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Small cell

( Lung NENs ]
Lung neuroendocrine carcinomas
WHO type [ Lung NETs (carcinoids) J [ g ]
Morphological features [ LCNEC ] [ SCLC ]
Architecture ( Well-differentiated organoid architecture )| Neuroendocrine architecture ) ( Small cells )
Mitoses/2 mm? ( <10 (typical: 0-2, atypical: 2-10) J(_ >0 J[_ <10 ]| >10 )
Necrosis [ Absent/focal necrosis ] [ Large zones of necrosis ]
Molecular subtype (Carcinoid A1) (Carcinoid A2) (Carcinoid B ) [ G3-LNET \( supra [ Typel )( Typenl [ ScCLC-ike SCLC-A scen [ scic-p scLc1 )
carcinoid LCNEC (previously
SCLC-Y)
Genomic alterations EIF1AX, CRGs CRGs MEN1, CRGs || MEN1, TP53, || TP53,RB1, ||TP53,STK11, 7P53 and RB1
RB1, CRGs BAP1, CRGs KEAP1 L - - < ,
Transcriptomic profile _ 10 A Y )
NE profile Neuroendocrine Non-NE Neuroendocrine Non-NE
A L AL A e
Other ASCL1 and ROBO1 and || UGTs, CYPs, Unknown ICGs high ASCL1 and Notch high Absent/ ASCL1 high NEUROD1 POU2F3 and MYC, IFN,
DLL3 high SLIT1 low ANGPTL3, DLL3 high unknown and MYC low || and mostly MYC high HLA, and T-
and ERBB4 MYC high cell receptor
high genes high
immune cell enrichment Dendritic Absent/ Monocytes Unknown Neutrophils Absent/unknown Absent/ T cells and
cells unknown unknown macrophage
A A & A A D & P @ D & A = A 7
Molecular subtype |~ scic-A [ scien [ sccp [ scict )
Treatment targets ASCL1 Arginine Arginine Arginine
BCL2 deprivation deprivation deprivation
CREBBP AURKA/B AURKA/B AURKA/B
DLL3 CHK1 CHK1 CHK1
LSD1 IMPDH IGF-R1 IMPDH
_ ) \_ LSD1 & IMPDH A 10 )

FIG 1. Morphological molecular spectrum of lung NENs. The current classification of lung NE neoplasms, subdivided into tumors (typical and atypical carcinoids) and carcinomas (LCNEC and SCLC) is depicted in orange. Diagnostic morphological

features areas are described in the WHO Classification of Tumours.1 Molecular subtypes of each WHO type are described in blue, including characteristic genomic alterations and gene expression profiles, NE profile (on the basis of whole-

transcriptome analyses or immunohistochemsistry of characteristic NE markers), and immune cell enrichment.6,10-13,16-20,43,46 Treatment targets for SCLC subtypes are depicted in teal.39 SCLC-| (previously SCLC-Y) may also be known as !
ASCL1/NEUROD1/POU2F3-negative SCLC. Note, G3-LNET (grade 3 lung NET), and supracarcinoids are emerging morphological and biological entities, respectively, with uncertain economic alterations because of low numbers; CRGs, chromatin !".

remodeling genes; ICGs, immune checkpoint genes; 10, immuno-oncology; LCNEC, large-cell neuroendocrine carcinoma; NE, neuroendocrine; NEN, neuroendocrine neoplasm; NET, neuroendocrine tumor; SCLC, small-cell lung carcinoma. G et : P
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10 How do we induce immuno-responsiveness in the . . . .
(90%7) of SCLC thet ae immunsesisant? Some strategies to raise the tail of the survival curve for ES-SCLC
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IFN-stimulated genes CANX

Mecanismos de formacién de SCLC TIME. Los mecanismos epigenéticos afectan profundamente la inmunogenicidad del SCLC y reducen la quimiotaxis de las células Ty la actgfg£&ﬁl
células NK. Mientras tanto, la hipoxia, la restriccion de nutrientes y el ambiente metabdlico acido deterioran aiin mas la supervivencia de las células efectoras. Tregs generalizad es,
M2Los TAM y MDSC en el microambiente forman una red inmunosupresora compleja que suprime de manera integral la funcién de las células T oy vocer

Chen Y, Li H, Fan Y. Shaping the tumor immune microenvironment of SCLC: Mechanisms, and opportunities for immunotherapy. Cancer Treat Rev. 2023 Nov;120:102606




Representacion de las alteraciones moleculares que juegan un papel en la progresion y recurrenciaen SCLC
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Gutiérrez M, Zamora |, Freeman MR, Encio 1J, Rotinen M. Actionable Driver Events in Small Cell Lung Cancer. Int J Mol Sci. 2023 Dec 20;25(1):105. doi: 10.3390/ijms25010105.




Adelantos y novedades presentes y futuras en SCLCC

' 3\

Advanced stage SCLC (inoperable III; IV stage)

8 J/
P ~
( N\
A J S 2-4
- Inmunoterapia
No Cl for
immunotherapy
—
()
= Carboplatin + j
.- Target =
atezolizumab etoposide
\ J
()
Carboplatin + ]
etoposide + Carboplatin +
durvalumab gemcitabine
- Targ

| If response-PS 0-2 |
- ADCs : *

[ Consolidative thoracic radiotherapy

|

I Age<75 |
Prophylactic cranial irradiation or MRI
surveillance

Skopelidou V,. Potential predictors of immunotherapy in small cell lung cancer. Pathol Oncol Res. 2023 May 3;29:1611086.
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LASLE % 2023 World Conference
IS ¥¥ | on Lung Cancer
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First-line Chemotherapy With or Without Tislelizumab
for Extensive-stage Small Cell Lung Cancer:
RATIONALE-312 Phase 3 Study

Ying Cheng,™ Yun Fan,? Yanqiu Zhao,® Dingzhi Huang,? Xingya Li,° Peng Zhang,® Mafei Kang,” Nong Yang,®
Diansheng Zhong.® Zhen Wang,'® Yan Yu,"" Yu Zhang.’? Jun Zhao,’2® Tai Qin,"?* Chenqi Chen,'s
Shiangijiin Leaw.,’S Wenjuan Zheng.’ and Yong Song.’® on behalf of the RATIONALE-312 Study Group

Study Design

Randomized, double-blind, placebo-controlled, multicenter, phase 3 study (NCT04005716) Overa" SUWival (OS)
Induction treatment (Q3W, four cycles) Maintenance treatment
Key eligibility criteria Tislelizumab 200 ‘mg D1 + .
1004 " Vedian
- Patients aged =18 years with carboplatin (AUC 5) or cisplatin (75 mg/m?), D1 Continue until ! E'(:;B 5% C) H?;;:;;h Rt
histologically/cytologically + etoposide (100 mg/m?), D1-3 disease &\ 12-m0 rate
confirmed ES-SCLC progression or - 804 — 1B4(22)  155(135,17.) 075(051,082) 0003
* No prior systemic treatment for Placebo D1 + Placebo intolerable 5 \ {627 — 191(830) 135(121,149)
ES-SCLC carboplatin (AUC 5) or cisplatin (75 mg/mZ), D1 Q3W toxicity Z 60 Ny Ty
*ECOG PS s1 + etoposide (100 mg/m?), D1-3 g 58.4%
e 401 33.2%
Primary endpoint: OS Statistical methods b :
.Sgégfg::tlsoa)fjﬁa)rs Key secondary endpoints: = Planned to enroll 455 pts; 80% power to detect HR 0.74 with 0 20 i - H‘s‘!"‘*ﬂ»—«- fize
« Cisplatin vs carboplatin sobs, ORR. ahed DOR 293,05 everts ‘el ! s M
o 3z s (INV-assessed) = Hierarchical testing on PFS: only when OS demonstrates :;;‘g;ﬁ":mm i o
» Brain metastasis (yes vs no) 5 - ianifi % |
Safety and tolerability signilicance 0 T T T T T T T T T T T T T T
0 3 6 9 12 15 18 20 24 77 3 33 3B 9 42 &
Safety Summary Number atist Time (mo)
=7 e e - fa=ass) (ordas) = Tislelizumab + chemo = Placebo + chemo o
Mean - - 1.8 7.3 e 100 1354 684.7 8 579.0
Median (range) 6.0 (1-59) 6.0 (1-48) 2 80
>16 cycles, n (%) 44 (19.4%) 10 (4.4%) 2 60 a 882.0
“hemotherapy cycles, median, n (range) 4 (1-4) 4 (1-4) & 40
rEAEsS, n (%) 226 (99.6) 228 (99.6) 5 20 “ l-l_
Treatment-related* 226 (99.8) 228 (99.6) °
Grade =3 201 (88.5) 206 (90.0) =
Serious 94 (41.4) 69 (30.1) <& @Q"' ‘;o
Leading to discontinuation® 30 (13.2) 7 (3.1) \xt\s\ \g
Leadlng to deauw 14 (6.2) 4 (1.7) (F;»)° \CFQCF
imab/placebo-related 7 (3.1) 0 (0.0) <& <
c..-...uu d 6 (2.6) 0 (0.0) =¥
mmune-mediatad AEs, n (%) 87 (38.3) 41 (17.9) The most common immune-mediated AEs in the
Leading to death 1(0.4) 0 (0.0) tislelizumab plus chemo arm were hypothyroidism

nfusion-r r s, n (%) 8 (3.5) 5(2.2) (13.7%), rash (13.2%), hyperthyroidism (5.7%)
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EXTENTORCH: A Randomized, Phase lll
Trial of Toripalimab Versus Placebo, in
Combination with Chemotherapy as a
First-line Therapy for Patients with
Extensive Stage Small Cell Lung Cancer

Key eligibility criteria

« Histologically or
cytologically
confirmed ES-SCLC

No prior systemic
therapy for ES-SCLC

Toripalimab 240mg, platinum* d1 q3w,
etoposide 100 mg/m*d1, d2, d3 q3w

4-6 cycles

Toripalimab, 240mg

d1 q3w

wsssnsnnssnnnnnnnd

N Placebo, platinum® d1 q3w

+ etoposide 100 mg/m?d1, d2, d3 giw
4-6 cycles

Y. Cheng"’, Y. Liu?, W. Zhang?, L. Wu*, C. Zhou®, D. Wang®, B. Xia’, M. Bi®, X. Fu’, C. Li'%, G.
Chen'!, D. Lv'?, Y. Zhao'®, J. Huang', M. Li'%, T. Yi'%, X. Huang'’, R. Yang'?, Z. Chen'", Y.
Wang?®

L ECOG-PSofOor1
R Placebo, d1 q3w

‘A
‘t.
rq B

At least 1 measurable
lesion per RECIST v1.1

a, China; ® De
ina, on, Cancer Hospi ate
Hospital, Zhejiang University School of Medicine, Hangzhou, China; ® Medical oncology, The First
llege, Bengbu, China; ° Respiratory medicine department, The Affiliated Hospital of Inner

Affiliated Hospital of Ber
Mongolia Medical Uni

hina; ' Respiratory medicine department, The Third Affiliated Hospital of Soochow B P PP P

University (The First Peop! " Medical oncology, Cancer Hospital Affilated to »
Harbin Medical University, filiated Taizhou Hospital of Zhejiang Province of

Wenzhou Medical Uni er ’
H h

5 Stratification factors Primary endpoint: PFS by investigator per RECIST v1.1 and OS
+ Gender Secondary endpoints: BICR-assessed PFS, ORR, DCR, DoR, TTR,

+ ECOG PS score (0 vs. 1) safety

Presented by Y. Liu on behalf of the EXTENTORCH investigators at
Madrid, Spain, 21 Oct 2023

* Carboplann: AUC 5 mymiimin [V, Day 1. Clsplathuee: Thrg/e? IV, Day!

Abteaiation: ES-SCLC, entansias stage smal ol ung cancer. SCLC, smal call lung cancar, ECOG-PS, Eastern Cacperatve Oncclogy Group performance status. RECIST, Responss Evaluation Critena n
Soid Tumors; PFS, progressiondree sunival OS, overal survval: BICR, Bind independant cemer reading: ORR, overal resporse rate: DCR, disease control rate; DoR, duration of respoess; TTR. me to
responsa

Overall Survival

Final PFS analysis data cutoff date: February 28, 2022; median follow-up of 11.8 months

No. of events/total Median PFS, 1-Yr PFS rate,
g b Cl
™ p— ;mﬂ&s” e Final OS analysis data cutoff date: April 20, 2023; median follow-up of 13.7 months
% No. of eventsitotal Median OS, 1-Yr OS rate,
ad No. of patients months % (95% CI)
g S Toripalimab + chemotherapy 171223 50(56,68) 18.1 (129, 240) (9% CI)
- 1004
t " Placebo + chemotherapy 1907219 56(5.557) 49(24,88) 90 Toripalimab + chemotherapy 1741223 14.6 (12.9, 16.6) 63.1 (56.4, 69.0)
Fl ,; Placebo + chemotherapy 1877219 13.3 (11.8, 14.4) 54.9 (48.0, 61.3)
5 E 804
v § ER ift
2 = z £ Stratified HR for death
= g S E % 601 0.798 (95% Cl 0.648, 0.982)
£ w = = 50 P =0.0327
R g E 401
% =\° e : : & < 304 Follow-up antitumor Toripalimab + Placebo +
£Y Stratified HR for disease progression or death . therapy °';|:'2"2°3t,":;;5v °£:;‘gf1:;;5v
[}
- Y 10+ .
L M 0.667 (95% Cl 0_539, 0.824} . . . . . : . . Any systemic therapy 123 (55.2) 152 (69.4)
m 0 6 12 18 30 36 42 48 PD-(L)1 inhibitor 31(13.9) 56 (25.6)
- i Month
P=0,0002 No. at Risk onths TKI* 75 (3356) 97 (44.3)
ipalimab + Chemo 223 202 140 84 14 5 1 0
v H E I" IIS ,' 3'0 sebo + Chemo 219 187 118 66 11 0 0 0 Chemotherapy 110 (49.3) 130 (59.4)
"R s 2 Thirc-line therapy 88 (39.5) 130 (59.4)
Ne.st Rtk Houtl p * Tyrosine Kinase Inhib luded Anlotinib and O i,
Wl[\ll}mﬂh ‘(ﬁllflllﬁ “: % :: 1 ‘ 0 WAORD) DHngSS yrosine Kinase Inhibitor included Anlotinib and Osimertinib, etc.
acebo + Chemo Y 69 § 0 ] 0

Ying Liu, et al. ESMO 2023




403

805

462

453

585

457

123/103m
0.76 (0.60-0.95)
16%/NE
12%/NE

12.9/10.5m
0.71 M(0.60-0.86)
17.6%/5.8%
NE

153/12.8 m
0.72 (0.58-0.90)
NE
NE

10.8/9.7 m
0.76,(0.63-0.93)
15.5%/5.9%
NE

15.4/10.9 m
0.63 (0.49-0.82)
NE
NE

15.5/13.5
0.75 (0.61-0.92)
NE
NE

52/43m
0.77 (0.62-0.93)

5.1/5.4
0.80 (0.66-0.96)

5.8/5.6
0.67 (0.54-0.83)

45/43
0.75(0.61-0.91)

5.7/43
0.48 (0.38-0.59)

4.8/43
0.63 (0.51-0.78)

60.2/64.4%
42/39m

68/58%
5.1/5.1m

70.4/65.9%
5.6/4.6m

70.6%/61.8%
4.2/3.7m

80.2%/70.4%
5.6/3.2m

68.3%/61.7%
4347 m

mSG: mediana Supervivencia Global, mSLP: mediana supervivencia libre de progresion, RG: Respuestas globales, DR: duracion respuestas,

NE: no evaluado, NR: no reportado
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DLL3/CD3 TARGETED THERAPIES: T-CELL ENGAGERS .

- Taslatamab QLS31904
Bispecific mAb (BiTE®) Bispecific mAb o el engager
Amgen —— g imged

Qilu Pharmaceuticals
(Phase 2-3) (Phase 1) ﬁ r
e, Formgin

Medified Fe region

Toniing to tamer ool et

Fc domain
(to extend half-life)

DLL3 is highly upregulated and expressed on the surface of SCLC tumour ce!
(80% RNA and protein) and other neuroendocrine tumours3#

Bl 7645322 HPN328 oLL3
Bispecific mAb Trispecific mAb (TriTAC®) Sikde:overview mgh‘ ;:‘;:"e‘:;mg Iin;ﬁ;';‘:;
Boehringer Ingelheim Harpoon Therapeutics i T S SF =) N
(FIH) (Phase 1/2) w 38
—— £
& IgG-like -
structure
’ 1.-Rudin C, et al. J Hematol Oncol 2023; 2 - Wermke M et al. ASCO 2023; 3. - Sabari JK, et al. Nat Rev Clin Oncol 2017; 4 -Owen DH, et al. J Hematol Oncol 2019
Tarlatamab HPN328 Bl 764532
Half-life extended BiTE® molecule TriTAC® (trispecific Bispecific mAb
(bispecific T-cell engager) T cell-activating construct) Phase 1/2, Boehringer Ingelheim
Phase 2/3, Amgen'-2 Phase 1/2, Harpoon
inc3.4
Therapeutics DLL3 cD3
Anti-CD3 1 1
Anti-CD3¢
aCD3 .-
aALB Single-domain antibody binds
albumin to extend serum half-life ‘o l:)'
Anti-DLL3 Linkers# GE CP

Fc domain aDLL3 Anti-DLL3 Engineered Fc

(to extend half-life)




Tarlatamab (AMG 757). Recurrent SCLC. /DeLLp1-300

| Median DoR 12.3 mo
Modified RECIST 1.1 Patients’ (N =105) [ =
Response n (%) ‘ .
ORR, n (%) X
Confirmed and unconfirmed 29 (28) E; ﬁ””‘“';;,,,k; o N
Confirmed 24 (23) Bl o s | i I
Disease control rate, n (%) 55 (52) ctiemcs mremen vy e
BESt Overall response’ n (U/D) 0 —— Tarlemmat N = 107; median 27, BE% O, 21 m 54 —_—Ti N = 107y median, 1.2 §6% CL 105 10~
Confirmed CR 2(2) g .
Confirmed PR 22 (21) s | MedianPFS$3.7mo ;! Median OS 13.2 mo
SD 31 (30) g
PD 8 (8) 2w
Could not be evaluated? 35 (33) . N
Unconfirmed PDT 33 (31) s s B
1 ¢4 8 8 WowoW | R EEEEEEE
No assessment 7(7) S -

Median time to response 1.8 months

--------

Paz-Ares,et al. JCO 2023



DelLLphi-301 Study Design

Phase 2, open-label study (NCT05060016)

Tarlatamab Anti-Tumor Activity

Tarlatamab 10 mg Tarlatamab 100 mg
Part1: Part 2: Part 3: Outcome (n = 100) (n=88)
Dose Evaluation Dose Expansion Reduced Inpatient
Monitoring Period Objective response rate. n (%) 40 {40) 28 (32)
Key Inclusion Criteria Tarlatama:810 mg " (97 5% CI) (29, 52) (21, 44)
n=
« ES.SCLC ( ) Complete response (1) 7(8)
« Previous treatment with 1mg on Day 1, followed by 10 mg ' ' v
2 2 lines (inchuding on Days 8, 15, and QZW thereafter Tarlatamab 10 mg Tarlatamab 10 mg Partial response 39(39) 21(24)
ggﬁ&n’;sdoolitzle() _QF_D 5.00“ . (n=12) (n=34) Stable disease 30 (30) 21 (31)
* Measurable disease Same dosing as in Part 1 Same dosing as In Part 1 Progressive disease 20 (20) 13(15)
~ Tintert and stabll Tarlatamab 100 mg '
brain metastases (n = 88) = . 1O 73% Not evaluable / no post-baseline scan 10 (10) 20 (23)
ailowed revious 0 , e " , :
1mg on Day 1, followed by 100 mg 33%> 2 lines Observed duration of response 2 6 manths, n/N (%) 23140 (58) 17728 (61)
on Diys 4, 15, and Q2 thareaver Disease control rate, n (%) 70 (70) 55 (63)
(95% ClI) {60, 79) (52, 73)
I Primary Endpoint: ORR per RECIST v1.1 by BICR, TEAESs, tarlatamab serum concentrations
Secondary Endpoints included: DOR, OCR, PFS per RECIST v1.1by BICR, OS5 Tarlatamab 10 mg demonstrated anti-tumor activity in heavily pre-treated SCLC with an objective

Anti-tu mor ACtiVity response rate of 40%

Duration of Response and Treatment

o 120. Tarlatamab 10 mg Tarlatamab 100 mg
[ (n=91) (n=70} Tarlatamab 10 mg Tarlatamab 100 mg
g 100 (n=40) (n=28)
T L 3 — o)
a 804 I Response DLL3 Expressiont ] 3 + . ).
E BcR [ shb *Motevaluable funavailable A& ¥ - 3
5 60 Il OPR mPpD *Undetectable DLL3 Y . ] 4 = —
= O NE Al other patients shown o« . 3§ . = 53
s 409 had detectable DLL3 1= . 3 h — : *
- o
| ol - - R ERSEEEEEEEEEEEEEEEEE ig il : =
0 |h rm L o ~ 3-0 :‘ " = 5
E J_l_l_ .l e . . 3 A First response (PR or Better)
i — 3 . » Disease progression
@ 20 8 ™ - — . 4+ Ongoing treatment
g' ------------ R~ T ommommmm e 'l x .l = . a 2+ ™ ® Deaath
a4 40+ * T T T T T T T T T T T T T T T T
5 ey ‘ 0 10 20 30 40 50 60 70 80 0 10 20 an 40 50 80 70 80
B’* —G0 4 E Duration of Treatment (Weeks) Duration of Treatment (Weeks)
= oy
fﬁ 80 = Median TTR was 1.4 months (range, 1.1-9.6 months), and median DOR was not reached
A < «  Of the 68 responders, the DOR was = 6 months in 40 patients (59%)
Skl . 56% of the responses were ongoing at data cutoff

M“"“'”
% ¢ DOR 9

Responses were observed regardless of DLL3 expression, as well as in patients without evaluable tumor
tissue




Tarlatamab Tarlatamab Tarlatamab Tarlatamab
Qutcome 10mg 100 mg 10 mg 100 mg
(n =100) (n=88) {n=100) (n=88)
1.04 4 Median PFS : : : 1.0+ Median 0S8 > = .
3y 43 E .
(85% CI) 49(29.67) 39(26,44) (35% CI) 143({108 NE) NE (124 NE)
0.8+ 0.8+
[ § 0.61 ® 06 + |
ag G-month PFS = 40.4% € |
- G-month PFS = 34.1% '
2% = G-month OS = 73.4%
T3 044 > 04y G-month OS = 71.4%
82 : '
s 2 I
&2 42 ’ 024 '
s Tariztamab 10 mg I | e Tartatamab 10mg |
s Tarlatamab 100 mg | s Tariatamab 100 mg |
0 9 3 0 |
| | | | | | Ll I | |
0 3 6 9 12 15 0 3 6 9 12 15 18
Number of Patients at Risk: Months Months
Tartatamab 10 mg 100 83 a5 13 2 0 100 84 67 44 17 3 o
Tarlatamab 100 mg B8 4 26 15 3 0 28 62 53 39 16 2 0

0S data is not yet mature; at the last follow-up, 57% of patients in the tarlatamab 10 mg group and 51% of

gatiens in the tarlatamab 100 mg group were still alive
ummary of Adverse Events™

Part1+2 Part 1 Part3 Part1+2 Part 4
Tariatarmab Tariatamab Taratamab Tarlatarmab Tartatamab
10 mg 100 mg 10 mg Most Common TEAEs in 10 mg 100 mg
TEAEs, n (%) (n = 99) (n=87) (n = 34) = 20°% of Patients, n (%) (m=99) (n =87)
Anty grade o8 (97) 87 (100) 34 (100) CRS 49 (49) 53 (81) 19 (56)
= Grade 3 57 (58) 56 (64) 22 (65) Grade 1-2 49 (49) 48 (55) 18 {(53)
Reiated 10 tariatamab, any grade 89 (90} 81 (93) 29 (85) = Grade 3 o 5 (6) 1(3)
= Grade 3 20 (209) 29 (33) 3(15) Decreased appatte 235 (293) 38 (44) 13 (38)
F atal o 1 {3y Pyrexsa a8 (38) 28 (33} B (24)
Cor - 2 ; 3
-L—::i:‘gu::r:;iﬂm 14 (14) 25 (29) 3(9) Conalipagon 28 (28) 22 (25) 8(2%)
— = Anemus 26 (26) 22 (25) @ (26)
Leading 1o discontinuation 4a 3(3) o
— e ' Asthena 20 (20) 21 (24) 10 (29)
Diysgeusia 24 (24) 12 (%4) 14 (41)
Fatgue 21{27) 17 (20) 2 (26

related adverse events (TRAESs)
. Shorter inpatient monitoring (Part 3) did not ailter the safety profile

CONMRress
MAES 4
S ESMD

CRS was largely confined to 1st & 2 course and primarily Grade 1 & 2

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

ICANS: Inmmune-efector cell associated

neurotoxicity sindrome 7% (10mg) 28% (100 mqg)

™

r.
GecCP

Paz-Ares L. ESMO 2023. Myung-Ju Anh. NELM 2023



DeLLphi-304
Phase 3 AMG 757 in 2L
Tartalamab vs SoC?

Phase 3, open-|abel, randomized, multi-center study evaluating efficacy and safety of tarlatamab compared
with SOC in patients with SCLC who have progressed after 1 prior line of plainum-based chemotherapy

Todalomab®
Cydle 1: 1 mg D1, 10 mg D8 and D15,

Pdﬁenfs Wﬂh SC '.C ond Q2W thereoler
progressing after

18-day cyde

platinum-based soct

Topotecan (o countries except JPN)
Chemdmpy Lurbinecledin (USA, CAN, AUS, 5GP, KOR)
Amrubicin (1PN}

21-day cycle

Stuied by peioe 008201 e aaf-FO-LI el : : T
chimfusgp fointimal (<0 daps, 290t W)z Treat o disease progression, wnacseplable ionicity,
2140 daye) prasance of stablelreatod brsin melasheses wihdrawal of corsert, dealh or end of shudy 3¢ defermined
(255 o), SOC | mpokecaniaminn ve ibesckdr| by the spansar i hever occars firsd)
P axd ok e ey et s e robenene acrisirsd ltin b picr ey | Ll inice DY i 06 wod I/ ychtion olewg cyce ! irbdarah dovs ca D1 D3 md 05

“Tadneh wilbe sdwnsieed i o brnte N heien

"t o 3w {ieay o) Lubisecedn (ISR Carads Asidala Segioare 390 Kores) allbe stwivindensd 6 12 gy 1V e diy 1 6oy Jwimels Tepotecn (il countrien, exnegt i i Ohief il e itoiidened it [V
1S g ool d 25 ng ey ondeys 1,25, 4 and S e Sweets, pdecin 1 Dins) il Lo sdhrmbend o V125 ogher o ol 2 gty n e 1 25 ond S oy S Ao g ol 0
aduptend 16 8 rghe' IV e 14 T vy T el

PO progarres cof ¢t e 1 POALL poog ararmed cof deat iand 1, SCLC 1wall el ang cancer, S0C et ard o e

NCT05740566, ongoing

DelLLphi-303
Phase 1b AMG 757 in 1L
Chemo-lO-T-> maintenance 10-T3

STUDY OVERVIEW

Phase 1b, Multicenter, Open-label Study Evaluating Tarfatamab in Combination With Firstdine
Standard of Care Chemo-immunotherapy in Patients With ES-SCLC

Concomitant Chemo-mmunotherapy and Maintenance
Dose Exploration Dose Expansion

Dose cohort
e borhid fuox Expansion of
expension Regimen 1,2, o 3
(RP20y

CE ¢ anli-PD-L1 x 1 cyche
Scmening (upto 28 dayps)
Enrol ment

g
2
!

: Maintenance Only .
Dose Exploration Dose Expansion

Dose cohort .
selected for tariatamab +
tarlatamab # 206 POLLY smalort < 1
[RP2D)

Untrested £5-8CLC

GE+ anti-PD-L1 x 4 cycle
Screening (up to 28 days)

NCT05361395, ongoing éec';
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Bl 764532. Pts wit SCLC or NECs (NCT04429087)

Efficacy in patients with SCLC and LCNEC (doses =z 90ug/kg)
100 —

ECOG 0-1 and DLL3-positive required for inclusion AP b s 2 st Jle e B tf ol 50

Primary endpoint: SAFETY (MDT/DLT) B .
OVERALL COHORT* . T

DLTs (CRS G3-4, confusional state G3, infusion reaction G2, nervous system

Median age, years (range) 60.0 (32-79) disorder G3), were reversible. -, N
Faee
o @ P
Male, n (%) 61 (57) @ SCLC Low discontinuation rate 6% =50 ! | L]
PR p b4 | 4
Prior lines of therapy, n (%) CRS most common AE (48%, mostly G1-2) 100 @Ongoing -
1-2 72(67) Lymphocyte count decrease most common G3 AE (18%)
>3 33(31) 38% epNEC Response duration in patients with SCLC and LCNEC
Secondary endpoint: EFICACY (ORR), N=44
ECOG PS 01, n (%) 28 (26)/76 (73) n scLe W LCNEC e o o letive rogb ™
89 LCNEC Efficacy observed at doses 2 90 pglkg EE——— " . 66
Prior PD-1/PD-L1, n (%) 52 (49) 0 T S S S S 12;
o ORR (at doses 2 90 pglkg): SCLC 26%, LCNEC 60% T —— N 28
Brain/liver metastases, n (%) 41(38)/60 (56) S 46
L] o . . -+ 4.0
Durabl the majori ing (1013 T T !
I'Safety population: 21 dose of Bl 764532 WEUN Ieaponses e majunty ongong { ) | “ . ® . - :,:
* As of March 26 2023 - e e - Tumer response and status 3
I a @ [ ] -+ Response ongeing 42
[ « Partial response 12
| L - + Stable disease 13
| . - » Disease progression p
l 0 1 2 3 4 5 & T & 9 10 11 12 13 14 15
Treatment duration {months)

r.
GecCP

Wemke M. et al. ASCO 2023. / IASLC 2023




Tarlatamab DelLPhi-301

Poz Ares ( £3040 2023

Tarlatamab DelLphi-300

Paz Arec L ICO 2012

BI764532 (DLL3+)

Wermke M WCLC 2023

HPN328

JONNION M. AKD 2022

I-Dxd; DS-7300

mhoson M WELE 2003

Rova-T Tahoe
(DLL3 > 75% expression)

Nioekhesdl £, iTO 2021

Lurbinectidin

OO V. Lanee? Uneciogy OIS

Lurbinectidin + Doxo

Vs control arm (Atlantis)

10
100

several

> 90ug/ke

>1215mg

>26.4mg/ke

3.2 mg/m*

2+ 40 mg/m?

33% > 3L
43% > 3L

30%>31L

31%>31L

Median 3L

Median 2 L

2 line

7% 2 prior L

2 line

I-Dxd DS-7300 lfinatamab- deuxtecan: ADC contra B7-H3

FIH

I/lla

I71l

88

107

39 5CLC

10sCLC

22 SCLC

287 RovaT
119 Topo

105

307
306

ORR
(%)
100 a0

32

23

26

40
(2/4 pat)

52.4

15
21

35

32
30

58% > 6 mo
61% >6 mo

123

Too early

Too early

5.9

3.5
4.9

5.3

5.7
3.8

4.9
3.9

3.7

NA

NA

5.6

4.3

3.5

4.2
4.1

Courtesy Manuel DOmine
Y T 0 T

14.3
NE (12.4, NE)

13.2

NA

NA

12.2

6.3
8.6

9.3

7.7 L

wt

PR



Adelantos y novedades presentes y futuras en SCLCC

' 3\

Advanced stage SCLC (inoperable III; IV stage)

8 J/
P ~
( N\
AU J S 2-4
- Inmunoterapia
No Cl for
immunotherapy
—
I ()
= Carboplatin + j
[ ] ar g et etoposideo Carboplat;nw
atezolizumab etoposide
\ J
()
Carboplatin + ]
etoposide + Carboplatin +
durvalumab gemcitabine
- Targ

| If response-PS 0-2 |
- ADCs : *

[ Consolidative thoracic radiotherapy

|

I Age<75 |
Prophylactic cranial irradiation or MRI
surveillance

Skopelidou V,. Potential predictors of immunotherapy in small cell lung cancer. Pathol Oncol Res. 2023 May 3;29:1611086.

EtOpDSidE @ Atezolizumab

Immunotherapy

Durvalumab
Systemic therapies for
Small Cell Lung Cancer

Targeted therapy

GcecC
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IGFR VEGFR

FGFR

o"' A \ i -‘(00‘
‘ Apatinib Anlotinib

i
)

SY-5609

o " '
~

|CycﬂMat‘l|

Anlotinib m
PI3K wek) ' Angiogenesis i
JBI-802 1t
(EzH2)-| PF-06821497 | (A E;K
Epigenetic < Alisertib —
T Lurbinectedin | CDK4 l AURKA
T Proliferation / Cyclin D p1—6/ H(GSK-3p)— ((g-catenin )
@) (RNA pol Il )= | RB1 T INK4a I EEEE%
PARP v
inhibitors PA‘RP Cell cyle arrest pi‘ J_
Ll
DNA repair MDM2|<«— pS53 |——'| p73 BAX Apoptosis H.,.-
¥ sl

Cani M, etal. Targeted Therapies in Small Cell Lung Cancer: From Old Failures to Novel Therapeutic Strategies. Int J Mol Sci. 2023 May 17;24(10):8883




Molecular subtype SCLC-A SCLC-P

Definitive :
transcription factor ASCL1 NEUROD1 POU2F3
Phenotype non-NE
classical NE high variant NE low
Mutation TP53 & RB1 inactivation
Mark i
arker expression CHGA
SYP
SOX2
MYCL
DLL3
BCL-2
LSD
SLFN11
INSM1
TTF-1
Potential e A S
heraetics PARP inhibitor AURK ||nhl|b'|tor PARP |'nh|.b||tor ‘ICIH (eacAl) (eacnr) (sacer) (eacih)
P DLL3 targeted therapy CHK1 inhibitor IGF1R inhibitor BTK inhibitor
BCL-2 inhibitor ASCL1 Arginine Arginine Arginine
e BCL2 deprivation deprivation deprivation
LSD inhibitor CREBBP AURKA/B AURKA/B AURKA/B
DLL3 CHK1 CHK1 CHK1 LY
LSD1 IMPDH IGF-R1 IMPDH o*
\ J @Ry (o) e o Cp
Skopelidou V,. Potential predictors of immunotherapy in small cell lung cancer. Pathol Oncol Res. 2023 May 3;29:1611086.

g T
St

Saida VY, et al. Extensive-Stage Small-Cell Lung Cancer: Current Landscape and Future Prospects. Onco Targets Ther. 2023 Aug 2;16:657-671.
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RESILIENT Part 2: A Randomized,

Open-label Phase 3 Study of

Liposomal Irinotecan versus Topotecan in Adults
with Relapsed SCLC

Charles M. Rudin, Afshin Dowlati2 Yuanbin Chen 3 Alejandro Navarro,* James Chih-Hsin Yang,® Goran
Stojanovic % Patricia Rich,” Zoran G. Andric,8 Yi-Long Wu,® Huanyu Chen, 0 Li Zhang, ' Stanley Yeung, '0
Fawzi Benzaghou, ' Luis Paz-Ares,! Paul A. Bunn'?

'Druckenmiller Center for Lung Cancer Research, Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2University Hospitals Seidman Cancer
Center and Case Westem Reserve University, Cleveland, OH, USA; 3Cancer and Hematology Centers of Western Michigan, Grand Rapids, MI, USA;
“Hospital Universitario Vall d'Hebron and Vall d'Hebron Institute of Oncology, Barcelona, Spain; *National Taiwan University Hospital and National Taiwan
University Cancer Center, Taipei, Taiwan; Snstitute for Pulmonary Diseases of Vojvodina, Sremska Kamenica, Serbia; "Southeastern Regional Medical
Center, Lumberton, NC, USA; 8University Clinical Hospital Center Bezanijska Kosa, Belgrade, Serbia; *Guangdong Lung Cancer Institute, Guangzhou, China;
10lpsen, Cambridge, MA, USA; 'Hospital Universitario 12 de Octubre, H120-CNIO Lung Cancer Unit, Universidad Complutense and Ciberonc, Madrid, Spain;
2University of Golorado School of Medicine, Aurora, CO, USA
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RESILIENT Part 2: ORR per BICR (ITT population)

RESILIENT? Part 2: Study design, endpoints and statistics

N =461

Key inclusion criteria

Tumour assessment every 6 weeks per
RECIST v1.1 or RANO BM9

Liposomal irinotecan®

* Histologically or cytologically 70 mg/m? IV Q2W (6-week cycle)

confirmed SCLC

+ Radiologically confirmed
progression after 1L platinum-
based chemotherapy®

*+ ECOGPSOoril

Treatment until disease progression or
unacceptable toxicity®

Stratification factors
* Region

* Platinum sensitivity

* ECOGPSOorl

* Prior immunotherapy

Topotecanc Follow-up every 4 weeks until death,
loss to follow-up, withdrawal of consent,

or study endf

1.5 mg/m?/day IV for 5 days Q3W
(6-week cycle)

Primary endpoint: OS

Key secondary endpoints: PFS, ORR per BICR

Statistical analysis: Log-rank test (stratified by region and platinum sensitivity) with 1-sided significance level of
0.023; analyzed after 350 OS events with a stepwise hierarchical approach for secondary endpoints

2NCT03088813. ®One line of immunotherapy in the first- or second-line setting was allowed. <Crossover between treatment arms was not permitted. “Until radiologically confirmed disease progression. <Patients were allowed to
take treatment holidays and resume study treatment under certain es. TThe study was completed once all patients had discontinued treatment and at least 350 OS events had occurred.

1L, first line; BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;
Q2W, every 2 weeks; Q3W, every 3 weeks; R, randomized; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; RECIST, Response Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.

L 4
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RESILIENT Part 2: OS (ITT population)

0S, median (95% CI)

. The 95% Cls for ORR in the liposomal irinotecan and topotecan arms did not overlap

BICR, blinded independent central review; Cl, confidence interval; DOR, duration of response; TT, intent-to-freat; ORR, objective response rate

Ql e European Lung
— CC Cancer Congress 2023 + Charles M Rudin

Content of this presentation is copyright and responsibility of the author. Permission is required for re—Le lCC

Liposomal irinotecan (n = 229) Topotecan (n = 232) 7 Liposomal irinotecan 7.9 (6.9-9.2)
7 Topotecan 8.3 (7.3-9.1) e
ORR, % (95% CI) 441 (37.6-50.8) 21.6 (16.4-27.4) 0.8 i HR (25% CI) 1.11(0.90-1.37)
e Stratified log-rank test  p = 0.3094

Difference in ORR, % (95% CIl); p value 22.3 (14.0-30.6); nominal p < 0.0001 .07 .
Best overall response, % 5 Ei:

Complete response 52 3.0 é“ 0.4

Partial response 389 185 0.3+

Stable disease 29.7 422 0.2+

Progressive disease 12.2 216 0;:

Not evaluable 12.7 13.8 0 3 H ° 12 15 1 21 24

Undefined 1.3 09 Time (months)
Median DOR’ months (95% Cl) 4.1 (3'1_4'3) 4.2 (2'9_4'8) Liposomal irinotecan 229 177 130 95 N”mbe’;’;"aﬂe““ e 37 22 12 2

Topotecan 232 183 142 97 69 42 21 8 ]

Median follow-up was 18.4 months. Stratified by region (North America/Asia/other), platinum sensitivity (sensitive/resistant), ECOG PS (0/1), prior immunotherapy (yes/no) per IRT, with 1-sided significance level of 0.023.

Cl, confidence interval; ECOG PS, Eastem Cooperative Oncology Group performance status; HR, hazard ratio; IRT, interactive response technology; [TT, intention-to-treat; OS, overall survival.
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Phase Ib/ll Seneparib (PARPinh)+ temozolamida in relapsed SCLC

Study design

Part 1

Part 2

Simon 2-stage design

Stage 2
Sta-ge 1\ If > 9 responders in Stage
N=40 1, expand to N=100

Key eligibility

Day (a cycle) 1 21 28

™Z I i |
(20mg,QD) | t i

Senaparib | -
(80 mg, QD) - .
L ]

\.

ES-SCLC, disease progression
after only one prior 1L standard
platinum-based therapy

ECOG 0-2

At least 1 measurable lesions
Untreated/unstable brain
metastasis will be excluded

Primary endpoint:
ORR per RECIST v1.1

Efficacy

Best change from baseline in Target lesions FANCWT  FANC mut
(n=38) (n=7)

. ORR14%  Forteemen mm‘ed 8.6% (3135)  42.9% (31)
3

Ex F F bl + F AEAIEND mDOR

SR ER R Wl (months)  4.0(34,NR) 5.6 (3.9 NR)
g_,;. (95% Cl)

5 + FANC WT: no pathogenic mutation in FANC genes;
S platinum-sensitive; F: FANC mut, one patient was not shown + FANC mut: at least one pathogenic mutation in

as the target lesions were not evaluable post-baseline, FANC genes, including FANCA, FANCD1(BRCA2),
Median follow-up: 8.3 months (0.6-18.7) FANCL, FANCM, etal

Median time to response: 1.8 months (1.7-2.0) :
Median duration of response: 4.8 months (95% CI, 3.9-NR) I?Z\A

Ling carceT

Min hee Hong,et al. IASLC 2023 -




Adelantos y novedades presentes y futuras en SCLCC

' 3\

Advanced stage SCLC (inoperable III; IV stage)

8 J/
P ~
( N\
A J S 2-4
- Inmunoterapia
No Cl for
immunotherapy
—
()
= Carboplatin + j
.- Target =
atezolizumab etoposide
\ J
()
Carboplatin + ]
etoposide + Carboplatin +
durvalumab gemcitabine
- Targ

| If response-PS 0-2 |
- ADCs : *

[ Consolidative thoracic radiotherapy

|

I Age<75 |
Prophylactic cranial irradiation or MRI
surveillance

Skopelidou V,. Potential predictors of immunotherapy in small cell lung cancer. Pathol Oncol Res. 2023 May 3;29:1611086.

EtOpDSidE @ Atezolizumab

Immunotherapy

Durvalumab
Systemic therapies for
Small Cell Lung Cancer

Targeted therapy
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ETER701. Benmelstobart + anlotinib + CT 1 line ES-SCLC

Maintenance™

Primary Endpoints

] # rk (1200 4% .
sanmaiatobart {1200me, o) Benmeistobart - OS (IRC, RECIST1.1)

Key Eligibility Criteria + Anlotinib (12mg, d1-14) P
18-75 yoars + Etoposide + Carboplatin + Anlotinib PFS (IRC, RECIST.1)
F'atholo%lcally confirmed diagnosis Secondary Endpoints
of ES-SCLC = PFS (investigator,

= Mo prior systemic therapy L R Placebo + Anlotinib (12mg, d1-14) Placebo RECIST1.1 and iIRECIST)
Measurable lesion (RECIST1.1) (1:1:1) + Etoposide + Carboplatin + Anlotinib S ggg
Asymptomatic or treated and N=738 - DOR
stable brain metastases permitted i « B-mo/iZ-mo PFS rate
ECOG FPS0Dor 1 . Placebo + Placebo + 12-mo/18-mo OS rate
Adequate organ function + Etoposide + Carboplatin = Quality of Life

Safety and tolerability

~ Stratified by: ECOG PS (0/1); brain metastases (Y/N); liver metastases (Y/MN).

Events Median PFS, Hazard ratio P-value Events Median OS, Hazard ratio P-value
n (%) mo (95%CI) (95% Cl) n (%) mo (95%CI) {95% CI)
= 146 (59.35) 6.9 (6.18-8.25) 0.32 (0.26-0.41) 0.0001 * —  05(38.62) 19.32 (14.23-NE) 0.61 (0.46-0.79)t 0.0002*
= 199 (80.57) 4.2 (4.17-4.24) 134 (54.25) 11.89(10.74-13.37)

Maturity: median follow-up 14.0 months (range, 12.8-15.5)
- o — STUDY LIMITED TO
2 ro%% ovents : 46% events ASIAN PATIENTS

B _
i Early immune- 3
: TV modulatory effect of i
E £0 i : Iﬂﬁﬂl‘llb on tll'l'l'ﬂr E “
£ . E progression? E " i
£ ] S | 1
£ \\IE \_E—"2“:‘g%ﬂrrur.ml::l:.m-m-l-\.u-i-n-' G " ;l T

. P ! i i Placeto Placalo VEC

. 16.5%} \_\ | == Benmelstobart+Anlotinib+EC | 24.2%1 o=

B i — 1 2.3% PincetoPlecsboVEC = Placebo+Placebo+EC 5 E ,

. al risg M. M iR
B P T ' r 4=t e s EE

Pl b mse e ECTn 48 T4 184 w8 4

Diata culofl dale: May 2022, Analysis: Based en 345483 PFS events (T0%) Drata cutedf chat: May 2022, Amalysis: Bacad on 228463 OF svents (46%) 1- Chen_q Y: etal WCLC 2023

[ —— . I




S1929: A Phase 2 Study of Maintenance ATEZOLIZUMAB vs ATEZOLIZUMAB plus TALAZOPARIB in
patients molecularly selected with SLFN11 positive ES-SCLC (NCT04334941)

P 259 Evaluable SLFN11 results
R 204 positive (79%)
55 negative (21%)
SLFN11 positive Arm A =
Cycle 1 Cycle 2 Cycle 3 Cycle 4 and Aleeliaumah R mw;_ e
PE PE PE PE # Non progressive E piise ,
+ Atezo* Atezo Atezo Atezo disease AMNE s E}«-‘..{E'::‘“;:':
Atezolizumab+ S ;g-.:;‘?::" 1F
Step 1 Registration Step 2 L il é) i?l“""" “’5‘: v
SLFN11 IHC on archival specimen Randomization N m“ﬁ“w Y o R e e
Examples of positive (A) and negative (B)
SLFN11 labeling in SCLC tumors. Normal lung
control (C). Positive internal controls include
. . ] ] end:c)thelial cells {as in B) and lung macrophages
Hypothesis: The addition of talazoparib to maintenance Primary Endpoint: PFS Tpe ler
atezolizumab will improve PFS in SLFN11+ SCLC. Secondary endpoints: OS, ORR, AE.
TM Objective: To bank specimens for future
) ) correlative studies. ) o
Best Response in Evaluable Patients Progression-Free Survival Preliminary OS
| Atezolizumab 100% A 100% N Een :::;ns el
Atezolizumab | Talazoparib | Total P-value N B inbows ot In sk 8 @ A6 bewn
Best Response (N=32) | (N=34) | (N=66) (one sided) i | bmombe % 3 2 aran = P02 SOED UG AMKTRATFED
Partal Response 5(16%)  4(12%)  9(14%) bl 5oy
(confirmed + unconfirmed) 60% 0% 7
Stable 17(53%)  16(47%) 33 (50%)
Progressie Disease 0E%)  120%)  2(% 041 PFS28¥=42(HR0.70) o1
Assessment Inadequate 0 2 (6%) 2(3%)
[Response Rate (80% CI) 16%(627)  126(622) 14 (821) 032 L : . el
. " p———_ 0S 8.5vs 94 (HR 1.17)
Disease Confrol Rate (80% CI)  69% (55-80)  59% (46-70)  64% (55-72) 027 & “
.y T T T T T 1 7 I 1 I 1 1 1
7 patients have pend ments 0 4 8 12 16 2 2% 0 4 8 2 20 2%
3 pab:rﬂs :: CR o'rn r?o:s;?suraue disease at the time of enrollment info the study :!m:zs‘ = :M“"h’ aher S‘"d""'m", | " KZE:\: = 5 ® 1 :mms -~ .?mm"; 3 0
Al these were excluded from fesponse fate analysis. Mezdzumad + ia;ub 5‘ z‘ ; ; 2 2 0 Atezvizumab + TaGzopart 54 3; 15 B 4 2 0

S
Gecp

Hiiher hematoloiic toxiciti with the combination of A+ T i4% VS 15%i Karim NA, et al. ASCO 2023



Phase Il CC-90011, an LSD1 inh + nivolumab in SCLC
e i, T e T e R e

STAGE 1 STAGE 2
+ 218 years old
2. Maintenance of stem

lSD L cell phenotype g |
I * Oneor 2 prior lines nd[3td fine ™ response(s)out =¥ atients .
’WW # Jeomn Hecircel with no prior of 12 patients : 1 CCR, 3 cPRs, 2 ongoing PRs"

|
| |
| |
| |
| |
| I
infiltrati + For cohorts B and C: must have | I
J « ECOGPS0or1 : '{(ET ho m\ ﬁy lv\ " :
, | |
J | ' ) b |
| |
| |
| |
1

Cohort A;

+ ESSCLC or stage IIb or IV sqNSCLC SCLC If & 2 confirmed / Enroll additional 27 ORR, % (959‘ (o)} 10.3 (2.9, 24.2)

Cancercells

Hﬁ'i"m Chromatin * Pre-dose tumor biopsy and Cohort B:

on-treatment at C1022 required scLe If21 confirmed X Enroll additional 34

—r —

response(s) out patients

% ; 2434 fine with ’
Effectar cells \. Primary endpoint: vior €1 of 14 patients
o , I * ORR, per RECIST v1.1 DCR, % (95% Cl) 14.3 (1.8, 42.8)
Carcerstem  PO-U1 _— ":7 AN Key secondary endpoints: A RS SR
ol o Teaessiey : o Cohort C (N = 35)°
_ \ + Safety/tolerability Squamor If 2 1 confirmed y/
4 + DOR NSCLC =+ response(s)out = Enroll additional 34 ORR, % (95% CI) 5.7(0.7,19.2)
Study intervention (28-day cycles): 204131 fine of t4 patients il 2 cPRs, 1 ongoing PR?
+ NIVO 480 mg Q4W IV with prior ICI DCR, % (95% Cl) 25.7 (12.5, 43.3)
1. Dec;e;ase;fi tumor cell + CC-90011 40 me? QW PO
proleraton Immune-related genes activated ;
LS00t : Immune activation in on-treatment biopsies
2. Induction of stem cell post treatment in responders P

with inhibitor
W ,.{:“ \.N o differentiation

\ l : ‘3. Increased effector decrease at C1022  increase at C1D22
W\ :

m- cell infiltration v
A \ :

MICB

+ +  MICA
e cozne
Corcer stem | PD==8SDPR
cell v y v ’ y
T S B - o>
2.4 0 1 2 :‘ ::gg? lc
s \CP

PR

Rudim CM, et al. IASLC 2023




Aurora A kinase inhibition + PD-L1 immunotherapy

ar
¥4 i

‘ Cells arrested
in M phase

f IFNy signaling

Aurora A kinase inhibition causes
accumulation of SCLC tumor cells
in mitosis with high expression of
antigen-presentation genes

Immune cell mimicking an
infiltration : .
. .. s !mmunotherapyresponswe _
g. S features inflamed tumor cell state. This
7 ’{Z -~ promotes T-lymphocyte
= ' _ - infiltration, and Aurora A kinase
w1 IFNy ~ (4D IFNy T
Immune "Cold"” SCLC - f N\ inhibition + PD-L1 has durable
& e ~ efficacy in immunocompetent
' - Yo ®
Aurora A QIFNYV W . SCLC mouse models.
kinase - . ,\" >
: inhibitor ; 3
~ IFNy | b } IFNy
. 4 w \0
‘{g . v
g Aurora A kinase inhibition + PD-L1
e ~Immune “Hot" SCLC immunotherapy has durable efficacy
Cells arrested in ’3. :—.\ - ~ Aurora A PD-L1 in SCLC models.
N Dhives R e e b R increases T-lymphocyte infiltration in
Neuroendocrine T el s g S —— 2 tumors
features B =, S L el . . . .
~ Wor, P f& Blocks tumor cells in mitosis with
high interferon signaling and MHC
: ! class |
@ .
.,..I
SCLCcellin . SCLC cellin L CD8+Tcell ' CD4+Tcell v o 0 GecCP

M phase other phases and TCR and TCR

--------

Li Y, eta al Aurora A kinase inhibition induces accumulation of SCLC tumor cells in mitosis with restored interferon signaling to increase response to PD-L1. Cell Rep Med. 2023 Nov 21;4(11):101282. doi: 10.1016/j.xcrm.2023.101282.



Lurbinectidine + Pembrolizumab in Relapsed SCLC. Phase I/ll LUPER trial

lung cancer

*  The primary objective in the Phase |l stage is to assess the efficacy of lurbinectedin with pembrolizumab in terms of ORR, \Eanareh
according to RECIST v.1.1, in patients with relapsed SCLC

*  Secondary endpoints include investigator-assessed DoR, PFS, OS, and safety per CTCAE 5.0

Key Inclusion Criteria

* 218 years old o }
- Histologically confirmed SCLC Phase 1 Ly e
+  Progression after 1L platinum-based CT e, Interim Non-randomized 25(9). 2679-2691
+ No prr exposure o mmuncherapy Dce g ansyss s s ot e o
+ ECOGPSof 0-1 n=13 Total n=28 [3] Cales, A, et sl ASCO (2022)
+  Measurable disease as per RECIST 1.1.
* Brain n;ta::&ﬁs allovied if treated and Stariing doses: Lurbineciedin at 2.4 mgimd IV RP20: Lurbnectadin at 3.2 mgm* [V

asymplomatic QIW « pembrolizumab 200 mg IV Q3W 03V + pembrolizumab 200 mg IV Q3 1

e e Antonio Calles, et al. ESMO 23

. .- Progression-Free Survival (PFS
Objective Response Rate (ORR) by RECIST v.1.1 g (PFS)
The primary cbjective has been achieved with 48.4% confirmed response rate assessed by investigator (35% Cl: 28,5-64.2; p < 0.004) == Resistani =+ Sensilive
Platinum- Platinum- 106 [m Cl 27-NA). Events: 17728
Tumor free interval free interval Overall a0 6-month PFS: 42.5% (85% Cl: 25.3-71.5%) 0% [rdecian PFS in platinum-resisiant patients: 3 morins]
response, n (%) (N=28) BOR RECISTV.1. 12:month PFS: 21.2% (85% CI: 8.2-55.2%) o0 ] i85% Cl: 1.3-A). Events: 814
d g, ) : g"::':k; feasparse . oo fledian FFS in platinum-sensitive patients: 10 manihs |
g ¥ W Siable Dionase = {2 3 3 195% CI: 3.9-NA). Events: 813
- ble disensa < 12w H z T
0 (0%) 1(7.7%) 2(7.1%) £ . e e H - p=0027
5 (36.7%) 6 (46.2%) TE ‘ [ s L
& m.. @ [ B LS e T i
8Dz 12w 1(7 1%) 3 (23 1%) 414 3%) g TTET I ¢ $ '
SD< 12w 2(14.3%) 2(16.4%) A [14.3%) E 3 § N '—‘:
PD 3(21.4%) 0 [0%) 3(10.7%) e 8 E e '
NE 3 (21.4%) 1(7.7%) 4(14.3%) i £ 20754 '
jects N 5 0% : :
3(35.7%) T(53.9%) 13 (46.4%) ‘E &) D".au T 1'.0 B e
g EM"E%} B (46'1%} 15 (53.5%',1 UEJ & 0 Month since freatment initiation
: O —
S B Pleanum-ressian pabenls o Z 4 [ B 10 12 14 6 1 20 22 24
Yes® 6 (42.9%) 10 (76.9%) T(EOT%) & gl 0 suvarsaionpsions Montha since treatment initiaion Pl ek
Na B (57 1%) 3(231%) 11(39.3%) F— Mumber at risk Resistant 14 7 4 1 0 0 ©O O 0O O @ © O
b ol palss [peteciag hosc an N, N, s cf pleets e populun, 3 o rsporss, PR Patl e, S0 St dnse, P Prgessee doease: HE: Mol ket *rhaon on th g ke o 2 20 W €& 5 5 3 2 1 1 1 1 0 Senstve 13 12 B 4 4 4 2 2 1 1 1 1 @
Tl N Ve I
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Lurbinectidine + Pembrolizumab in Relapsed SCLC. Phase I/ll LUPER trial
Safety analysis
INGIVIW

Safety Analysis of TEAES Affecting 210% of Patients Results

TEAE( 2 Safety Analysis of Immune-Related TEAES

Adverse events, n (%)

Adverse events, n (%) Any grade Graad |
JOMEIO0GCL | 209 | 2o | 0 | [ Mwwessa
— o o o W | e | smew
Cogh s 0 00 NON-HENATOLOGICAL SE6N | 5(179%

W aomam e

e w7 |

Newropenia 100679%) | 1003%)  7(5%)

oo nEm| om0

" ] il Darmoe SIS 009 00 Preuonts 1006 | 00% | 004
Thromtocyopens sesen) | 200% 00y o i o

ragia ’ I : y

Lymphopenia BR14% [ 200%)  0(%) - o e b o

229%) - ANy LSi0T., 1 Aspartal ainolranlerase ncroesod MR | 4043 | 00%

Fallue DO 201 00K \aga oni S I Alanine aminotensierese inceased 0EsTs | 20 | oww)
, i , ,

Nausea M 00 0% ::f""" | ;::0::: g:x: zm Blood biirubin incieased 3(10,7%) 0(0%) 0(0%

. giaenia ™

Decresed appete nEM 0o 0% Hyperthyrodism 136%) 0(0% 0(0%

Narneamintsrseioreased 11 (M3%)  4(43%)  0[0%) ot ducrooed e B G 171 0(0% 010%

Aspatale amnolmnlease icreased  10(57%)  2011%)  0(0%) Bood ghcendesincreased  3(107)  0(0%) O (0%) e i = =

e A% 0m 0N Painin eteniy 00 00N 0 Blood creatnine increased 1(36%) 0(0%) 0 (0%

- Y108 00 Chet o o 0y oo Reral faure o A L

Constipaton T(5%  0(%)  0(0%) Abdominal pan 3007 0%  0(0%) Neuropathy peripheral 1(36%) 0(0%) 0(0%)

1 %) mrmbor of polyosl (peroeriage baserd o A N tander of ot i e popuiahen (RAE [ sectment) evergen! adweno oveord n -
pertirin Y / b (L bl palers [psverbonge el on A, N noevhey of poents e proreliton, TEAE | ealimosd crvepont idvierse csei

S
GecCP
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Study RR% | PFS | RR% Ref | PFS Ref | RR% Sen
(mo) (mo)

Lurbi+Pembro Calles 46.4

(Ph 1-2) (ESMO’23)

Lurbi single Trigo 105 352 35 22.0 2.6 45.0 4.6
agent (Ph 2) (LO’20)

Pembro single Chung 107 187 20 - - -

agent (Ph 2) (ASCO’18)

Lurbi + Doxo Aix 307 320 4.0

(Ph 3) (Lancet RM'23)

Platinum + Baize 81 . . . . 49% 4.7

etoposide (Ph 3) (LO’20)

-------
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Adelantos y novedades presentes y futuras en SCLCC

' 3\

Advanced stage SCLC (inoperable III; IV stage)

8 J/
P ~
( N\
A J S 2-4
- Inmunoterapia
No Cl for
immunotherapy
—
()
= Carboplatin + j
.- Target =
atezolizumab etoposide
\ J
()
Carboplatin + ]
etoposide + Carboplatin +
durvalumab gemcitabine
- Targ

| If response-PS 0-2 |
- ADCs : *

[ Consolidative thoracic radiotherapy

|

I Age<75 |
Prophylactic cranial irradiation or MRI
surveillance

Skopelidou V,. Potential predictors of immunotherapy in small cell lung cancer. Pathol Oncol Res. 2023 May 3;29:1611086.

EtOpDSidE @ Atezolizumab

Immunotherapy

Durvalumab
Systemic therapies for
Small Cell Lung Cancer

Targeted therapy

GcecC
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ADCs en Ca microcitico pulmon. Una nueva vision

Rovalpituzumab
Tesirine SC-002
Y,
¢ g ABBV-011
Ifinatamab Y/ -~ - 8
Deruxtecan : , OO )
O \.\‘A‘ ‘,' O
O o e 3 < \
o 2 -~ DLL3
Sacituzumab . SEZ6
Govitecan B7H3
o ' .
Tusamitamab
= l Ravtansine
0 % A PBD /
*“ TROP2 \ AN / —
[ & \ »
nDxd T, CALICHEAMICIN s ot
l o O ".' S '."""O O~\'| % e~
'\\ o O“." | l‘ O o )
~ ~ | ‘\“ S
Sn38 ' AT
"/ '\“ l“' i "// '// \\\\
n‘\ /IA ‘-|¥ — /,,-‘ \ ]
it ‘\_\\\ "‘—__‘_\ o | — » ./ \\__‘__/
-\‘ / TOP-1 \ A T_ J b Target Agent Drug/Payload Clinical Development

inhioemon | > ; :
/' DLL-3 ROVA-T (Rovalpituzumab Tesirine) | Pyrrolobenzodiazepine (PBD) Discontinued
\ .
Mocrotubules
K - inhibi Phase 2
inhibition TROP-2 IMMU-132 (Sacituzumab Govitecan) TOP1 inhibitor (SN38) (TROPICS-03, NCT03964727)
SEZ6 ABBV-011 Galicheamicin (DNA-damaging) FiH/Phase 1 (NCT03639194)
ABBV-T06 TOP1 inhibitor FIH/Phase 1 (NCT05599984)
B7-H3 DS-7300 (Ifinatamab deruxtecan) TOP1 inhibitor (DXd) FIH/Phase 1-2 (NCT05280470)
. ABBV-155 (Mirzotamab clezutoclax) | BCL2/XL inhibitor (Clezutoclax) Phase 1 (NCT03595059)
SAR408701 MT inhibitor
fnmast

Belluomini L, Sposito M, Avancini A, Insolda J, Milella M, Rossi A, Pilotto S. Unlocking New Horizons in Small-Cell Lung Cancer Treatment: The Onset of Antibody-Drug Conjugates. Cancers (Basel). 2023 Nov 10;15(22):5368. doi: 10.3390/cancers15225368.




Ifnatalamab deruxtecan in SCLC

Ifinatamab Deruxtecan (I-DXd/DS-7300) in SCLC:

DS-7300 Phase 1/2 Study: Antitumor Activity in SCLC Subset'

Novel treatment approaches

[inatamab Deruxtecan (-DXdIDS-7300) in SCLC

Antitumor Activity’

Starting dose
| | | + Pavload mechanism W64mgky MEmgkg 12mgkg 16 mgkg
finatamab deruxtecan (-DXd) is an ADC with 3 components » . Resoonses by RECIST v N=1)
of action; topoisomerase | o O e e o 1150150 0 P
inhibitor I oﬁiﬁfﬁiisr’el(cfn’ses% (0)/ 5% Cl) 10}53’ 29-7a§ ¥
@ Afuly humen ant-B7-H3 lgG1 mb atiached fo i I e, 5 R
. u§ 858
. - - » High potency of payload ‘53 0 i 3 A
@ A topoisomerase | inibitor payload and an exatecan dervative via gLz 2ol
+ Optimized DAR ~4 I -
¢ Atetrapepide based cleavable fnker | o gif g se
v Payload with short systemic @, @
Humanized Anti-B7:43 Derudacan’ half-life . 10 2 %
IgG1 mAb l o | 0 I mDOR: 5.9-months; mPFS 5.6 mo, 0S 12.2 mo Time Since Start of Treatment. vik
0 poo . '
NWUMMMLM@ + Stable linker payload Part 1 Escalaton a2
0 0 oK) "0 ' . 6.4 mylkg 8.0 mgfkg 120mgkg  160mgkg | 120mgkg (,3 y 1407)3
@ » Tumor-selective cleavable n=g) =19 h=3) (n=16) (n=6)
' Treatment duration, mecian (range), wk 9(315) 14 (349) 15 (051) 13(0-89) 14 (043) 9 (0-48) 12 (0-59)
Cleavable Tetrapeptide-Based Link inker
eavable Tetrapeptide-Sased Linker Any TEAE, n (%) 5(100) 8 (100) 19(100) 2(97) 16 (100) B4 (97) 144 (98)
Topolsomerase o + Bystander anftumor effec TEAE vith CTCAE grade 23 1(20) 1(13) 8(4) 14 (42) 14 (86) 28 (42) 66 (43)
DoiT. et o, ESMO Conaress 202 Payload (DXd) TEAE associated with drug discontinuation 0 0 4(21) 2(6) 2(13) 1) 11(8)
e e TEAE associated vith dose Ineruption 120) 0 0 1) 319 16 (24 31 2)
TEAE associated vith dose reduction 0 0 2(11) 4(12) 5(31) 7(11) 18(12)
M“"ETESS Treatment-related TEAE associated vith death 0 0 0 0 16) 0 (1)
g Taofeek K. Owonikoko, MD. PhD

Gontent of this presentation is copyright and responsibility of the author Permission is required for re-use
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2023 World Conference
on Lung Cancer

DS7300-A-J101 Study Design (NCT04145622)

+ We present a subgroup analysis of patients with SCLC (N = 22) from part 1 treated with I-DXd at all doses studied

= 100 -

= ; : SCLC 26.4 mg/k
Ifinatamab Deruxtecan (I-DXd; DS-7300) Was Designed With 7 Key Attributes - Confirmed Responses by RECIST v1.1 (n=21) £
E T - -
+ B7-H3 is overexpressed in a wide range of cancer types and is associated with disease progression and lower survival’- 2 - Objective response rate, % (95% Cl) 524 (29.8-743)
» |-DXd 1s a B7-H3 (CD276)-directed ADC composed of 3 parts:5-211 g i Complete response, % 48
- Ahumanized anti-B7-H3 IgG1 monoclonal antibody® !’ P ) E § 40 Partial response, % 476
- Atopoisomerase | inhibitor payload (an exatecan derivative, DXd) lopoisomerase | inhibitor 211 s 2
- Aletrapeptide-based cleavable linker that covalently bonds the other 2 components [ High polency of payload®™ E ‘—'_' 20
oo
Humanized anti-87-H3 =z ‘ Oplimized drug-to-antibody ratio = 43319 g E 0
e " s‘can . Payload with short systemic hali-ifa® ' te ‘g =
g‘-w--»v-"v-‘-y:v-(l’ ~--~Y=7-T».-' Y:v" v-h‘m. ° Stable linker-payload® '+ E,’ g -20 -
s ) W anW) W g " .N*/\o _-
‘e //*ni" J;(, ) <r*\::”l”"ﬁ&'-‘f.‘i. ‘ Tumor-selactve cleavable linker®:!'.* E g 40 4
Cieavable terapepiida-nased inker mr}_,) y Bystander antitumor efiect’ 012 g
'-‘f-'u:'h»\'.:cnol'l‘\" beor payosd % -60
-80 -
100 -

_ 52% ORR, 5.9 months mDOR, 5.6 months mPFS,
and 12.2 months mOS

— Nausea was the most common TEAE, and antiemetic prophylaxis
is now required for all I-DXd studies, ILD 13.6% (Gr1-2) {

LG CarCET
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SEZ6-targeted ADC (ABBV-011) in relapsed SCLC

Wnt-SEZ6 mAb

DAR=2

A,
on-cleavable Link ]\)\T)‘ry»\:_/{s:’

f 4

Part A: Dose Escalation (n=36)

Dose escalation guided by Bayesian CRM

Q3W, IV prsmry

(n=5)

Q1W x 2
(with 1 wk
break), IV

1 mg/kg

2.0 mg/kg =
: 1
0.5 makg
(n=10)

ABBV-011
Calicheamicin payload

N-acetyl
gamma
calicheamicin

Part B: Dose Expansion (n=60); ABBV-011 IV, Q3W

B 16 mgkgiCt) 12msfkg(c=2)
(n=13)

3 Part C: ABBV-011 IV, Q3W plus budigalimab IV, 375 mg Q3W

Total

n=40

N=99

Antitumor Activity 1 mg/kg cohort (n=38)

Any TEAE, n (%) 39 (98%) 96 (97%) . —
+ TEAE of interest: Hepatotoxici

Grade 23 TEAE, n (%) 26 (65%) 63 (64%) P o ty
ST 717 TSR — T | Delaysd onset of hpattoxity
Treatment-related AEs, n (%) 31 (78%) 76 (77%) :

Associated with discontinuation 3 (8%) 13 (13%) il ool

Associated with dose reduction 6 (15%) 8 (8%)

Associated with dose interruption 12 (30%) 29 (29%)

Bast Parcentage Change From Baseline, %

0
40
30
20
10

10
2
30
40
50
£
70
)
90

-100

Best Confimod Response mDOR: 4.2 months

HPD WSOMPR

Efficacy Outcome

Confirmed ORR, n (%) 10 (25%)
[95% Cl] [13,41]
CBR, n (%) 26 (65%)
[96% ClI] [48, 79]
~ CBR lasting >12 weeks, i (%) 17 (43%)
[95% CI] [27,59]
G ECP

------

Mongemztem D, et al. ASCO 2023



Sacizutumab- Govitecan in 22 line ES-SCLC

Background and study design

* Treatment options for patients with relapsed SCLC are limited'

* Sacituzumab govitecan is a Trop-2-directed ADC approved globally for the treatment of 2L+ mTNBC and pretreated HR+HER2- mBC?? and received
accelerated approval in the United States for 2L mUC?

» The ongomg, open-label. multicohort, phase 2 TROPICS-03 study (NCT03964727) 1s evaluating SG in patients with metastatic or locally advanced solid tumors

Key eligibility criteria

End points
* Hislologically con
sease progression after no m
than 1 prior fine of platinum-based ES-SCLC

Primary
* ORR by INV

21-day cycles.
chemo and anti L)1 therapy Cohort SG 10 mg/kg IV on D1 and D8
. N =40 (until PD or unacceptable loxcily)

Sunaval follow-up

N ) Known achiv S melastases
and/or carcinomatous meningiis*

* At data cutoff (27 July 2023), median follow-up was 5.1 months (range, 1.9-12.2)

AL secord bow ADC. arebody crag coopgae BICR. bhndad mdegendint coonsl rssw CHR. clecdl benelit ras; ONS. ossiedl seevos sysiam: D day, DOR. dursion of sesponse. FOOG PS. Easam Cocparsing Onaoligy Goup parnmancs siins
FSSUL, axersve stage smal oo lung cancer, HERD- human epndormaal growth factor secspioe 2-negave. 1R hony oapiorpoadeve. NV awsigaty V. ntravincas. mBC rataatine breast v nTNOC, mwtastal tojabve Dreast
oo, 0, retintabhe rehoked canon ORR. chyectae soaponse tate, 05, oveest sareved, 1D progesane e wreved Soalt fgandd, 1, FFS, progeessn-roe suny RECGST v! | Renposse Evsbushon Crme ond Turroes
verson | 1 SCLC. smoll ool hing conoer, SG._ saoheumat) gowiecan. 1rop 2. bopnobkast ce dmease kor of loast 4 wocks
mchated 1 the study Al passests it Casnomatous sereois are enchaded hom e siudy regaed 1 L Dgeessrs AC o o Atm <
of peadut .r.mu-'.L.‘ Gl Soences beking UC. Camglobdl irlaad. Sy X023 3. TROCELVY® jssctarumab peetecantzy) [presmbag mbomaton|, Fester Cay, Ch Ciload Soences Ing, Jure 023

Best percent change from baseline in target lesions?

100
* 77% of patients® with posi-baseline umor assessment had any tumor reduction
= 43% of patientst with posi-baseline wmor assessment had wumor reduction > 30%
£ 50
2
3
E
=
&
g o7
... |
a2
&H .50
L Besl wvenall mapunme
W Confirmed parfial respanaa (n =11}
M Stabie dssass = 15)
W Progressive disease (n=3)
-100

Farticipant

nziLctes utieets wnvclied on or b J7 Apel S02% RECIST U1.1, Rt pands Evalestion Croetiaim Sold Tumans wesicn 1.1, =8 invetigater sssessmint par RECIST v1.1. SParzartages aani calcilated g 1he otal surbes
of patants (M = 30,

Efficacy by investigator assessment

ES-SCLC
N = 30b
37 (20-56)

Efficacy by INV?

ORR [Confirmed CR + PR] (95% Cl), %
BOR, n (%)
Confirmed PR 11(37)
sD 15 (50)
PD 3(10)
DCR [Confirmed CR + PR + SD] (95% Cl), % 87 (69-96)
CBR [Confirmed CR + PR + SD = 6 months] (95% Cl), % 40 (23-59)
Median DOR (95% Cl),°® months 6.3 (2.7-NR)
DOR rate at 6 months (35% Cl),*? % 63 (14-89)

Pasents wittost 203 barefine response assessments wese counted 23 not assessod (n = 1), BOR, sest overall respense: CER, cincal benefit rote: C1. confidence ntersal CR. camplete response: DOR, curason of sesponse
ESSCLC. axtensive-stnge small cel Lng carcer INV, investigator assessmact; NR. not reached: ORR, chiective response rave. PO progressive dissase: PR, partial response: RECIST v1.1, Resporse Evaksstion Criteria in
Sold Tumors version 1.1, SO, stable doease. 'Per RECIST v1.1, “inclades patierts enolied on of Before 27 Aprl 2023, “Evaluatied n paten's witd a confimed TR of PR “Based on Kagian-Neter estmales

Annnrner

Safety summary

The adverse event profile observed in this trial was consistent with the observed safety of SG in other tumor types

Any-grade TEAEs reported
2 15% of patierts®

o Grada =7 o Cirade = 3

BD
Safety-evaluable patients, n (%) 0- ™ o
Any-grade TEAEs 30100y 50

Ralatad 1o study reatmant 28193) 50

Grade = 3 TEAEs 18 (60)

Patianls {%)

Related 1o study srestment 15 (50) 40
Serious TEAEs 930 30 4

Relaled fo study treatment 41013) 20 1
TEAEs leading to dose reduction B (27) 10 A I H ‘ H
TEAEs leading to discontinuation [}

Related to study treatment

f@ﬁﬁﬁﬁfﬁﬁﬁﬁ

']
TEAEs leading to death [+]
Related o study freatmant V]

TEAE is duliad as 2y adverse swect with #n onset cate on or after e Sy Testment start date and no laier thar 10 days after B st dose of stucy imatmert. 55000, extens s-Stags Squemous oell Lng cancer
5, seciarab goriecan. TEAE wssmeri-emergsnt sduerse evert “inclades peberts enclled on or beiors 27 dprd 2078
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TROPIC Dowlati

Ph2 (ESMO’23)
EORTC Ardizzoni Topotecan 2nd 92 21.7 7.6
Ph2 (JCO’97)
Ph2 Trigo Lurbinectedin 2nd 105 35.2 .S
(LO’20)
DelLLphi Paz Ares Tarlatamab >2nd 107 23.4 12.3
Ph1 (JCO’23)
Ph1 Wermke Bl 764532 >2nd 39 26 NR
(WCLC’23)
-
GecCP
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1L Chemotherapy HLX10 (anti-PD-1) + PE £ HLX07 Pembro/vibostolimab Tarlatamab + PE + anti-PD-L1 as
Platinum-etoposide (PE) (anti-EGFR) (anti-TIGIT) + PE induction (DeLLphi-303)
Atezolizumab + PE Lutathera® + CE + Ac-DOTA-TATE (RYZ1019) + CE Serplulimab (anti-PD-1) +
Durvalumab + PE tislelizumab (anti-PD-1) atezolizumab (anti-PD-L1) chemotherapy
1L maint. Atezolizumab maintenance Atezolizumab + lurbinectedin Tarlatamab + PE + anti-PD-L1 as DS-7300a, B7-H3 + atezo
Durvalumab maintenance (IMFORTE) maintenance (DeLLphi-303) (phase 1b/2)

Lurbinectedin + durvalumab Lurbinectedin + Lurbinectedin + Lurbinectedin +
(LURBIMUNE)? nivolipi (US)* Atezo (2SMALL) pembrolizumab (LUPER)

Liposomal irinotecan Lurbinectedin + DS-7300a, B7-H3 ABBV-011
(RESILIENT)" irinotecan (LAGOON) (IDeate-1 ph2, IDeate-2 ph3) (SEZ6 ADC)
Lurbinectedin

Topotecan

HPN328 Tarlatamab Bl 76453225 IMMU-132-01
(DLL3-TriTAC)" (DeLLphi-304) (TROPICS-03)

- LB2102 Tarlatamab
Chemotherapy Supportive care W (DLL3-CAR) (DeLLphi-301)

Current treatment options Lurbinectedin DLL-3 Targeted Cell Therapy ADCs
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#LBA8505: IND227 phase Ill (P3) study of cisplatin/pemetrexed (CP) with or without pembrolizumab
(pembro) in patients (pts) with malignant pleural mesothelioma (PM): A CCTG. NCIN. and IFCT trial

CPhase I, open IabeD

IChemotherapy naive pts with PM
N=440

Stratified by histology
Primary endpoint OS

| Randomize (1:1) |

|

1

Platinum-pemetrexed™ q3w x 6 cycles

Platinum-pemetrexed™ q3w x 6 cycles
+ Pembrolizumab q3w for 2 years

Objectives

C D

PRIMARY:

Owverall Survival

SECOMNDARY:
= Tolerability

Response (MRECIST, central review, imagir
6, 12, 18 wks then every 12 wks)

PFS

CQolL

Health economics

EXPLORATORY:

Predictive and prognostic value of PD-L1
(Dako 22C3 platform; combined positive
score (CPS))

Best Overall Response (mRECIST, Central Review)

~ __ « iRECIST
100 Chemotherapy ~ Chemotherapy plus
arm Pembro“zumabarm 'IIIIIIlIlllllllIllIlllllllIllIlIIl n n " e
Median 08 (95% 1) months 16.13 (13,08, 18.17) 17,28 (*4.36, 21.29) 1210 Chemothorcpy - Chemethzragy plus
; H am Fombrolizumab am
_ Hazard ratio 0,79 (0.64, 0.98) :% Median 5F395% O mons 75 683,769 7.9 630,812)
- Stratified log-rank p value %?]324 : e smﬁrudwr::;m 2.37{355_.,,,
, —  Chemotherapy arm if '
— i ] Shemeth
£ Chemotherapy plus Pembrolizumab arm ; E 0.7 =3 bcmmomy m bt
- 1
; .
Z 6
18 0%
. ]
a 080
§ 2year 08 3% E é
'E l :E 025 ‘ylll PF3 20%
3 . - :
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CP(N=218) | CPP(N=222)
omplete Response 0 2 (1%)
Partial Response 83 (38%) 136 (61%) P<0.0001
Stable disease/non-CR/PD 103 (47%) 70 (32%)
Disease Progression 11 (5%) 9 (4%)
Respense could Total 21 (10%) 5 (2%)
not be Never treated/WOC! 7 (3%) 0
assigned Other reasons? 9 (4%) 3 (1%)
No baseline images uploaded 5 (2%) 2 (1%)
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FPhase 1/2 Ranmndomized Trial of Anetumab
Ravtansine and Pembrolizumab Compared to
FPembrolizumab for Pleural Mesothelioma

Aaron Mansfield

Study Design Phasel Phase 2
* No prior immunotherapy = No prior immunotherapy
= No significant comorg_lc!ltles = No significant comorbidities
Phase 1 Safety Lead-In Phase 2 QrautoslmLbne, COmtons or auto-immune conditions
Randomization = Epithelioid mesothelioma e =30% mesothelin
= Measurable disease not expression by tumor cells
* anetumab * anetumab M * Measurable disease <S5
ravtansine (6.5 ravtansine and
mg/kg iv) and pembrolizumab
pembrolizumab * pembrolizumab
(200 mg iv) g3weeks
o<1 y Progression Free Survival (All Pati )

© (100 0-100.0%)
B 144 392 O%)

Fhase 2 Pembm 1017 19 @ 1NE) Reterence

Group 2: Pembrolizumab

Phase 2 — Best change from baseline BE& PR SD "
| Combo (n=18) 2 9 § 0 'l Hazard ratio: 0.55
s | Pembro (n=17) 1 5 % s P value = 0.1952
No statistical difference in ORR § P
&

Best Porcent Change from Baseing

Patients-at-Risk
y 1

-0

) [
e N Pembo
- Phae 2
Ceowvions 10 4
a
o “ 2 13 2¢ 30
e - - Months to Progression or Death
,_ '
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Target: Mesotelina

DENTRITIC CELL THERAPY Study | Clinical Trials ID

BT DENIM (Allogenic Tumor Cell Lysate, Pheralys) 1111 NCT03610360

Anti-mesothalin and

TAA targeted therapies

MESODEC (Autologous WT1-targeted Dendritic Cell Vaccine) |11 NCT02649829
MESOVAX (Autologous Dendritic Cell Vaccine + Pembro) I NCT03546426
U e
Galinpepimut-S (WT1) + Nivolumab I NCT04040231
UV1 (hTERT) + Nivolumab and Ipilimumab (NIPU) Il NCT04300244
e A
MSLN-targeted CAR T-Cells FIH NCT04577326
NCT03054298
ﬁ O:ZM_MW aPD1-MSLN-CAR T-Cells I NCT04489862
*H.mm m;ﬁ- * Gavo-cel (TC-210) (T-Cell Receptor Fusion Construct TRUC™) FIH NCT03907852
\——‘/ % HPNS536 (T cell-engaging, MSLN/CD3-specific TriTAC) /1 NCT03872206
e Y S N
BMS-986148 il NCT02341625
GecCP
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New Engineered T cells: Phase 1 gavo-cel (TC-210) in refractory MPI\H
and other mesothelin-expressing solid tumors

GAVO-CEL (TC-210) anti-mesothelin GAVO-CEL (TC-210) Phase 1 Safety and preliminary activity
(MSLN) T-Cell Receptor Fusion
Construct (TRuC™)

{5+ 10° cellsim’) |
o i (I I RP2D Grade 2TEAESs of interest:
~ a  Single domain — lymphopenia, neutropenia, CRS (25%),
: — r:':;ﬂfh% e ' pneumonitis (16%), bronchioalveolar
TI' ——— I _ hemorrhage _
l q) T el peritoneal/pleural effusions

A |
= HLA independent . MPM (N=23), mostly |O pre-treated

Replacement of natural CD3e g ol b} 0S: MPM group ¢) PFS: MPM group
it wi ™ 2 m
suounitwith TRUC cezﬂlﬂ. L I EEEIEEEES 1$ Mecian 05:11.1 months 3 1%' Median PFS: 5.6 manths
4 od el = 904
N kA L1 ] g W § o
g 204
c c . . . . E 5 0 5 70+
Phase 2 trial ongoing in combination with ICIs } = _ .~ 3 0 ; -
. - : : 2 ] Eoateim: : ¢ w4
in patients with MSLN-expressing solid tumors ;i- 2ot : L -
ongoing (NCT03907852) e $ e
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First Survival data from the NIPU: randomized phase Il trial evaluating Nivo-Ipi with UVI (telomerase
vaccination) as second line in malignant mesothelioma

Study Design - The NIPU tria|, 3 phase I StUdy (1 Overall survival (17.3 months median follow-up)

o Kaplan-Meier plot with logrank test

s : Treatment arm Arm A (ipi-rvo-UV1) —— Arm B (ipi-nivo)
: [pilimumab 1mg/kg every 6 weeks and Nivolumab 240 mg every 2
- weeks plus 8 UV vaccinations 1.00 - 7
Stamal'd ﬂfSt'"ne \ ,// ‘\‘ Until d|sease progreSSIOn Median Survival (95% CI)
e s Arm A 154 (11.1-22 6) *
platinum-based | pogesien \  unacceptable toxicity, or > p—— A:: B111(88-18.1) mmfm’
(he . : up to 2 years of treatmer §
Ipilimumab 1mg/kg every 6 weeks and Nivolumab 240 mg every 2 2
weeks §. 0.50 -
=
*Treatment beyond progression permitted when evidence of clinical ben % 025~
Participating sites: Oslo University Hospital (sponsor), Osla, Norway; Karolinska University Hospital, Stockholm, Sweden; Rigshospitalet, Copenhagen, P =0.37
Denmark; Aalborg University Hospital, Aalborg, Denmark; Vall d’Hebron University Hospital, Barcelona, Spain; Sir Charles Gairdner Hospital, Perth, Aus T
& 12 18 24 30
Primary endpoint Secondary endpoints Exploratory endpoints z SR (o)
* PFSby * 08, ORR, DCR *  Biomarker analyses s Number at risk
59 a7 27 1% - 1
mRECIST, BICR ¢ QoL E — 3 pHA 22 & a 5
s S 0 [ 12 18 24 30
* Toxicity — Time (months)
Statistics: Sample size estimation based on power 80%, one-sided alpha 0.1, to detect HR 0.6 How do the data compare to other studies
s Moduan PFS (95% Cn
_ Arrr © 4.7 (3.9~ 7.0 monow Ipi/nivo in second line
é Study Setting Histology Median PFS Median DCR at 12 weeks
5 Epi vs non Epi (95% CI oS (95% CIl range)
o range)
1—| months
- e PRSI MAPS Ipi/nivo Non 62 85/15 5.6 15,9 27
- T . o " comparative (3.1-8.3) (10.7-NR) (37-63)
Se g sa 18 - 2 o
= ' Tine (sorahe) N - Initiate Ipi/nivo 38 86/14 6,2 NR 68
Single arm (4.1, NR) (50-83)
OEIESVE TRIILN b6 fls SICH) NIPU  Ipinivo+UV1 50 75125 42 15.4
Arm A (ipi-nivo-UV1): 31% (2.9-9.8) (11.1-22.6)
""" Arhi B (ipinivoy: 6% """ -t Ipi/nivo 59 80/20 47 11.1
(3 Q9.7 0 (R 8-18 1)

Odds Ratio 2.4 (95% CI 1.0-6.3)




#8511: Bemcentinib and pembrolizumab in patients with relapsed mesothelioma: MIST3,
a phase Ila trial with cellular and molecular correlates of efficacy

Key inclusion criteria

Histologlcallly confimed
ploural masothelioma

ECOG PS 01

Pror plafinum-based
systomic therapy (max 2
llngs)

Measurable disease by
MRECIST.A

Adequats hematological
and blochemlcal status

Wilingness to undergo &

fesh bopsy (optondl

J

Pre-treatment
biopsy

[

Treatment

for 3 diys then 200mg

Pembrokzumab 200mg
IV evary 3 weoks
\

Treatment untl
tsease progyession

fr
Bomoentinp 400my po

0D ovory 3 whaks

-

|

Re-biopsy on
progression

|

Correlative Research

~

Basoling and
folapsad DNA and
RNA soquencing

Gut 165 RNA
saquencing

Tisslo microarray &

(lracloap moltiplex
Inmunofluorescence

AXLIHC and sAXL

—

'Primaryendrpoint:

weeks (DCR12w)*

403),

Disease control rate at 12

Secondary endpoints:
DCR at 24 weeks (DCR24w),

Best objective response rate
(ORR) and toxicity (NCI CTCAE

"minimum 11126 patents with OCR neoded to mest

hreshold for fuer evahistion

Median{range)

13555}

Plax imurm charnge in umour size (96)

Qutcome (%) N

i I it OCR12weeks | 12126 (46.2%)
g -Slml]nm
A I Fopwin e OCR24weeks | 10/26(38.5%)
- ORR 154%
z PR 4126 (15.4%)
4 CR 0726 (0%)
§ Sl) 15126 (57.7%)
PD 1126 (21%)
- i
: =
i 1
P
;e
Waterfoll plot of best responses of patient within 24 .

weeks (N = 24Y)

Tumour assessment was rot avallable for two patients

o ELI # 4 L ;?
Tresime dureion (maed)

Tolsl G127 G3

ADVERSE EVENT NE) NN
Faligue 1246) | 142 | 114
Nausza W) |11 | o)
Diarthoea Tr |6y | 1
Weihtloss 1) | 6y | 1)
Constipalion 6(23) | 623 | 000)
Raised crezlinine 623) | 6123 | 0f)
IAnaemia a019) | (19 | 0(0)
Increased ALT a9 | 5019 | of)
Increased AST a09) | 5019 | 0(0)
Feier S99 | 0
Peripheral oedema | 3(18] | 5(19) | 0{0)

Mele 23(883)
\ female 3105
Mesoteloma~~~ Exinelod 2385)
SUbtype Blphask A1)
Samat 164
History of ashestos ~ Yes 20(69)
Unknown b1y
£€0G status 0 6131
1 0(169)
Metastases o 193
I 1053
Primary tumour ste ~ Thorecic 2562
Missing 1(34)

MiST3 met its primary endpoint por DCR and warrants further
evaluation in patients who are refractory or who have relapsed
following prior standard chemotherapy

=
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=
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Immune checkpoint inhibitors for thymic carcinoma

The efficacy of pembrolizumab, nivolumab, and avelumab has been reported (TC=125)

The response rate of IO for thymic carcinoma was
« 17.9% (95%CI 12.5 -25.0)
« the DCR was 72.4% (95%CI 64.6 — 79.1) and 1-year survival rate of 65%

Study niM ORR (956% CI)

e I e Autoimmunity-related irAE

Cho, 2018 7133 A 212(9.0-389)
« Gr >3 AIDin 26.9% of TET

Rejon 2019 4 | I soasT-ad « Gr = 3 AID in thymoma: 71.4%,

P S . _ _in_ thymicca: 17.1%

’ « Gr =4 liver injury: 3.3% for TET

Giard, 2021 oue | O 122 @6 248 « Gr =2 4 myocardial damage: 4.7%
« Gr 5 was not reported

Owerall (random effects) == 17.9 (12.5 - 25.0)

HERSTOgEneity: *=F0%, T2=0.18, p=0 22 I I I I I

oo B w8 T Villacampa G Eur J Cancer 2023;180:117-124.

Overall response rate (%)

|



Summary: Key drugs for thymoma and thymic carcinoma

Thymoma: 1L. ORR with approximately 60%

- 1L:  Cisplatin and Doxorubicin containing chemotherapy
ADOC, CAP, CAMP, and CODE

- 2L+: Etoposite, Everolimus, Octreotide, pemetrexed,
Gemcitabine+capecitabine

Thymic carcinoma: 1L. ORR 20-30%, 2L+. ORR 10-40%

-1L: CBDCA+PTX
- 2L+: Lenvatinib, Pembrolizumab, Nivoluamb, Sunitinib, Pemetrexed, Palbociclib,
Gemcitabine+capecitabine, and S-1

Thymic NET and NEC:

Treatment according to NET or NEC originating from the GI or lung
(somatostatin analogue (+1//Lu), chemo, and everolimus)

Ling carceT




#LBA98 Efficacy and safety of ramucirumab plus carboplatin and paclitaxel in untreated metastatic
thymic carcinoma: RELEVENT PHASE Il Trial

RELEVENT Study design

Multicentre, IIT, open-label, single arm, phase |l study

Combination treatment Mzinteance phase Endpoints

Ramucirumab 10 maikg iv Ramucirumab 10 mg/kg v Primary

+ Paclitaxel 200 mg/mq w ORR per RECIST v 1.1

+ Carboplatin AUCS iv —
Secondary

21-day 6 cycles 21-day cycles DOR per RECIST v1 1
PFS per RECIST v1.1
0S

EOT Safety

Until disease progression, death or unaccetiable toxicity

At data cut-off (05 October 2023) median follow-up 31.6 months

Two-stage Green-Dahlberg statistical plan: Tha null hypolhesis that the irue objactive response rate (ORR) is 20% (Lemma et &., 2011) had to be tesled aganst a one-sided
altemative. In the first stage, 30 patients had 1o be accrued. If there were 4 or fewer responses in hese 30 patients, the study had o be stopped. Othenwise, 25 additional patents
had to b= accruad for a total of 55 The null hypothesis was reject2d if 18 or more responses were observed in 55 patients

At Interim analysts more than the required 18 responses wera reported, therefore the accrua was sloppad aftar tha enrolimant of 36 af the rrenlannad B8 nationte

Depth of response by Investigator Assessment

Waterfall plot for change in target lesions

Efficacy by Investigator Assessment

Duration of response (N=28) 0 BEST RESPONSE
- T T T v o M SO
‘ RS : WM
y i ‘; g i
[96% 1) f63.1-91.6) . Mediandur resp 15.9 m
CR 0(0.0) i :
PR 28 (80.0) E -
sD 7(200) N
PD 0(0.0) .
DCR - n (%) 35 (100.0) ‘ g
[95% CI} [90.0-100.0] =1 e
1 . ; - - = Y &
Legend: N number of subjects. CR: complete response. PR partial response. SD. stabls disease a-..:m..,.

PD: progressive disease. ORR: obective response rate; DCR: disease control rate; ‘ ; 100
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#LBA98 Efficacy and safety of ramucirumab plus carboplatin and paclitaxel in untreated metastatic
thymic carcinoma: RELEVENT PHASE Il Trial

S Y e B
Safety summary tudo M
Efficacy outcomes by Investigator Assessment
Saf ik Gt o Safety population Ramucirumab Oulcons
ety evaluable patients, N (%) N=35 relationship Progression-free Survival (N=35) Overall Survival (N=35)
Any-grade drug related TEAEs 32(914) :
Resolved o ™
Related to Ramucirumab 25(714 PFS:
Grade 23 TEAEs . " ' *1
s G3 Yes Resolved 18.1 [95% C1:10.8-52.3] months

Related to Ramucirumab 9(25.7) ] » >

Serious TEAEs 8(228) 63 Yes Resolved with g ”

Related to Ramucirumab 4(114) Seqekee T

TEAEs leading to treatment discontinuation 8(229) & §

TEAEs leading to treatment discontinuation of CT 6(17.1) G3 Yes Resolved § E
TEAES leading to treatment discontinuation of ramucirumab 7(20.0) E L 43.8[95% CI 218':9-NE] th
- - > 0 = R Y monins

TEAEs leading to Ramucirumab dose reductions 40 ((101 :)) Logend: SAE: sarous sdverse evenk: NDR: not g releled )

TEAEs leading death . = EvuntsTotal Median (35% CI) Time-Point KM Ext 95% Ch Events/Total Median (95% CI) Time-Point KM Est (95% CI)

Related to study treatment 0(0.0) ?ﬂ;ggg()ﬁyege]{f:;::ﬁ Senous TEAES, 3 were NDR, | —E RSN 02 ::::::}gi:.;: ol naST 4s0IND 12 10000100 K00w)
Legend: N: number of subjects. TEAES: treatment emergent adverse evenis All the Serious TEAES resolved 0 g T p3 : — 3 a5

Conclusions
TEAES in 210% of patients

~ Ramucirumab in combination with carboplatin and paclitaxel demonsirates encouraging
activity in subjects with untreated TC

-y - ORR 80% (95% C! 63.1-91.6) and DCR 100% (95% CI 80-100)

BU/ae23 - Median PFS 18.1 (95% CI 10.8 - 52.3) months and median OS 43.8 (31.9-NE) months
+ The combination toxicity profile is manageable and consistent with the known safety of
each agent

< Despite this is a non-randomized trial, to our knowledge, the addition of ramucirumab to
carboplatin and paclitaxel shows the best activity results in this setting

v A SWOQG phase |l trial is investigating carboplatin and paclitaxel with or without
2 ' ' u u n . - . n ramucirumab as first line treatment in advanced TC

The addition of Ramucirumab to carboplatin and paclitaxel
K. represents a valid first line treatment in advanced TC

GecCP

g T
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- i ““
23 22 5 20

Paclitaxel/Carboplatin RHYTHM 62 53 8 33

Petat A Retrospective
Eur J Cancer 2022

Paclitaxel/Carboplatin Phase Il

Leman G
J Clin Oncol 2011

Paclitaxel/Carboplatin NEJO23 70 38 9 28

Ko R Retrospective
The Oncologist 2018

Paclitaxel/Carboplatin Phase Il 35 80 18 43.8
+ Ramucirumab
Proto C

ESMO 2023
-
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What's the next game-changer for thymic malignancies?

Strateqic/Combo

2020.8 2024.7

NCTO04554524 . _
Carbo-paciitaxel/Nab-paclitaxel I Ffinry ohdpont < ORR
+ Pembrolizumab (Phase 4) ) v

NCT03921671 2018.11 2021.10 Italy, Thy B3+ TC, n=60

CBDCA+PTX+Ramucirumab — Primary endpoint = ORR

RELEVENT
jRCT2031220144 T T S T T T

CBDCA + PTX + Atezolizumab papan, 16, D= 47 e
JTD2101: Marble H endbolt =

NCT03463460 2018.12 2020.1.;_;__

Pembrolizumab + Sunitinib Ohio State U. n=40 (thy B3+ TC)

Primary endpoint = ORR

2023.3

NCT04710628 :

Pembrolizumab + Lenvatinib France + Spain, n=43 (thy B3+ TC)
PECATI Primary endpoint = PFS

NCT05832827 2023.9 2025-9'""""""""“"“"'

CBDCA + PTX + Pembrolizumab + Lenvatinib Japan, TC, n= 35
artermis Primary endpoint = ORE

Ling carcer
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What's the next game-changer for thymic malighancies?

KN0O46 n=_29, 10 post-_PD
(PD-L1/CTLA4 Bispecific Single Domain Fc Fusion Protein Ab) Primary endpoint = PFS
""""""""""""""""""""""""""" 20184 202012
NCT03193437
Selinexor (KPT-330 and ONO-7705) Gerogetown U. n = 50 (US=25 + EU=25), thy = 25; TC = 25
oral Selective Inhibitor of Nuclear Export (SINE) compound Primary endpoint = ORR
NCT044177660 20206 20234
Bintrafusp Alfa (M7824) — NEI. n=38
PD-1 + TGF-B trap Primary endpoint = ORR
NCT05104736 2022.4 20256 --------------------------------------------------
PT-112 NCI sponsored n = 53
Metallo-pyrophosphate conjugate Primary endpoint = ORR m
-
GecCP



