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Variance in Pathologists’ Grading of

Pleural Mesothelioma

Sarita Prabhakaran
Flinders University
Australia

Variances between pathologists grading of 50 epithelioid mesothelioma . N~
. . . i Results of scores on nuclear atypia and mitotic counts
Histological scoring Method Cases  Kappa Confidence Interval pvalue
Nucleargrade  Complete case analysis 14 0.419 0.253-0.584 <0.001 AOPI2 = scoret m Score2 = o3 . Mitoses = 3
Multiple imputation 50 0.431 0.343-0.518 <0.001 "] I N I
Atypia Complete case analysis 21 0.239 0.187-0.291 <0.001 f - § N
404 a 40—
Multiple imputation 50 0.299 0.263-0.335 <0.001 | ° . - ‘
MitOtiC Count complete case anal\]SiS 25 0.289 0.212'0.367 <0.001 12345878 91011121314 151617 1819 20 21 22 23 24 zlszszrxl:m!nn:!u!snnuwauu««uﬂuus 123 ' s6 7 ' 10 91 12 13 14 15 18 17 18 19 20 21 22 23 24 25 28 27 II I I ,, .,,,“““”ﬂ
Multipleimputation 50 0.141  0.089-0.192  <0.001 , " “_
Possible explanations of our findings/Limitations e e - 2 ..:".j,,:'_‘c& e A
- Use of virtual slides B TR S AT s
Necrosis Complete case analysis 14 0.345 0.180-0.511 <0.001 - Heterogenous morphology !’&;’;L 4 -3.:;:.,:: f"»z,%; ,;a e
Multiple imputation 50 0206 0119029  <0.001 | - Difficulty choosing hotspots in tumours .;f.;.?‘f;”' ‘;E;S.ﬁé et
- Format of survey- technical difficulties Ay A 4 S s
S oS | Slidel N -_,.&3 S
Myxoid stroma  Complete case analysis 21 0.539 0.468-0.610 <0.001 Low drade
Multiple imputation 50 0.406 0.360-0.452 <0.001 Full concordance when

morphology is typical

Myxoud stroma
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Study Design

Phase 1 Safety Lead-In

* anetumab
ravtansine (6.5
mg/kg iv) and
pembrolizumab

(200 mg iv) g3weeks
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FPhase 1/72 Ranmndomized Trial

Aaronmn Mansfield

Phase 2

Randomization

¢ anetumab
ravtansine and
pembrolizumab

* pembrolizumab

I |
Phase 2 — Best change from baseline B PR SD
Combo (n=18) 2 9
Pembro (n=17) 1 5

Best Percent Change from Baseline

No statistical difference in ORR

Arm

Phase 2
Pembro
Phase 2
Combo

Subjects @}x

Phase 1
= No prior immunotherapy

= No significant comorbidities
or auto-immune conditions

Epithelicid mesothelioma

= Measurable disease not
required

of Anetumab
Ravtansine and Pembrolizumab Compared to
FPembrolizumab for Pleural Mesothelioma

Phase 2
= No prior immunotherapy

= No significant comorbidities
or auto-immune conditions

=30% mesothelin
expression by tumor cells

* Measurable disease <R
23]

e Group 2: Pembrolizumab

Hazard ratio: 0.55
P value = 0.1952

Progr i Free Survival (All Patients)
1001/ arm2 Events/Total Median (95% CI) HR (95% CI) Time-Point KM Est (5% CI)
Phase 2 Combo ans 122 (5.1-NE)  0.55(0.22-1.38) o 100.0 (100.0-100.0%)
6 63.8 (44.3-92.0%)
90 12 51.1 (31 .6-82 4%)
Phase 2 Pembro 1017 39 (21-NE) Reference 0 100.0 (100.0-100 %)
] 38.8 (20 0-75.3%)
80 12 29.1 (12.2-69.6%)
Logrank P-value 0.1952
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Phase 2 Pembro 17 s 2 2 1 1




tumor cell lysate

Culture pulsed
DCs with: IL-6,
IL-1B, TNF-a,

PGE2

A
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pulsed DCs

T R

— antigen
Allogeneic tumor A ' -
lysate & " P
Immature dendritic cells
Overall Survival 0 .
(Intention to treat analysis) o
DC +BSC BSC alone o h
(n=88) (n=88) 075
Median 05 (95% Cl), 169 133
months (12.4; 20.4) (14.3;21.9)

050

Overall survival(%)

0
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Mature & activated
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Injection of DCs
back to patient

Isolation of
monocytes via

leukapheresis ’
monocytes
Culture

monocytes with
IL-4 and GM-CSF

Meddan 05 (364 O days:

azad R (5% ) 19007551572
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Month
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MasoPher +B5C  BSC alone
13 377 0,82 58 (436.0,868.0)

J.G.J.V. Aerts, MD PhD
Erasmus MC University Hospital Rotterdam the Netherlands

On behalf of the DE

n

Median (weeks)

Time between last CTx and first dose DC therapy)

NIM study group

=85
=11.6

Study sites:

Last chemotherapy

Histologically confirmed nMPM
SD, CR or PR after first line treatment
ECOG Performance status O-1

Study completion:

Statistical analysis:
Due to COVID:
recalculation of sample size:

A multicenter, randomized, phase I1/1ll study of dendritic cells (DC) loaded with allogeneic

in subjects with mesothelioma as maintenance therapy after chemotherapy:
DENdritic cell Immunotherapy for Mesothelioma (DENIM) trial

July 2022

6 European sites

Planned inclusion was 230 pt.
Slow inclusion & longer follow-up
176

'Y
L
G

m — ——
A —’ Dendritic Cell Therapy + BSC
N N =83
—» | D 1:1
(&
N
v
E N =88

N =176

Stratified by: Study center & Histology

Ql2wW follow-up
until progression

v

Minimal Os follow-up

ai1z2w follow-up
until progression

12 months

v

Endpoints
Primary Endpoint: OS

Secondary Endpoints: OS at

12 and 18 months, Progression Free Survival, Overall response

Adapted from
Belderbos et al.
TLCR 2019

)

rate, Quality of Life

Progression Free Survival

ion Free Survival
With Number of Sutjects at Risk

1.00 T,

(intention to treat analysis)

]

1

DC+BSC  BSCalone L
(n=88) (n=88) ors ‘[
|
Median PFS (95% C1), days (991»516781 (93?35) i

4% subjects without Progression
o
s

1: BSC akone
— ——- 2 MescPher + BSC

W% ¥ ®
B 6 W 2

0.00
Numbers at risk ]

Log rank p=0.5963

w07 4 3 3 1 1o 1 1 [
8 s

]

182 273 64 455 546 637 726 819 910 1001 1082 1183 1274

Days since Randomization
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The IASLC Pleural Mesothelioma Staging
Project: Updated Modeling of Prognostic
Factors in Pleural Mesothelioma

AnNndrea S. Wolf, MDD, ViPH
New York Mesothelioma Program
The lIcahnNn School of Medicine at VMiount Sinai
United States of America !@

Results: Univariate analysis overall survival

Overall Surviva | by Anemia Overall Survival by Serum Mesothelin
100% \\ 100% | ;*,\
1 \ ) . P 1 A\
sow-  \% Anemia by hemoglobin: so%d  \'
VY \
\ <13.5 g/dL for men 1 \
60% W Y 60% —| y N
W <11.5 g/dL for women
0 40%
ay,
20% — i " 20% -
0% 0% |
415 286 12 o % 5 a8 3 o o0 "| 266 170 94 e 6 8 3 1 o o o
P : 481 247 114 52 1 1 0 0
0 5 10 15 o s 1‘0 15
Y ears from Diagnosis

Y ears from Diagnosis

edan ar
Deaths / N in Years Estimate Median 3-Year
No Anemia 247 /413 1.9(1.7,2.2) 30% (24, 35) Deaths / N in Years Estimate
Anemia 358 / 490 14(1.2, 1.5) 20% (16, 24) Serum Mesothelin < 6.7 nmol/L 149 / 266 2.2(1.9,26) 34% (27, 42)
Log-rank p-value = 0001 Serum Mesothelin >= 6.7 nmol/L  319/481 1.4(1.3, 1.6) 20% (16, 25) | 48
Log-rank p-value < .0001
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RIOMeso - Real World Outcomes of

Immunotherapy (10) for Pleural MESOthelioma
in Australia Results - Survival

IASLC é "‘ 2023 World Conference

- Overall No AE AE reported 221 =+ 1L

_ Table 1 - Patient Demographics CM 743 - 10 ) P T o
No. of patients 89 303 WESY) | BRI HE G0 (N=48) 95%Cl 7.4-13.8
. i Epithelioid 15.4 l No AE reported 9.6mo
 Age, median (range) 73 (19 - 89) 69 (5;4:)'°' A L ONA - (N=41) 95%Cl 13.7-NA
Male 70 (83%) 77% Non-Epithelioid  13.0mo Log-rank P = 0.0036
ECOG <1 70 (91%) 100% 1 =) 95%C1 9.6-NA £
— £ Log-rank P = 0.63 8. LR 13.7mo
Current / past smoking 47 (53%) 57% 3 5 (N=59)  95%Cl 10.5-NA
: £ 22LRx  15.4
_ Known asbestos exposure 66 (73%) - 2 = (N=3(;() 95%2??[1.2-NA
Histology Log-rank P = 0.55
Epithelioid 49% 76%
Non-epithelioid 51% 24% '
Sarcomatoid 17% 12% E g&
Biphasic 16% 13% aneg - % 5 3 000% 3 5 J ,
OS (months Time
Other / Unavailable 18% - monts) rd

Treatment line

1L 59 (66%) 100%
>2L 30 (34%) - é
&
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BAPI1 Deficiency Inflames TIME: A Promising
Biomarker for Enhanced immunotherapy
in Vialignant Pleural Mesothelioma

Yongqgian Shu B

MPM Immunotherapy Cohort 1 MPM Immunotherapy Cohort 2
- - GSE117358
Genomic feature: tumor suppressor gene BAP1 loss in MPM GSE63557
P =0.0036
7.5+ P =0.0011 7.0~
BAP1 alterations c s
S ]
‘0 7]
50% ® Mutation ® Structural Variant ® Deep Deletion @ Multiple Alterations % %
5 7.0- »g? S .
40% é )
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= - —
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Structural variant data - + + -+ -+ +* + -+ -+ -+ + -+ -+ -+ -+ -+ + -+ -+ - + + -+ -+ -+ + -+ -+ -+ + - + -+ -+ - + + -+ -+ -+
Mutation data -+ + + -+ -+ + + +* -+ +* + + -+ + -+ -+ + + -+ -+ + + -+ -+ +* + + -+ +* + -+ + + -+ -+ + + -+ -+ +* /\® /\Q\ //\q:\ //’\rD
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BAP1-loss MPM tends to respond better to
immunotherapy 6
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Benmelstobart with Anlotinib plus Chemotherapy
as First-line Therapy for ES-SCLC: A Randomized,
Double-blind, Phase lll Trial (ETER701)

Yll"lg Chel’lg1 y R.Yang?, J Chen® W. Zhang* C. Xie®, Q HuU® N. Zhou’, C. Huang?, S. Wei° H.  Sun'_ X Li", Y Yu'? J Lai'* H. Yang'™, H. Fang'
H. Chen'® P Zhang K. .Gu'¥ Q Wang ,J.Shif? T Yi?', X. Xu?? X. Ye??, D. Wang?t, C. Xie?®, C. Liu?9, Y. Zheng?’, D. Lin“? W. Zhuang?®, P. Lu*, G. Yu?',
J. L2, Y. Gu* B Li*, R. Wu*>, O Jnang W Z. Wang?, G. Wu3? H. Lin®% D. Zhong'?, Y. Xu*', Y. Shu*?, D. Wu*? X.  Chen*‘ J Wang*>, M. Wang*

Study Design Baseline Characteristics (ITT Population)

Benmelstobart+Anlotinib+EC Placebo + Placebo + EC
+ Amulticenter, placebo-controlled, randomized phase Il trial in first-line ES-SCLC. (N=246) (N=247)
Induction (Four 21-day cycles) Maintenance* Mol “&‘;‘"")' s bl S2000)
\ G.ﬂd.f. n
: | Primary Endpolnts Male 209 (85.0) 207 (838)
Key Eligibility Criterla : B:nz:lsﬂt:ﬁ)a‘r: Snz 900::91 f)” CEUCECTIR |+ O (RC,RECIST1) ECOG PS, n (%)
: + Etoposide + Carboplatin TR | ¢ PFS (e RECKTL ) 0/1 47(19.1) /199 (809) 48(19.4) /199 (806)
+ 1875 years ! Smoking status, n (%)
+ Pathologicall confirmed diagnosis  Secondary Endpoints Never 59 (24.0) 54(219)
of ES-SCLC * PFS (vestgalor Fomer 154 (626) /33 (134 158 (64.0)/35 (142
+ No prior systemic therapy R Placebo + Anlotinib (12mg, d1-14) Placebo RECIST1.1 and IRECIST) - °m‘|°' unen:%) BeR SN IR
- - d + ORR inical stage’, n
+ Measurablelesion (RECisTr ) (1) upeCe ECRop HAOID - .- anned-s:e 104) 708
+ Asymptomatic or treated and N=738 + DOR Extensive-stage 245 (99 6) 240(972)
stable brain metastases permitted | { v 6-mo/12-mo PFS rate Disease stage® (AJCC 8th), n (%)
+ ECOGPS0or1 : Placebo + Placebo GCCCUI | ¢ 12:mo/18-mo O rate I 0(00) 1(04p
+ Adequate organ function ; + Etoposide + Carboplatin +Placebo {+ Qualty of Life | M 30(122) 21(85)
' + Safety and tolerability v 216 (878) 25(911)

» Stratified by: ECOG PS (0/1); brain metastases (Y/N); liver measlasm(YN) Brain / Liver / Bone metastases, n (%) 25(10.2)/79(32.1)/69(28.0) 26(10.5)/79(32.0)/69(27.9)




Primary Endpoint: PFS (ITT Population) Primary Endpoint: OS (ITT Population)
- —

~—— - [= S, 12-mo OS rate, 24-mo OS
. % Evens, mPFS, G-moPFS rate, 12-mo PFS rate T s
o n% mo (%%C1) % (96%C1H % (9%0)
.- 95 19.32 64 12 4183

" BenmelstobarttAnlotinibeeC 148 6.93 50.11 90 BenmeistobartsAniotnibeec (95, 1932 - 6432 O e

6 | 134 11.89 49.00 2424
y (%) (5'52‘15) B2 @12BUN) \ PlacebotPlacebotEC (o (2) (1074133 (1665693  (16963226)
i 199 N 1655 220 - ¥ .

PlacebotPlacebotEC 0 wiaag (116208 063 \ HR 061 (95%C1 0.46-078) 1, P = 0.0002

HR 032 (95%CI026-041)"  P<00001* Benmelstobart+Anlotinib+EC

Overall survival (probabuity|
2 2 L 2

- o SR .y Placebo+Placebo+EC

“

Progression free survival (probability)
4

Benmelstobart+Anlotinib+EC

I N 2 ’ . . . ’ . " T " 2o N " e " woow o 3 2@ 3 .
Monthe

No. at rink

: PIacebofPlacebo#EC ) ) ———e i
i Morthe | - Secondary Endpoints: DoR, ORR, DCR (ITT Population)

B otois s Pscant 247 I 2T s s 4 ST " " ) 2 ' ' ' ' ' ' ' ' ' ' 1 o

PFS and OS in Subgroups :

Tumor response (IRC, RECIST 1.1)

Benmelstobart + Placebo +
Anlotinib + EC Placebo + EC
(N=246) (N=247]

Events
(%

116
Benmeistobart+Aniotinib+EC
(56 .00)

g Objective confirmed response, 200 (81.30) 165 (66.80)
: SaissiMcibeene 138 3.09 n (%) [95%C1) (75.86.8597) 100.65.7264)
0S PFS | e 2841 Complete Response, n (%) 30122 0(0.00)
5 - K\ HR 0 31 (95%C10.24-041)! ; P< 00001 * Partial Response. n (%) 197 (80.08) 165 (66.80)
Placebo+Placebo+ £ Placebo+Placebo+E!
P it Mmmm c T T unmwc . Passh ““g) i ) \ Stable Disease, n (%) 23(9.35) 50 (20.24)
Progressive Disease, n (%) 8(325) 16 (6.48)
Al the patents ) 061 (0470 abin. Al ha paterts 0 032026041 s :
ECOGPS, 0 (%) . i | ECOGPS,n (%) o ) . s : \ BenmelstobartsAnlotinib+EC Not Evaluable*, n (%) 15 (6.10) 16 (6.48)
0 %) 040 (026008 pu——— 0 60) 02(012040) b - L P 60001
1 1 1 1
- —_— 308 (104 063 (047084) -.-l . S— 38 (285) 0.38(0.30049) . K \\ Dlsesss Caatol Rate; 255 065) 218 87,00
Yo 8120 064 (029141 ] Yo 51 (40) 050 (0.30-1.16) —_— S Placebo+Placebo+EC n (%) [95%C1) 186.30.63.66) 2219007
No 442(20) 060(045079) - No 442 (308) 033(026042) - ) ; - . P . : P 0.2003
Liver mutastases | Lrver motastases ' ! ' pheiiy ' SEEES S * T bost vers rongcmes coukd ot b vkt or pabents w90 N 3 Baeebns o 3 pclbmmetrs e
You 158 (96) 07058118 e Yos 158(123) 0.36 (02405 -fm R emarerts @ 2 oot (re e hat o3 At L € sshagnd A
No 23513y 081(03072 ——— No 5 (222) 031 (023:041) = - ) ) 1RC+ independent Remea Commane 3
Bone retastases | Bane metastasos {
Yo ;:(m' g:«gmm —— You 138 (100) 0.39(026:060) ——
—— " -
Ap ( he | ;:’ . ) s Benmelstobart + Anlotinib + EC Placebo + Placebo + EC Sonmel ”f'é‘c' Anlotinlb | orcebo + Placebo + EC
ol 106 (96) 054(036081) —_—— 265 196(136) 0.31(0.22048) —— Saftey Summary (N=246) (N=246)" TRAEs (N=248)
207(133) 065(048092) —_ 5 27 (208) 037 (028050) ot
UmONcgm D) e I Lot Dryogmme 104 | aryonte | Gratezs | yonde | onderi Lo el A L Ornde 2 L ey prade | e 22
( { —— { .n I {
00000 085037082 o -y Tty = Any TRAES, n (%) 46(1000)  229(831)  245(996)  214(870)  TRAES reporedin 210% of patents.n ()
Clrvoal stage at st dagnoss 3 | Le: to dose reduction Neutrophil count decreased 24 171 (69.5) 223(80.7) 169 (68.7)
Uit Suge " 082047080 — e — RO —— eesas Mg o 124 (504) 83(337) 57(232) 39(159) 20008 017 88058
(82 25615  85(M46)
TRy e | Esenan stage 45(33) 0%(028044) - Leading to any discontinuation 2185) 14(57) 728) 5(20) o e 8o
Mo 416.(201) 064 (048085 —em Mao 416 (296) 0.3 (027:04Y) - Leading to death 11(45) 11(45) 4(16) 4(16) ;“:;’s “:‘;’," ‘:“:‘;’
Fomale (@) 030(0120785) —— Ferruse (49 0.32(0.17060) e (185) ) {16
Drsnase stage? | Doase stage? Any irAEs, n (%) 105 (42.7) 41(167) 47(19.1) 17(6.9) e —— - :::: u g’ 3 : :gg:
. ;‘a‘:""‘ gg:g:ﬁ& - ':“ ;'(g;m ::gmg - Leading to any dose reduction 16 (6.5) 13(53) 5(20) 3(12) Hypertglycendemia @12 8033 “(18n 2008)
Smokrg ot | Smokng sehs Leading 1o any discontnuaton 2001 15(6.1) 4(16) 312 bt L koo
Fomer n2(1%0 067(040090) " Former aM2(2n 040 (030052) - Proteinuna 50(240) 2(08) 28(114) 1(04)
Never 1341) 034(020074) —_— Nover 13(70) 0.26(0.15044) P Leading to death 5(20) 5(20) 1(04) 1(04) 8195 104 208 0100y
Currert L 080119 s Current (48 026 (013049) —— Any SAEs, n (%) 135 (54.9) 15(46.7) 101 (41.1) 84(341) mw-wbn 45(183) 3(12) 17(89) 1(04)
PR ’ T e S TR increased 3(134) 1004) 803) 0000)
. o oM 08 1 2 4 < 01 02 1 4 Benmeistobart-related 2 Grade 3 / 51(207) / 22(89) Occult blood poseve 2(118) 0(0.0) 17(69) 2(08)
SAEs Lymphocyle count decreased  20(118) 8033 2498 729
EC  Placebos Benmelstobart+Anlotinib+EC  Placebo+Placebo+f
Setier  Betr Better  Botter Anlotinib-related > Grade 3 SAEs ! 56 (228) ! 33(134) Total bileubin increased 2(118) 2(08) 17(69) 2(08)

Patmar plantar
hemotherapy-related 6 0
c 2 Grade 3 / 92(374) / 63(256) o iscivsiutlinala Syndom 28(14) 249 Ny 00
SAEs ¥-GT increased 27(11.0) 4018 28(114) 3(1.2
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Five-year survival in patients with ES-SCLC
treated with atezolizumab in IMpowerl33:
IMbrella A extension study results

Stephen V. Liu,®* Rafal Dziadziuszko,2 Shunichi Sugawara,3 Steven Kao,* Maximilian Hochmair,5 Florian Huemer,®
Gilberto de Castro, Junior,? Libor Havel,® Reyes Bernabé Caro,® Gyodrgy Losonczy,1° Jong-Seok Lee,1!* Dariusz Kowalski,12
Zoran Andric,13 Raffaele Califano,® Andrea Veatch,'> Gregory Gerstner,1® Marta Batus,” Stefanie Morris,18
Monika Kaul,® Madeena Siddiqui,*® Huafei Li,2° Wei Zhang,1® Barzin Nabet,® Martin Reck?21

IMpower133 IMbrella A
" IMpowerl33 and IMbrella A: long-term OS
Characteristic Atezo + CP/ET (n=18)? P =
= 1 ezo + acebo +
(n=201) erae Mpowerass | iMpoweriss
Median ran r .0(28- 5 (46- OS events, n (%) 159 (79.1) 169 (83.7) OS rate Atezo + CP/ET Placebo + CP/ET
Ed IS ( : EE), ik b4 0( 8 90) 60.5 ( 6 80) 80 Median OS (95% Cl), months | 12.3 (10.8, 15.8) [ 10.3 (9.3, 11.3) (95% ClI), % (n=201) (n=202)
Age < 65 years, n (%) 111(55.2) 14(77.8) . e T medan el a2 et (e 0.0 72) 1year 52%(a559) |  39% (32:46)
= 2- r 22% (16-28) 16% (11-21)
Male, n (%) 129 (64.2) 11(61.1) 3 5year 05, 125 b
40 ' 3-year 16% (11-21) NE®
White, n (%) 163 (81.1) 14 (77.8) o 4-year 13% (8-18) NE®
. -year (7-17) a
Asian, n (%) 33(16.4) 3(16.7) N i i NE
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Never used tobacco, n (%) 9(4.5) 1(5.6) - Months
Atezo + CP/ET 201 182 159121 93 81 61 48 38 33 30 30 28 26 17 15 15 14 14 12 11 10 8 7 2
ECOG PS 0 n (%] 73 (36.3) 12 (66.7) Placebo + CP/ET 707‘18(—3 160114 74 S5 39 34 25 11 3 2 - | e T
) Patients from IMpowerl33 who enrolled
Brain metastases, n (%) 17(8.5) 2(11.2) in IMbrella A (Nn=18)
Liver metastases, n (%) 77(38.3) 2(11.1) - . N
g ] : ps i . 5 - Exposure to atezolizumab
2] = - -
&6 — - - First complete response (n=2)
" ; 7 : e - - First partial response (n=18)
E o me - - - First disease progression (n=11)
E 10 - m= - - 3  First subsequent therapy on IMpowerl33 (n=
i; ] = *" he . # IMbrella A rollover (n=18)
12 - T —— e -> | Alive and on study in IMbrella A (n=11)
i; ] “. - > - - 3< First subsequent therapy on IMbrella A (n=2)
16 - mE——— - < © Death (n=4)
7] L— = i <> Discontinuation from IMbrella A (n=3)

A I S S S S S S S SN SN S S S S S S IS S S S SN S S SR SN S S S SN S S S S S S S S
0O 2 4 6 8 10121416 18 2022242628 3032 3436384042 444648 5052 5456 58 6062 646668 70727476
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Phase | dose escalation trial of the DLL3/CD3
IgG-like T cell engager Bl 764532 in patients with
DLL3+ tumors: focus on SCLC and LCNEC

Martin Wermkel1, Yasutoshi KubokiZ2, Enriqueta Felip3, Olatunji B. Alese“4,
Daniel Morgensztern®, Cyrus Sayehli®, Edurne Arriola’, Miguel F. Sanmamed?s,
Zohra Oum’ Hamed®, Eric Song'?, Matus Studenyl1, Vvalentina Gambardellal?2

Bl 764532: a novel DLL3-targeting T cell engager Inclusion criteria and patient baseline characteristics

anti-CD3 Infzg;:e A(E:':::?d Key inclusion criteria
. o o % Median age, years (range) 60.0 (32-79) 633 scLc
) cD3 & - _ . : Male, n (%) 61 (57)
Humanslt?ﬁ_ttkrz —_— gﬁzlpy:; DLt?;Sg:;t;;gar;?:Vte: ;::::;P:;C:&J ay Prior lines of therapy, n (%)
DLL3 Q Failed/ineligible for available standard 1-2 72 (67) @ epNEC
DLL3: DLL3 therapies (:t:;:rr:(?tﬁfeﬂiiir?um-based >3 33 (31)
Notch ligand selectively - ECOG PS 0/1, n (%) 28 (26)/78 (73)
expressed on the cell surface Adequate liver, bone marrow, -
of SCLC and epNECs and renal function Prior PD-1/PD-L1, n (%) 52 (49) @ LCNEC
ECOG PS 0/1 Brain/liver metastases, n (%) 41 (38)/60 (56)
Most common all-cause AEs in pts with SCLC and LCNEC (>15% patients) ;nzpus e ey otine "Safety poputation: 1 dose ofBI 764532 o)
Patients (n=66)*
AE, n (% All grade Grade 1-2 Grade 3-5

Number of pts with 21 AE 66 (100) 31 (47) 35 (53)
| CRS 32 (48) 31 (47) 1(2)

Asthenia 21 (32) 19 (29) 2 (3)

Dysgeusia 18 (27) 18 (27) 0

Constipation 18 (27) 18 (27) 0
| Lymphocyte count decreased 16 (24) 4 (6) 12 (18)

Nausea 15 (23) 14 (21) 1(2)

Fatigue 13 (20) 12 (18) 1(2)

Malignant neoplasm progression’ 13 (20) 0 11 (17)

Decreased appetite 12 (18) 10 (15) 2(3)

AST increased 12 (18) 11 (17) 1(2)

Headache 12 (18) 12 (18) 0

[Pyrexia 11 (17) 11 (17) 0 ﬁ



Efficacy in patients with SCLC and LCNEC (doses = 90ug/kg)
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100 - 4 Ongoing
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o

T3 Gecp
PR 10 (26) 3 (60) e
SD 10 (26) 2 (40)

PD 12 (31) 0

DCR 20 (51) 5 (100)

NEt 7 (18) 0o

*Efficacy population: =1 post-baseline tumor
assessment or permanently discontinued prior
to tumor assessment; responses evaluated pel
RECIST v1.1 criteria; TDiscontinued prior to

tumor assessment

|

Response duration in patients with SCLC and LCNEC

Current duration of objective response,
months* (as of April 21, 2023)

SCLC @ LCNEC
L g * * L g e L g * -
-
L] L] o o L] L ] L] [ J —>
< L 2 ¢ ™ e ® —
—
[ ] o @ L J —>
[ ] o [ [ ] —>
@ @ @ o —
e e e — Tumor response and status
e e ) - —+ Response ongoing
| & o = « Partial response
e e —- ¢ Stable disease
& — = Disease progression
i 2 a 4 &5 &6 7 & a 10 11 12 13 14

15

6.6
10.6
9.2
2.8
4.6
4.0
3.9
4.5
3.0
4.2
1.2
1.2
<1

Responses are ongoing
in 10/13 responders

Although it is too early
to assess median DoR,
responses are ongoing
in the majority of those
who showed a response

<N
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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,2 Yanqiu Zhao,3 Dingzhi Huang,4 Xingya Li,5 Peng Zhang.® Mafei Kang,” Nong Yang.,®8
Diansheng Zhong,® Zhen Wang,'® Yan Yu,'"" Yu Zhang,'2 Jun Zhao,'3 Tai Qin,"* Chenqi Chen,'5
Shiangjiin Leaw,'5 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)
Induction treatment (Q3W, four cycles)

Overall Survival (0S)

Maintenance treatment

Key eligibility criteria Tislelizumab 200 mg D1 +

« Patients aged 218 years with carboplatin (AUC 5) or cisplatin (75 mg/m?), D1 BN Tislelizumab 200 mg Continue until 100 | Ev;nts I;SB;IZT Ha;::: ;ﬂu P-value?
histologically/cytologically + etoposide (100 mg/m2), D1-3 Q3w disease - %) (9% CI) (95%CI)
confirmed ES-SCLC progression or ~ 801 i — 184(722) 155(135,17.1) 075(061,082) 0.0035

*No prior systemic treatment for Placebo D1 + Placebo intolerable £ 1627% — 191(830)  135(121,149)

ES-SCLC carboplatin (AUC 5) or cisplatin (75 mg/m?2), D1 Q3W toxicity E 60 1 -

«ECOG PS =<1 + etoposide (100 mg/m?), D1-3 2 .

§ 404 i 33.2%
Stratification factors Frmary encpolnt OS. Statistical methods n% i
- ECOG PS (0 vs 1) Key secondary endpoints: » Planned to enroll 455 pts; 80% power to detect HR 0.74 with 0 204 i

» Cisplatin vs carboplatin FErS: ORR, ahd DoR 8200 ovepls ~5— Tislelizumab + chemo i

« Brai 5 (INV-assessed) « Hierarchical testing on PFS: only when OS demonstrates —6— Placgbo + chemo |
rain metastasis (yes vs no) - Moy oe !
- Safety and tolerability significance? 0 — i ; r r . . r —r———

Safety Summary

03 6 9 1

15 18 2 24 27 30 B ¥ 39 42 46

Number at risk Time (mo)
Tislelizumab Placebo —u M 198 166 14 19 9% 8 4 49 3 17 13 10 1 0
_ + chemo + chemo Most common TEAEs — o » W % M B W & & ¥ 7§ 3 2 0 0 Al
(n=227) (n=229) = Tislelizumab + chemo  m Placebo + chemo -
Tislelizumab/placebo cycles 100
Mean 11.8 7.3 . 84.684.7 _. 790
Median (range) 6.0 (1-59) 6.0 (1-48) = 80 h!! 7 7 e
=16 cycles, n (%) 44 (19.4%) 10 (4.4%) #/ 60 = 45 5 g52.0 43.243.2
Chemotherapy cycles, median, n (range) 4 (1-4) 4 (1-4) .E 40
TEAEs, n (%) 226 (99.6) 228 (99.6) E 20
Treatment-related2 226 (99.6) 228 (99.6) 0
Grade 23 201 (88.5) 206 (90.0) Q\q, s
Serious 94 (41.4) 69 (30.1) & & S5
Leading to discontinuation® 30 (13.2) 7 (3.1) v_(\ V}o e@i‘s ‘_.t.'z’é é:* =¥
Leading to death< 14 (6.2) 4 (1.7) Qo‘:’o S S
Tislelizumab/placebo-related 7 (3.1) 0 (0.0) q;(‘_; B
Chemotherapy-related 6 (2.6) 0 (0.0) =
Immune-mediated 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)

Infusion-related reactions, n (%) 8 (3.5)

5 (2.2)

tislelizumab plus chemo arm were hypothyroidism
(13.7%), rash (13.2%), hyperthyroidism (5.7%)
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Biomarkers for Brain Metastases Risk and Survival Benefit

of Prophylactic Cranial Irradiation in

Limited-Stage Small-Cell Lung Cancer

Genomic alterations associated with BM risk in LS-SCLC

Potential predictive genomic signatures for PCI response

Non- BMD; bents (N= % BM patients (N=84) FAT1 wild-type. FAT1ENKXZ-1 wild-type FAT1ANKX2-1 vanant
L AR LA TR nm WL LU A Factor HR (95% CI) Favorable BMS Unfavorable BMS  P-value . PO =0l = v status
o -— an
i ipeeiy P A mulwnqﬂ[n‘pw‘nﬂ Fi .. - =
bt S R O 1t ot 051 " | o
g £ '
TP53 pathway £t (0.321-0.82) | 40 £ a0
TCTCURE TN RN O 0 ORI WMAMAN 1 7% OV 0 SMiSMOMEENE VORIRY WRIOOIN IOV | 7PS3 |
I | Q) 107% 8 1 1) CHEK2
i o I " s 177 | o
X - : Smoki ] 0018
[ ﬁ 24% 1 MOM2 ng (1.102-283) { oo
R MIRCTNLE AR W) 857 LNV RSP0 002) ﬁ : ° = = T oy o
i : I I 085 | purbera_rink umer o S T o)
". '|I i 1 i fx;:f‘n ™B ©535-134 —. 0417 woecfs w8 o s S O ]
CDKN2 - -
1 I 1| conor ! b w2 : o . s 1 2 i o]|ze v o o
I CDKNIA 1 .
CDKN1B RB1mutant It ‘42“{ 359 J—— 0.016 FAT1/NKX2-1 variant
. ' 1.004 P=0031 W FAT1NKX2-1 variant
" M) 13,13 1 11! CREBBP ; e il
1 'IIII 1 131%m h e |||I - il Norcet oo : o7s] 40 - FAT1&NKX2-1 wiki-type
P FLT4 mutant et f——{ 0.048 - -
i'lu I e b &5t (0058-036) | ! " x .
il g 1 111! norch | = 0.501 z ooas
H 1 | Fed %%f;] 1.56 ! 0.25] £% £ w
1C BCL3CNV ——a— 0224 - = §
High frequenicy genes (0.764-3.17) T 20 S 40
P 24% I " 0.00{ =
4 @ 476% URIT)| | o 20
oel. I 1 THE b2 am wE W em | 0 10 20 30 40 50 0 10 20 30 40 50
e no I ITrm I I A NOTCH pathway ~ 063 i 0.04 Number at risk Time (menths)
’Ee’sll TOCRER 7 0 OO0 O 13 Dl {0 T T R T u:w variants (0.405 - 0.98) ] umber st 11l T T
' | 1 Mopci{14 4 1 o o ol[= 1 o o o [ FﬂY’/NKJO 1 F”’&NK”? 1 NOTCH  RTK/RAS
2 1 1 T " { ) ! B ' . L oo e wil-typs
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1. Genomic profiling revealed significant differences between LS-SCLC patients with and without brain metastases.

2. Five clinical/genomic features were independently associated with BM risk in LS-SCLC.

3. FAT1 and NKX2-1 mutational status effectively predicts PCI treatment response in LS-SCLC.
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A Phase 1b/2 Study of Senaparib in Cobination

withh Low-dose Temozolomide:
Relapsed ES-SCLC Patients

Min Hee Hong, MD

Cancer Center, Seocul,

Min Hee Hong?,
Ying LiuSs,

Yonsei South Korea

Bo Gao=2,
Sang-We Kim?7,
Lin=2,

Ying Cheng3, Byoung Yong Shim<,
Ki Hyeong Lee®, Robert Zielinski®, Richard Eek1°,
Chia-Chi Wei-Pang Chung'3, Chih-Yi Hsieh14, Sui Xiong Cail4,
Lan Liu'?, Tiantian Niul4, Clare Halcro'5, Baoyue Li'?, Ming Zhang'4,
Huiyun Li'4, Li Xu'4, Hsin-Tien Hung's

Melissa Johnson®, Cheng-
Sheng Hu'1,
Ye Edward Tian4,

Congcong Zhang'4,

Updated Results in

: . . : . : Study design : PPy
Introduction of senaparib Potential synergism of senaparib and temozolomide? y Pgrt 2 Baseline characteristics in Part 2
a
" Part 1 N=45 o,
WO WM G / Simon 2-stage design \ B 3 NI 1 S—
Fo Continuous low dose of TMZ in- WM\RMle ender emale/Male (24.4) (75.6)
duces significant DNA lesions Stage 2 Age (years) Median 67.0 (39.0, 83.0)
NH ety N RP2D Sta_ge 1 If = 9 responders in Stage Race Asian/White 34 (75.6)/11 (24.4)
N/KO 5 ‘ O N=40 1, expand to N=100 Smoking  Yes 41 (91.1)
Lead to DNA single strand breaks M AW “W- A Ke ligibili History No 4 (8.9)
' \ y eligibility h .
N/\ -------- PR ES-SCLC, disease progression e 18 (40.0)
K/N‘ N ol = Day (a eycte) 1 21 28 after only one prior 1L standard sensitivity” Sensitive 27 (60.0)
F \r Y | Trappings of the single strand = ™~ ” ¥ @ eye 1 P latinum-based thera ECOG =1/2 43 (95.5)’2 (4.4)
ol | breaks by PARP inhibitors lead M ™Z I p Py Brain Yes 11 (24.4)
N/ to the formation of cytotoxic " (20 mg, QD) ! i . ECOG 0-2 . -
________ adducts Sonaparlc e < At least 1 measurable lesions mgtasta&s No 34 (75.6)
; : : - Untreated/unstable brain Prior 10 Yes/No 36 (80.0)/9 (20.0)
IMP4297, Senaparib DNA Doubie stand breaks Y Ny N A . o
ouble strand breaks J/ W/ w/ metastasis will be excluded * Platinum sensitive: chemotherapy-free
&

+ There are very limited treatment options for
relapsed ES-SCLC.

Primary endpoint:
ORR per RECIST v1.1

N

DNA repair defects such as
BRCA mu ted

interval (CFl) exceeds 90 days. Platinum
resistant: CFl within 90 days.

V!

the effects, induced jouble
strand breaks and cell killin 1 Homolo

+ Senaparib is a novel PARP1/2 inhibitor with
improved efficacy combined with
temozolomide in SCLC model'2,

Efficacy

Best change from baseline in Target lesions

Figure 1. Mechanism of PARP inhibitors in combination with low dose temozolomide

-0
-

Overall confirmed ORR: 14.3% (6/42) o
On treatment

FANC WT
(n=38)

8.6% (3/35)

FANC mut
(n=7)
8%nélrmed 42.9% (3/7)
mDOR
(months)

(95% CI)

4.0 (3.4,NR) 5.6 (3.9, NR)

Percent change from baseline (%)

S: platinum-sensitive; F: FANC mut; one patient was not shown -
as the target lesions were not evaluable post-baseline.

» Median follow-up: 8.3 months (0.6-18.7)
* Median time to response: 1.8 months (1.7-2.0)

FANC WT: no pathogenic mutation in FANC genes;
FANC mut: at least one pathogenic mutation in
FANC genes, including FANCA, FANCD1(BRCAZ2),
FANCL, FANCM, et al.

Median duration of response: 4.8 months (95% CI, 3.9- NR)
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Conclusiones o>
*  Mesotelioma: Gecp

lung cancer
research

Sigue siendo una entidad de dificil diagndstico y consenso anatomopatolégico.

La anemia y los niveles de mesotelina son factores prondsticos.

Los anticuerpos conjugados combinados con 10 y las células dendriticas en monoterapia no han aportado avances.
La pérdida de BAP1 se asocia a mejor respuesta a IO

Estudios de vida real reflejan datos similares y muestran la asociacion de toxicidad con incremento en OS.

* SCLC:

Benmelstobart + anlotinib: Muestran excelentes resultados en supervivencia con toxicidad manejable: PERO EN POBLACION
ASIATICA.

Se mantiene hasta un 12% de largos supervivientes con Atezolizumab a 5 afios en el estudio Imbrella.

Datos prometedores en fase | del anticuerpo dual CD3/DLL3 en segundas lineas con tasas de respuesta de 50% y respuestas
duraderas.

Se confirma con tislelizumab la eficacia de tratar el eje PD1-PDL1 en SCLC.
Estudios gendmicos muestran posibles biomarcadores para el beneficio de la PCl: FAT1 y NKX2

Senaparib ( iPARP) muestra datos de eficacia en pacientes previamente tratados especialmente en paciente con mutaciones
en FANC
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