0 (0%) 5(42%) | 2(17%) [ 0 {0%) 7 (58%)
-y . Radiathesspy . Nausea 2(17%) | 4(33%) | o(o%) | ofo%) | &(50%)
diagnosed t o
untreated Anlotinib Anlatinib Anlotinib Constipation 4 {33%) 010%) D [0%) l D {M:l 4 (33%)
: :zqﬁu::eu;ga" (12mg) IUE;:':;'E;;:i:r:I}DH; (12mg) Hypertriglyceridemia 4 (33%) 0(0%) 0 (0%) 0 (0%%) 4 (33%)
i - Expectoration 0(0%) | 3(25%) | 0(0%) l 0(0%) | 3(25%)
Cough 1(8%) | 2(17%) | o(o%) | ofox%) | 3(25%)
g Ch“-‘mrthefp\’ o1 - _— Hypercholesteremia 3(25%) | o0(0%) | ofox) | owx) | 3(25%)
- b . m m » o ™ n nr
Cyc e;lf /5/6: etoposide, 100 mg/ 3, g3w and cisplatin, 25 Decressed appatite 325%) | 0(o%) o (O%) 2% | 3(25%)
mg/m?, d1-3, q3w. )
- Cycle 2/3: etoposide, 50 mg/m?, d1-5, gdw and cisplatin, 25 Hyponatraemia 1(8%) | 1(8%) 0 (0%) l 0 (0%) 2 (17%)
mg/m?, d1-3, gdw. Radiation esophagitis 1(B%) 1 (8%) 0 (0%) 0 {0rg) 2 (17%)
. Upper respiratory tract infection 1 (B%) 1 (8%) 0 (0%) ] 0 {0%c) 2 (17%)
* Radiotherapy
- 60 Gy in 30 daily 2-Gy fractions starting on day 1 of cycle 2. Bloody sputum 118%) 1(8%) 0f0%) | 0Ofo%) | 2(17%)
ncreased ALT 217%) | o(o%) | ofom | owe | 207%)
Hypoproteinemia 2(17%) 0 (0%) 0 (0%) 0 (0%) 2 (17%)
Red blood cell count decreased | 2(17%) | 0(0%) | 0O (0%) l o(o%) | 2(17%)
Hypoparathyroidism 2{17%) 0 [05) 0 [0%) 0 (055) 2 (17%)
1 o H H H H Hands trembli 2(17% 0 (0% 0 (0% IUD‘!‘E 2(17%
Conclusion: Combined treatment with anlotinib and i um | owm | oM | olom) | 2a7
o ) Albumin decreased 0(0%) | 0(0%) 1(8%) | 0(0%) 1 (8%)
CCRT for limited-stage small cell lung cancer is well pulmonary emballsm 0% | oww) | 1w | olox) | (6%

tolerated and further clinical investigation is warranted
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Adebrelimab or placebo plus carboplatin and etoposide as first-line treatment
for extensive-stage SCLC: A phase 3 tria(CAPSTONE-1)

e Study objective

— To evaluate the efficacy and safety of 1L adebrelimab (a fully humanized IgG4 anti-PD-L1 monoclonal
antibody) + chemotherapy in patients with extensive-stage SCLC

Key patient inclusion criteria
« Extensive-stage SCLC

= No prior systemic therapy
- ECOG PS 0-1
(n=462)

*Carboplatin AUC5 D1 + etoposide 100 mg/m? D1-3

Cheng, et al. AACR; 2022. Abstract nr CT038

Adebrelimab 20 mg/kg D1 + Adebrelimab
mma cChemotherapy™ q3w (4-6 cycles) 20 mg/kg D1 q3w PD/toxicity
(n=230) (up to 2 years)

Stratification

» Liver metastases (yes vs. no)
» Brain metastases (yes vs. no)
* LDH (normal vs. elevated)

Placebo +

amda Chemotherapy™ q3w (4-6 cycles) Placebo q3w PD/toxicity
(n=232)

Primary endpoint Secondary endpoints

- OS * PFS, ORR, DoR, DCR, safety e S
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Adebrelimab or placebo plus carboplatin and etoposide as first-line treatment
for extensive-stage SCLC: A phase 3 trial

Overall survival Progression-free survival

Adebrelimab + Placebo +

Adebrelimab + Placebo +
chemotherapy chemotherapy chemotherapy chemotherapy
mOS, mo (95%Cl) 153 (132,17.5)  12.8(11.3,13.7) mPFS, mo (95%Cl) 5.8 (5.6, 6.9) 5.6 (5.5, 5.7)
HR (95%CI) 0.72 (0.58, 0.90) HR (95%CI) 0.67 (0.54, 0.83)
100 Log-rank, 1-sided p 0.0017 100 Log-rank, 1-sided p <0.0001
2 80+ —— Adebrelimab 39"" 80 4 —— Adebrelimab
= Placebo 2 Placebo
= 601 5 60
g - 3
g- 40 : 2 40 -
% : P :
o 204 ! L 20~ !
0 T T T 1 ; Tt 0 | ; 5|'g°| :IIII |:i T T T 1
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 0 2 4 6 810121416 18 20 22 24 26 28 30
No. at risk Time since randomization, months No. at risk Time since randomization, months
Conclusions
In patients with extensive-stage SCLC, adebrelimab + chemotherapy demonstrated significant
. . . . . Orgonizado por:
improvement in survival compared with chemotherapy alone and had a manageable safety profile o
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Serplulimab, a novel anti-PD-1 antibody, plus chemotherapy versus chemotherapy alone as first-line
treatment for extensive-stage small-cell lung cancer: An international randomized phase 3 study

IV, Q3W, up to 4 cycles
Main inclusion criteria
« Histologically/cytologically diagnosed Serplulimab (4.5 mg/kg, D1)
with ES-SCLC + Carboplatin (AUC 5, D1) Serplulimab (4.5 mg/kg, D1)
* No prior systemic therapy for ES-SCLC + Etoposide (100 mg/m?, D1-3)

» At least one measurable lesion s .
. ECOG PS 0/1 until disease progression or

intolerable toxicity

Stratification factors

+ PD-L1 expression levels (negative: TPS Placebo (4.5 mg/kg, D1)
<1%, positive: TPS 21%, or NA) + Carboplatin (AUC 5, D1) Placebo (4.5 mg/kg, D1)

« Brain metastases (Yes vs No) + Etoposide (100 mg/m?, D1-3)

* Age (<65 vs 265)
Primary endpoint: OS

Secondary endpoints: PFS, ORR, DOR, Safety and immunogenicity

Organizado por:
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Serplulimab, a novel anti-PD-1 antibody, plus chemotherapy versus chemotherapy alone as first-line
treatment for extensive-stage small-cell lung cancer: An international randomized phase 3 study

Overall survival

M.,,u‘ . 12-mo rate
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Placebo + chemo
(n=196)

100 (51.0)

Serplulimab + chemo
(n=389)

Events, n (%) 146 (37.5)

mOS, mo (95%Cl) 15.4 (13.3, NE) 10.9 (10.0, 14.3)

HR (95%Cl); p-value 0.63 (0.49, 0.82); <0.001

100 A

PFS by IRRC per RECIST 1.1
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i T T T T T

T T T T T T T T 1
10111213 141516 17181920 21 22 23 24
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-
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Serplulimab + chemo Placebo + chemo

(n=389) (n=196)
Events, n (%) 223 (57.3) 151 (77.0)
mPFS, mo (95%Cl) 5.7 (5.5, 6.9) 4.3(4.2,4.5)

HR (95%Cl)

0.48 (0.38, 0.59)

In patients with extensive-stage SCLC, serplulimab + CT demonstrated

superior survival to SoC at this planned interim analysis and had a

manageable safety profile
Cheng Y, et al. J Clin Oncol 2022;40(suppl):Abstr 8505
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Primary Results from IMfirst, a Phase lllb Open Label Safety Study of Atezolizumab Plus
Carboplatin/Cisplatin and Etoposide in an Interventional Real World Clinical Setting of
Extensive-Stage Small Cell Lung Cancer (ES-SCLC) in Spain

KE'\I' Ellglblllt‘y’ criteria: Induﬂ.lnn Maintena nce Table 1. Demographic and baseline characteristics
: All patients
(4/6 x 21-day cycles) n (%) (N=155)
*Measurable ES-SCLC Age
(RECIST w1.1) Sgg years 3; :igi:;
. >65 years .
CECOG PS 02 Atezolizumab Treat until CanE
(1200 mg IV, Day 1) + Atezolizumab PD or loss Male 112 (72.3)
=No prior systemic > carboplatin/cisplatin + > P+ ofdi niFil > sm?:?;lehimw 43(22.7)
treatment for ES-SCLC etoposide benefit Never 2(13)
Current 87 (56.1)
=Patients with history of m;g"::‘ 66 (42.6)
treated symptomatic®, Carboplatin: AUC 5 mg/mL/min IV, Day 1 PC| per local standard of care 0 38(24.5)
asymptomatic treated or Cisplatin: (75 mg/m? IV, Day 1) Consolidation RT per local standard of care 1 100 (64.5)
untreated brain Etoposide: 100 mg/m? IV, Days 1-3 2 17 (11.0)
metastases. HIV + status CNS metastases at baseline 27(17.4)
and autoimmune diseases Q;Tn:‘;:i::s disease - 11%‘3""01
are eligible LDH > ULN at baseline 88 (56.8)
High tumor burden® 130 (83.9)
(A =155, 29 sites) Concomitant steroid treatment at baseline 34(21.9)
I Prior radiotherapy at baseline 27(17.4)

EudraCT: 2019-002784-10 * FoundtionOne Liguid Cix ints:
! +  DSP: Nanostring GeoMX H ;?::;?i:g::::;?i FoundationOne
+ Iftissue availability after [+ - ' — Liquid COx

and upon progression

DSP: FoundationOne CDx
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Primary Results from IMfirst, a Phase lllb Open Label Safety Study of Atezolizumab Plus
Carboplatin/Cisplatin and Etoposide in an Interventional Real World Clinical Setting of
Extensive-Stage Small Cell Lung Cancer (ES-SCLC) in Spain

Flgure 3. PFS [a) and O5 [b)

a ™ Table 3. Efficacy summary
; All patients (N = 155)
ORR, n (%)* 107 (69.0)
" Best overall response, n (%)
£ Complete response 1 (0.67)
) Partial response 106 (68.4)
1 Stable disease 31 (20)
Progressive disease 5(3.2)
K Not evaluable® 12 (7.7)
e mDOR, months (95% Cl) 5.1(4.8, 5.8)
- Progression-free survival (PFS)*
mPFS (95% Cl), months 6.2 (5.8, 6.4)
] b-month PF5 rate, % (95% CI) 55.5 (47.3, 62.9)
o 12-month PFS rate, % (95% CI) 13.9 (9.0, 19.9)
fé Overall survival (O5)
it mOS5 (95% Cl), months 10.0 (8.6, 11.9)
12-month O5 rate, % [95% CI) 42.3 (34.4, 49.9)
& 18-month O5 rate, % [95% CI) 25.2 (18.4, 32.6)
"

Ma. W ek
Al furianm Lss P L] 2 REL L ~ (2] L W = 12 ]

2022 I“I' | 1
Garcia Campelo, Annals Oncol, 22, VOLUME 33, SUPPLEMENT 7, S1246-S1247 : Ry i
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Primary Results from IMfirst, a Phase lllb Open Label Safety Study of Atezolizumab Plus
Carboplatin/Cisplatin and Etoposide in an Interventional Real World Clinical Setting of
Extensive-Stage Small Cell Lung Cancer (ES-SCLC) in Spain

Figure 2. Most common TRAEs, TRSAEs and IMAEs -
Any TRSAE - 15 l 12.9%
Enterocolitis =~ 2 1.3%
TRAEs Colitis 2 13%
Vomiting I 0.6%
el e
MNervous System Disorder . 0.6%
Anemia -? 18.7% Paraneo plastic Myelopathy 1 0.6%
Increased ALT l‘ 10.3% Neutropenia 1 0.6%
Immune-Mediated
Meutropenia I? 9.7% Encephalitis 1+ 06%
Diarries l‘ 0.7% Febrile Neutropenia 1 pgu
Diarthea 1 g
Decreased Meutrophil Count IE 8.4% aneria B
nnnnn 0.6%
Decreased Platelet Count I4 7.7% Subileus In_ﬁ% WGrade 1-2 © Grade 3-4 W Grade5
Thrombocytopenia Ill B.5% o 5 a0 15 20 23
Number of patients with TRSAE
Increased GGT IZ 6.5%
Vomiting I3 E.A8% IMAESs
Decreased Lymphocoyte Count E 5.2% Any IMAE _ 3 4.5%
Febrile Neutropenia 2 1.3% Optic Neurite - -
2 Adrenal Insufficiency -0_5%
Mervous System Disorder 2 1.3%
Hyperthyroidism -D.Eﬂ&
Subileus | 1 0.6% mGradel? wGrade3-4 WGrades N— -
o 50 100 150 200 Hepatotoxicity 1 oex m Grade 1.2 Grade 3-4
Number of patients with TRAEs g 5 5 2 . - . 5
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Phase lllb study of durvalumab plus platinum-etoposide in first-line treatment of extensive-
stage small-cell lung cancer (CANTABRICO): Treatment patterns of chemotherapy combination
phase with durvalumab .

elcc @ s,
Objective: to assess safety and effectiveness of D plus EP in a real world ES-SCLC population

* Treatment naive ES-SCLC, including progressive disease after Asthenia 61 (60) 4(4)

at least 6 months without treatment for LS-SCLC Anaemia 47 (47) 22(22)
* WHO PS 0-2 Neutropenia 33(33) 20(20)
* Eligible to receive platinum-based 1L therapy Dyspnea 28 (28) 3(3)
* Patients with either asymptomatic or treated and stable brain Durvalumab + PT-ET, Durvalumab Overall Survival Constipation 25 (25) 1(1)
metastases are permitted ] 4-6 cycles q3w 2 q4w until pd |EEEFEEEE Follow up Alopecia 24 (24) -
* Adequate hematologic and organ function Diarrhoea 20 (20) -
« Life expectancy >12 weeks Cough 15 (15) -
* Body weight >30 kg Thrombocytopenia 14 (14) 9(9)
Back pain 14 (14) -
Primary endpoint: Pyrexia 14 (14) 1(1)
Safety (incidence of Grade 23 AE, imAE) Nausea 14 (14) B
Secondary endpoints: Arthralgia 12 (12) R
PFS, OS, ORR, DOR, 6/12m PFS, 6/12/18m 0OS, 12m DOR, TTD, safety and Hypothyroidism 11 (11) B
tolerability, PRO & health care resources use. Vomiting 11 (11) 2(2)
Decreased appetite 11 (11) 1(1)

IMMUNE MEDIATED ADVERSE EVENTS

Conc|usion: the Safety prof”e and Complete response 4{4.) 6{2.) IMAE (N, %) All Grade 3-5

. . Partial response 48 (48) 176 (66) Hypothyroidism 10(10) -
clinical benefit of durvalumab was Stable disease® 33(33) 20(7) Pneumonitis 4 (a) 303)
i ; Progressive diseas 8(8 32 (12 Hyperthyroidism 2(2) -
consistent with CASPIAN. rogressive disease @) = Rash ) T
Mot evaluable 8(8) 3(1) — Organizado por:
Objective response 52 (52) 182 (68) Hypophysitis 1(1) -
Unconfirmed Objective response 72 (71) 213 (79) :ephr:tls_ disord 1(1) -
Clinical benefit rate 85 (84) 196 (83) eurological disorder | 1 (1) 1) Gec P
Paraneoplastic
. 1(1) 1(1)
neurological syndr. lung cancer

D. Isla.Annals of Oncology (2022) 33 (suppl_2): S97-S104 research




First-Line Pembrolizumab or Placebo Combined With Etoposide and Platinum
for ES-SCLC: KEYNOTE-604 Long-Term Follow-Up Results

e Study objective

— To evaluate the long-term efficacy and safety of 1L pembrolizumab + etoposide + platinum in patients
with extensive-stage SCLC in the KEYNOTE-604 study

Pembrolizumab 200 mg D1 + Pembrolizumab
etoposide 100 mg/m? (D1-2) + 200 mg D1 g3w PD/

1 * t o .t
Key patient inclusion criteria platmum(ni:;‘;é;‘ cycles) (Upc;ﬁgtill;yggls) + oxicity

« Stage IV SCLC Stratification

* No prior systemic therapy « Platinum (cisplatin vs. carboplatin)

» No unstable brain - - ECOGPS (0vs. 1)
metastases - LDH (SULN vs. >ULN)

- ECOG PS 0-1 Placebo D1 +
: Placebo D1 q3w
T ey g (P03 oes)+ &2
(n=225) optional PCI
Primary endpoints Secondary endpoints el o Froenioc o S
* PFS (BICR), OS * ORR, DoR, safety «-e&—“'y on Lung Cancer GecCP

AUGUST 6-9, 2022 | VIENNA, AUSTRIA lung cancer
research

Rudin CM, et al. J Thorac Oncol 2022;17(suppl):Abstr OA12.06



First-Line Pembrolizumab or Placebo Combined With Etoposide and Platinum
for ES-SCLC: KEYNOTE-604 Long-Term Follow-Up Results

Overall survival
Pembrolizumab + EP Placebo + EP

(n=228) (n=225)
Events, n (%) 197 (86.4) 211 (93.8)
mOS, mo (95%CI) 10.8 (9.2, 12.9) 9.7 (8.6, 10.7)
HR (95%Cl) 0.76 (0.63, 0.93)

— Pembrolizumab + EP
—— Placebo +EP

00 -

T
9

1
12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time, months

Progression-free survival
Pembrolizumab + EP Placebo + EP

(n=228) (n=225)
Events, n (%) 210 (92.1) 221(98.2)
mPFS, mo (95%CI) 4843 54) 4342, 45)
HR (85%CI) 0.70 (0.57, 0.85)
—— Pembrolizumab + EF
—— Placebo +EP
e Fmmm———————
69
05

1
12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time, months

[
00 =
co_

Organizado por:

lung cancer
research

s . 2022 World Conference
e — “i.;r__y on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA



First-Line Pembrolizumab or Placebo Combined With Etoposide and Platinum
for ES-SCLC: KEYNOTE-604 Long-Term Follow-Up Results

Subgroup No. of patients/ 0S, HR Pembrolizumab + Placebo + EP
No. of Events (95% Cl)
Overall 453/408 P 0.76 (0. 63-0.93) Responses EP (n=228) (n=225)
Age v e 216191 e 353 1085340 ORR, % (95%Cl) 70.6 (64.2, 76.4) 61.8 (55.1, 68.2)
Sex e 384273 T 0.7 {0.61.098 BOR, n (%)
Sery. 9 13538 — 0.60 (084100
Region of Non-East Asia 369/329 —. 0.82 Bo 66-1.02) CR E (22) E (09)
..o osbup East Asia 84/79 e 0.61(.38-0 96)
s R owAR = S 85308 PR 156 (68.4) 137 (60.5)
gy s SRERIY D 40 (17.5) 56 (24.9)
——r . B 9358 g 0.90 {0641 26 PD 8 (3.5) 12 (5.3)
ok A T
ean L e 077 057103 mDoR, mo (range) 4.2 (1.0+to 47.2+) 3.7 (1.4+ to 46.8+)
metastasis No 266/230 e 0.75 {0 58-0.98
[0)
POLICPS <] 175/166 —— 0740541 01 DoR212m % 20,7 3,3
themomorapy Cobopain  imse  ——=— SHGENR DoR236m % 11,5 0,8
0.0 0.5 10 15 20
-+ —
Favors pembrolizumab ¢ EP  Favors placebo +EP

CO n CI US i O nS Organizado por:

In pat_lents with _extenswe-stage SCLC,_1_L pembrollz_umab + etoposide |, ¢ 4 Y , 2022 World Conference .5.

* platinum con’_unued jto demonstrate clinically meanlngfu_l ~@8— &% on Lung Cancer GecCP

Improvements in survival with a manageable Safety prOflle AUGUST 6-9, 2022 | VIENNA, AUSTRIA lung cancer

research



SKYSCRAPER-02: Primary results of a phase lll, randomized, double-blind, placebo-controlled study of
atezolizumab (atezo) + carboplatin + etoposide (CE) with or without tiragolumab (tira) in patients (pts) with
untreated extensive-stage small cell lung cancer (ES-SCLC)

2022 ASCO

ANMNUAL MEETING

1L ES-SCLC Induction (4 x 21 day cycles) Maintenance
*ECOG PS 0—? Tiragolumab 600 mg IV Q3W + Tiragokumeb + Treat until
-Measurable disease Atezolizumab 1200 mg IV Q3W + RN progression,
‘No prior systemic Carboplatin + Etoposide (CE)* loss of clinical
treatment for ES disease u:::::g};&e
-Patients with treated or Placebo IV Q3W + Placebo + toxicity
untreated asymptomatic Atezolizumab 1200 mg IV Q3W + Sl B
brain metastases eligible Carboplatin + Etoposide (CE)* No crossover

N=490

Secondary endpoints
* OS, PFS (full analysis set) ORR, DoR, safety

Co-primary endpoints

* OS, PFS (primary analysis set)

Co-Primary Endpoints: Secondary Endpoints:
*ECOGPS (0Ovs. 1) +0S and investigator-assessed +PFS and OS in Full Analysis Set . t-off date of 6 F 2022
- Brain metastases (Yes vs. No) PFS in Primary Analysis Set (all randomized patients) Cut-off date of 6 February 20
’ (all randomized patients without + Confirmed objective response rate + Median follow-up of
*LDH (s ULN vs, > ULN) presence or history of brain + Duration of response 14.3 months (Primary
metastases at baseline) + Safety Analysis Set) ‘
+ Pharmacokinetics Organizado por:

-PROs
. Primary analysis set included all patients without brain metastases;

full analysis set included all enrolled patients Gec P

lung cancer

Rudin CM, et al. J Clin Oncol 2022;40(suppl):Abstr LBA8507 research
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SKYSCRAPER-02: Primary results of a phase lll, randomized, double-blind, placebo-controlled study of
atezolizumab (atezo) + carboplatin + etoposide (CE) with or without tiragolumab (tira) in patients (pts) with
untreated extensive-stage small cell lung cancer (ES-SCLC)

PFS: Primary Analysis Set

Tiragolumab + Placebo +
b+ CE i +CE
100 - (n=196) (n=201)
Patients with event, (%) 170 (86.7%) 170 (84.6%)
Median (months, 95% Cl) 5.4 (4.7,55) 56(54,5.9)
b Stratified HR* (85% CI) 1.11(0.89, 1.38)
g p-value (log-rank) 0.3504**
n
&t 60
s
>
H
é 40
4 —— Placebo + atezolizumab
T +CE (n=201)
20 | — Tiragolumab + atezolizumab
+ CE (n=196)
+  Censored
0

T T T T T T T T T T T T T 1
9 10 11 12 13 14 15 16 17 18 19 20 21 22
Time (months)

T T T T T T T T
0 1 2 3 4 5 6 7 8

807 n Tiragolumab +
atezolizumab + CE

m Placebo +

50— atezolizumab + CE

Response (%)
i

Complete Stable
response* / disease disease
partial response

Progressive

Rudin CM, et al. J Clin Oncol 2022;40(suppl):Abstr LBA8507

2022 ASCO
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Interim OS: Primary Analysis Set

Probability of OS (%)

Tiragolumab + Placebo +
atezolizumab + CE  atezolizumab + CE
(n=196) (n=201)

100
Patients with event, (%) 107 (54.6%) 105 (52.2%)
Median (months, 95% CI) 13.6 (10.8, 14.9) 13.6 (12.3, 15.2)
80 Stratified HR* (95% CI) 1.04 (0.79, 1.36)
p-value (log-rank) 0.7963"*
60 -
40 +
—  Placebo + atezolizumab
+ CE (n=201)
20 || —  Tiragolumab + atezolizumab
+ CE (n=196)
+ Censcred
0

T T T T T T T T T T T T T T T 1
9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

Time (months)

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
(n=243) (n=247)
Objective response 70.8 65.6
rate, % (95% CI) (64.6, 76.3) (59.3,714)
Duration of response
Responders, n 172 162
With subsequent 147 135
event, n (%) (85.5) (83.3)
Median, months 4.2 5.1 Organizado por:
(95% Cl) (4.1,4.4) (4.4,5.8)
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SKYSCRAPER-02: Primary results of a phase lll, randomized, double-blind, placebo-controlled study of
atezolizumab (atezo) + carboplatin + etoposide (CE) with or without tiragolumab (tira) in patients (pts) with
untreated extensive-stage small cell lung cancer (ES-SCLC)

2022 ASCO

ANMNUAL MEETING

Subgroup OS: patients with brain metastases

Tiragolumab + Placebo +
alezolizumab + CE atezolizumab + CE
Tiragolumab + Placebo + Baseline risk factors - Latler betler
atezolizumab + CE atezolizumab + CE
(n=47) (n=46)
Median (months, 95% CI)  11.70 (821, NE) 10.64 (9.03, NE) All patients

HR (35% Cl) 0.92 (0.53, 1.59) Baseline ECOG

0
1

100 —

80 —

60

LDH
sULN
>ULN

40 —
—— Placebo + atezolizumab
+ CE (n=46)

20 o — Ii:;ag?rl‘;r?a]h+ atezolizumab Brain metastasis
+ Censored Yes

0 T T T T T T T T T T T T T T T Mo

0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 . . 1
Time (months) Brain metastasis: Yes .

Treated [ S—
Untreated

Probability of OS (%)

Liver metastasis at enrollment

Yes
No

Combining tiragolumab with 1L SoC did not demonstrate any additional
the survival benefit compared with atezolizumab + CT alone, either in

those with or without brain metastases, while atezolizumab +CT showed

GecCP

lung cancer

Rudin CM, et al. J Clin Oncol 2022;40(suppl):Abstr LBA8507 research

efficacy in those with untreated brain metastases




Sintilimab plus anlotinib as second or further-line therapy for small cell lung cancer: An
objective performance trial 2022 ASCO

ANNUAL MEETING

Key patient inclusion criteria
* Extensive-stage SCLC Sintilimab 200 mg IV D1 +

+ 21 line of therapy anlotinib 12 mg D1-14 q3w
- ECOGPS 0-2 (n=42)
(n=42)

Primary endpoint Secondary endpoints
* PFS * ORR, DCR, OS, safety

Organizado por:
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Sintilimab plus anlotinib as second or further-line therapy for small cell lung cancer: An

objective performance trial

Sintilimab
Summary of clinical activity (n=39)
mPFS, mo (95%Cl) 6.0 (4.8,7.2)
6-mo PFS rate, % 50.5
12-mo PFS rate, % 27.8
mOS, mo (95%Cl) NR
ORR, n (%) 19 (48.7)
DCR, n (%) 31(79.5)

Ma S, et al. J Clin Oncol 2022;40(suppl):Abstr 8516

Best change from baseline, %

2022 ASCO

ANNUAL MEETING
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Sintilimab plus anlotinib as second or further-line therapy for small cell lung cancer: An
objective performance trial 2022 ASCO

#ASC022
ANNUAL MEETING -

Sintilimab

TRAEs, n (%) (n=42)
Any 40 (95.2)
Most common (210% of patients)

Hypothyroidism 19 (45.2)

Hypoproteinemia 17 (40.5)

GGT increased 16 (38.1)
Grade 34 22 (52.4)

Elevated GGT 5(11.9)

Elevated bilirubin 3(7.1)

Elevated ALT 2 (4.8)
Led to discontinuation 3(11.5)

In patients with extensive-stage SCLC, sintilimab + anlotinib showed encouraging antitumor

activity with a manageable safety profile RN
lung cancer
Ma S, et al. J Clin Oncol 2022;40(suppl):Abstr 8516 research



Phase 2 Study Analysis of Talazoparib (TALA) Plus Temozolomide (TMZ) for
Extensive-Stage Small Cell Lung Cancer (ES-SCLC)

e Study objective
— To evaluate the efficacy and safety of talazoparib + temozolomide in patients with extensive-stage SCLC

Key patient inclusion criteria
Talazoparib 0.75 mg/day +

temozolomide 37.5 mg/m2 D1-5
gq4w

« Extensive-stage SCLC Primary endpoint

* ORR

» Relapsed or refractory
(n=28%)

Secondary endpoints

Response Talazoparib + temozolomide (n=28) * PFS: OS: DOR, TTR, Safety

PR, n (%) 11 (39.3)

mTTR, mo 1.8

mDoR, mo 4.3

mPFS, mo 4.3 Organizado por:

mOs, mo - IASLC /airdd 2022 World Conference -

<«f— &) on Lung Cancer GecC

Goldman J, et al. J Thorac Oncol 2022;17(suppl):Abstr OA12.03 AUGUST 6-9, 2022 | VIENNA, AUSTRIA rsearen



Phase 2 Study Analysis of Talazoparib (TALA) Plus Temozolomide (TMZ) for
Extensive-Stage Small Cell Lung Cancer (ES-SCLC)

Response by platinum subgroups

Talazoparib + temozolomide

Response (n=28) B NA - expired
PD
PR, n (%) 11 (39.3) 14 - B sD
12 - B PR
mTTR, mo 1.8
c 10'
mDoR, mo 4.3 g g-
S 4
mPFS, mo 4.3 5 67
4 3 2
mOS, mo 11.9 2 - 2
0 1
Platinum Platinum Platinum
refractory resistant sensitive

Organizado por:

S

IASLC /arddi 2022 World Conference
<<@8— &' on Lung Cancer GeCP
Goldman J, et al. J Thorac Oncol 2022;17(suppl):Abstr OA12.03 AUGUST 6-9, 2022 | VIENNA, AUSTRIA researeh




Phase 2 Study Analysis of Talazoparib (TALA) Plus Temozolomide (TMZ) for
Extensive-Stage Small Cell Lung Cancer (ES-SCLC)

Progression-free survival by

treatment-emergent mutations Median (95% CI) Grade 3-4 AEs, % Talazoparib + temozolomide
- 3.5(1.80) (n=28)
100 - —— No new mgtatlc-n : :
— Newmutation™ 5 ¢ 3969 Platelet count 60.7
S, 75 - decreased
E Anemia 53.6
o 50
e Neutrophil count 32.1
L
0 254 decreased
o P=0099 WBC count decreased 17.9
0 25 5.0 75 10.0 Atypical pneumonia 3.6
Time, months
Conclusions

In patients with extensive-stage SCLC, talazoparib +
temozolomide demonstrated promising clinical activity
with a manageable safety profile

Organizado por:

IASLC 4% ‘",gm '“\g 2022 World Conference
<<@8— " on Lung Cancer GecCP

....... lung cancer
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Circulating tumor DNA (ctDNA) mutations associate with response in patients with extensive- N
(Q stage small cell lung cancer (ES-SCLC) treated with talazoparib and temozolomide (TMZ) )

TRIQ-US Maria A Velez', Amy Lauren Cummings’, Matthew C Mulroy?, Edward B. Garon', Dennis J. Slamon', Jonathan W. Goldman' TRIO-US

David Geflen School of Medicine al UCLA, Los Angeles, . CA. UCLA Medical Center. Los Angeles, CA

Figure 1. DDR mutation characterization by best response

0 U W, ctDNA was collected and assessed based on allele
. . _ - frequency and plasma copy number at baseline and every
’_ . ’_ . . 8 weeks during treatment with the Guardant360 assay

N N E

& | HE BEEE DDR status was defined as a mutation known or likely to
| result in aberrant expression of ATM or BRCA1/2

PD ; : o Mutation Type
v..t ‘ MNong
fﬁy [ | | { Baseling
,-.-':': . Treatment
EII"I'IDFﬂ{II“Il
Conclusions: Mutations in DDR genes occur on treatment S
with TALA and TMZ and may associate with disease control.
S y 202ASCO g GecCP
Validation is needed UAL MEETING
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Efficacy of Nivolumab and Temozolomide in Extensive Stage Small Cell Lung
Cancer after Chemo-Immunotherapy: A Phase 2 Trial

e Study objective

— To evaluate the efficacy and safety of nivolumab + temozolomide in a cohort of patients with extensive-
stage SCLC*

Primary endpoint

Key patient inclusion criteria « ORR (RECIST v1.1)
» Extensive-stage SCLC

» Refractory or recurrent to Nivolumab 480 mg IV q4w +

platinum chemo-immunotherapy temozolomide 150 mg/m2 D1-5 PO
« Any PD-L1 status

(n=25t)

Secondary endpoints
* PFS, OS, safety

Organizado por:

*A second cohort of patients with metastatic neuroendocrine carcinoma was also assessed; H'!I‘.\I! .&
715 patients were initially enrolled and a total of 25 patients enrolled if 22 responses were observed 2&5 & :::I:::::..:: ggZLzu\]f‘\logg'i%I:ference Gec P
i,
H\,&'_r_? g lung cancer
Owen DH, et al. J Thorac Oncol 2022;17(suppl):Abstr OA12.04 A i e



Efficacy of Nivolumab and Temozolomide in Extensive Stage Small Cell Lung
Cancer after Chemo-Immunotherapy: A Phase 2 Trial

Waterfall Plot Showing Maximum Change in the Sum of Target Lesions
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Efficacy of Nivolumab and Temozolomide in Extensive Stage Small Cell Lung
Cancer after Chemo-Immunotherapy: A Phase 2 Trial

Nivolumab + temozolomide

Grade 23 TRAEs, n (%) (n=28)
) ) ) ) ) Any 19 (70)
Progression-free survival Overall survival Overall survival according to
brain metastases Lymphocyte count 10 (37)
b ] Bﬂmﬁtastases decreased
0.8 0.8+ T Yes Fatigue 5(19)
% %o_e— %o.e— Platelet count 3 (11)
g 2 8 decreased
® 0.4+ 0.4
& 8 o Anemia 2(7)
0.2 0.2
Vomiting 2(7)
L BN B B NN B N B BN N B B B BN B B | 07 LN B N BN B N N B N B N N BN B BN | 0_| T T T T T T T T T Gener‘a“zed muscle 2(7)
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Time, months Time, months No. at risk Time, months weakness
Nausea 1(4)
Diarrhea 1(4)
. Anorexia 1(4)
Conclusions -
Constipation 1(4)
In patients with extensive-stage SCLC, nivolumab + temozolomide
demonstrated clinical activity particularly in those with platinum-
sensitive disease IASLC forddh 2022 World Conference
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Phase 1 Updated Exploration and First Expansion Data for DLL3-targeted T-cell
Engager Tarlatamab in Small Cell Lung Cancer

e Study objective

— To evaluate the efficacy and safety of tarlatamab, a DLL3-targeted T-cell engager, in patients with SCLC
in the DelLLphi-300 study

Dose escalation Dose expansion

Key patient inclusion criteria

- SCLC

 Progressed or recurred on 21 Tarlatamab Tarlatamab
platinum-based chemotherapy 0.003-100 mg 100 mg

- ECOGPS 0-2

(n=106)

Primary endpoint Secondary endpoints
* Safety * PK, antitumor activity
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Phase 1 Updated Exploration and First Expansion Data for DLL3-targeted T-cell
Engager Tarlatamab in Small Cell Lung Cancer

Progression-free survival
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Phase 1 Updated Exploration and First Expansion Data for DLL3-targeted T-cell
Engager Tarlatamab in Small Cell Lung Cancer

Confirmed
responses, n (%)

ORR
BOR
CR
PR
SD
PD
NE
NA
DCR

Conclusions

Tarlatamab (n=105)

24 (23)

2(2)
22 (21)
31 (3)

8 (8)
35 (33)

7 (7)
55 (52)

Grade 23 TRAEs, n (%) Tarlatamab (n=106)
Any 33 (31)
Led to discontinuation 4 (4)
Cytokine release syndrome 1(1)
Pyrexia 2(2)
Fatigue 3(3)
AESI
Neurologic events 7 (7)
Neutropenia 10 (9)

Organizado por:

In previously treated patients with SCLC, tarlatamab demonstrated S
encouraging antitumor activity with a manageable safety profile IASLC /arddi 2022 World Conference
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First—line nivolumab (NIVO) plus ipilimumab (IP1) vs chemotherapy (chemo) in
patients (pts) with unresectable malignant pleural mesothelioma (uUMPM): 4-
year update from CheckMate 743

Study objective

To evaluate the long-term efficacy and safety of nivolumab + ipilimumab in patients with unresectable malignant
pleural mesothelioma in the CheckMate 743 study

Nivolumab 3 mg/kg q2w +

ipilimumab 1mg/kg qéw (up to 2 years)
(n=303)

Key patient inclusion criteria

. Unresectable"MPM = stratification PD/toxicity/
+ Treatment naive 1 « Histology (epithelioid vs. non-epithelioid) 2 years
- ECOG PS 0-1 * Gender follow-up

(n=605) Cisplatin or carboplatin +

pemetrexed q3w (6 cycles)

(n=302)
Primary endpoint Secondary endpoints
« OS * ORR, DCR, PFS (BICR), biomarker analysis, safety

Organizado por:
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First—line nivolumab (NIVO) plus ipilimumab (IP1) vs chemotherapy (chemo) in
patients (pts) with unresectable malignant pleural mesothelioma (uUMPM): 4-
year update from CheckMate 743

Key results

L Y

Overall survival
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First—line nivolumab (NIVO) plus ipilimumab (IPl) vs chemotherapy (chemo) in patients
(pts) with unresectable malignant pleural mesothelioma (UMPM): 4-year update from

CheckMate 743
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First—line nivolumab (NIVO) plus ipilimumab (IP1) vs chemotherapy (chemo) in
patients (pts) with unresectable malignant pleural mesothelioma (uUMPM): 4-
year update from CheckMate 743

20 - Grade
1-2 34
S Il
c -
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&
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©
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; 0,3
Rash Hypothyroidism / Diarrhea/  Pneumoniti Hepatitis Hyperthyroidism Hypophysitis Adrenal Nephritis / Hypersensitivity /  Diabete
thyroiditis colitis s insufficiency renal infusion reaction S
dysfunction mellitus

e Conclusions

— In patients with unresectable malignant pleural mesothelioma, nivolumab + ipilimumab continued to
provide long-term, durable benefit vs. chemotherapy and there were no new safety signals observed
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PEMbrolizumab Plus Lenvatinib In Second And Third Line Malignant Pleural
MEsotheLiomA Patients: A Single Arm Phase Il Study (PEMMELA)

Study objective
— To evaluate the efficacy and safety of 2L and 3L pembrolizumab + lenvatinib in patients with recurrent
malignant pleural mesothelioma

Key patient inclusion criteria Primary endpoint

+ Malignant pleural e ORR (mRECIST)
mesothelioma Pembrolizumab 200 mg IV q3w +

* Prior chemotherapy lenvatinib 20 mg/day PO

« ECOG PS 01

(n=38) Secondary endpoints
* PFS, OS, safety
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PEMbrolizumab Plus Lenvatinib In Second And Third Line Malignant Pleural
MEsotheLiomA Patients: A Single Arm Phase Il Study (PEMMELA)

O RR Local
investigator
PEM+LEN
(N=38)

Objective response (95% Cl) -% 58 (41-74)

Best overall response — n(%)

CR 0
PR 22 (58)
SD 16 (42)
PD 0

Objective response (only confirmed) 40 (24-57)
(95% Cl) -%

central reviewer ESR)
(2" endpoint) Sex (male), n(%) 33 (86.8)

Median age (range), 70.5 (36-83)

PEM+LEN e

(N=38) . ECOG PS 0, n(%) 19 (50)

42 (26-59) Histology, n(%)
Epithelioid 34 (89.5)
Non-epithelioid 2(5.3)
Mixed 2(5.3)

0 PD-L1 status, n(%)

16 (42) Positive (21%) 18 (47 .4)
Negative (<1%) 17 (44.7)

22 (58) Not available 3(7.9)

0

37 (22-54)

At evaluation, 13 patients still on treatment

Douma L-A, et al. J Thorac Oncol 2022;17(suppl):Abstr OA04.06

Organizado por:

IASLC m 2022 World Conference Ge C.;

AUGUST 6-9, 2022 | VIENNA, AUSTRIA



PEMbrolizumab Plus Lenvatinib In Second And Third Line Malignant Pleural
MEsotheLiomA Patients: A Single Arm Phase Il Study (PEMMELA)

Progression-free survival

Overall survival
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PEMbrolizumab Plus Lenvatinib In Second And Third Line Malignant Pleural
MEsotheLiomA Patients: A Single Arm Phase Il Study (PEMMELA)

Pembrolizumab + lenvatinib (n=38)

TRAEs Grade 1-2 Grade 3 Grade 4
Fatigue 21 0 0 SAE's: 13 in 10 patients
Hoarseness 21 0 0
Anorexia 3 } 0 Lenvatinib: 29 out of 38 patients (76%) required
Diarrhea 13 2 0 2 1 dose reduction/ permanent discontinuation
Hypertension 5 8 0
ALT/AST increased 5 2 0
- . . "
Stroke 0 5 0 Pembrolizumab: 3 pul qi 38 (8%) patients
pen‘nanent discontinuation.
Myositis 0 0 2
Conclusions

In patients with recurrent malignant pleural mesothelioma, pembrolizumab + lenvatinib
demonstrated encouraging clinical activity with a high ORR and had a manageable safety profile  coooimco
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Phase Il Trial of Sunitinib in Patients with Type B3 Thymoma or Thymic
Carcinoma in Second and Further Lines - STYLE Trial (NCT03449173)

I
Cohort A (n=12) - Cohort A (n=23)
B3 Thymoma l B3 Thymoma

Advanced or recurrent
thymic tumor

At least 1 previous CT line
(including Platinum based regimen)

Cohort B (n=12) Cohort B (n=23)
Thymic Carcinoma | Thymic Carcinoma

Eeep———— )
. = INTERIM

Secondary Endpoints: DCR, PFS, OS, Safety .
Treatment: Sunitinib 50 mg once daily for 4 consecutive weeks followed by a 2-week rest
period (schedule 4/2)
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Phase Il Trial of Sunitinib in Patients with Type B3 Thymoma or Thymic
Carcinoma in Second and Further Lines - STYLE Trial (NCT03449173)

B3 thymoma Thymic carcinoma Thymic carcinoma
(n=12) (n=23) (n=31)
Responses Interim analysis Efficacy analysis ITT analysis
ORR, n (%) [95%Cl] 0 [0, 26.5] 5(21.7) [7.5, 43.7] 6(21.4) [8.3, 41.0]
BOR, n (%)
CR 0 1(4.3) 1(3.6)
PR 0 4 (17.4) 5(17.9)
SD 11 (91.7) 15 (65.2) 19 (67.9)
PD 1(8.3) 3 (13.0) 3 (10.7)
NE 0 0 3(9.7)
DCR, n (%) [95%ClI] 11 (91.7) [61.5, 99.8] 20 (87.0) [66.4, 97.2] 25 (89.3) [71.8, 97.7]

In previously treated patients with thymic carcinoma, sunitinib demonstrated clinical activity (ORR 21%;

DCR:89%). Accrual in the B3 thymoma cohort was stopped owing to futility Ororizoc por
IASLC 4k 2022 World Conference -
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Phase Il Trial of Sunitinib in Patients with Type B3 Thymoma or Thymic
Carcinoma in Second and Further Lines - STYLE Trial (NCT03449173)

Progression-free survival Overall survival
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Outcomes of Induction Therapy Followed by Surgical Resection for Advanced

Thymic Tumor

* Retrospective analisis of 70 pt treated with induction CT followed by thymectomy for clinical stage
[1I/1V TET: Clinicopathologic, surgical and oncologic outcomes are evaluated

Response, n (%)
PR
SD
PD

Unknown

Surgical approaches, n (%)
Sternotomy

Thoracotomy

VATS

Sternotomy + thoracotomy

Surgical outcomes, n
(%)

RO resection

Induction therapy

44 (60)
16 (23)
5(7)
1(1)

57 (81)
7 (10)
4 (6)
2 (3)

39 (56)

Overall and progression-free survival
100 =

5-yr PFS: 56.8% vs.19.9%
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Conclusiones

v’ Los distintos patrones moleculares de SCLC pueden tener valor prondstico e indicar
susceptibilidad a tratamientos como la IT (subtipo inflamado)

v SCLC EL: no cambios en tto estandar. Ptes resultados de IT, antiangiogénicos
v SCLC EE:

v se consolida la combinacién de QT+IT (anti-PD-1//antiPDL-1) como tratamiento primera linea
v" Adiccidon de farmacos antiTIGIT no mejora los resultados de esta combinacidn (Skyscraper)
v" Segundas o sucesivas lineas: actividad prometedora de combinacion de IT y antiangiogénicos,
IPARP y temozolamida o IT y temozolamida
v' Mesotelioma
v’ Eficacia de la combinacién IPI+Nivo en primera linea mantenida a largo plazo
v" Actividad prometedora de la combinacién pembro/lenva en 22 linea

v’ Timoma
v Actividad prometedora de Sunitinib en carcinoma timico S
v’ Valor prondstico de la reseccién ROy la afectacién ganglionar tras tto neoadyuvante y cx GecC
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