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' Pleural Mesothelioma: Is it possible to avoid the fate? Gecp

THE WISDOM OF LIFE

I'c ) Fate is the one that shuffles the cards, but we are the ones we play
[t

Schopenhauer

Learning embodies the same process as problem-solving

‘% Hospital General
Universitario Dr. Balmis
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 MPM: mainly an occupational disease J GeCE’
- + TTR GECP 2021: .
159 patients (0.87%) i )
- Spain 264 death/year ;|
91.7% deaths related to = %
asbesto exposure
%e— Age
?,_
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Occupational exposure to asbestos

Necrot
w ol death

=== @)
Asbestos / "'t
shestos .’,J

Overall incidence rate: 0.30/100.000 F oom
0.46 Males / 0.17 Females o 2'8}"\”.
R,

Mean age diagnosis 75y
(1in>50years/0.06 in <50 years

Hospital General
Huang J et al: JTO 2023;18:792-203; Remon J et al Lung Cancer 147 (2020) 83-90; van Zandwijk et al Lancet Oncol 2022; Aug 30 g i
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Exposure:

- occupational
residential

- environmental
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DALY (Disabiity-Adjusted Life Years|

Figure 2. Temporal Trends in Mesothelioma Cases Among 47 Countries With Complete Asbestos Bans
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The solid blue curve reflacts the overall trend of incxdent cases,

Huang J et al: JTO 2023;18:792-203; Zhai Z et al: JAMA Network Open. 2021;4(8):e2120360.

Chen Z et al: Journal of Cancer Research and Clinical Oncology (2024) 150:282
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Change in Incidence
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| 74% to <129%

125% 10 <1688
109% to <1365%
NA
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\ Biology of MPM I

Diffuse malignant
mesothelioma
Epithelioid
mesothelioma

Epitelioid

50_70% Sarcomatoid
including
desmoplastic

variant

Biphasic
mesothelioma

Biphasic
20-35%

papillary
mesothelioma

Sarcomatoid
10-20%

mesothelioma,

Well-differentiated

Composed of rounded rather than spindle-

shaped cells usually showing a cohesive
architecture, although epithelioid cells
can show single cell growth within fibrous
stroma.

Composed of spindle-shaped (greater than

two times longer than wide). The spindle
cells may lie in varying amounts of
fibrous stroma, or they can form solid
sheets.

Showing at least 10% of both epithelioid

and sarcomatoid morphology. This rule is
limited to definitive resections, namely,
extended EPD and EPP. For smaller
samples, until more data are collected,
the group proposes that the diagnosis of
“biphasic” can be rendered regardless of
the percentages of each component
present and that the diagnosis should be
accompanied by a comment indicating
the percentages of each component.

A rare localized mesothelial neoplasm

characterized by an exophytic papillary
architecture lined by relatively bland
mesothelium with no or only minimal
areas of invasion. Diagnosis requires
exclusion of diffuse malignant
mesothelioma with papillary
architecture.

DD Adenoca BP: CK 5/6 (+), calretinin (+) , WT-1 (+) TTF-1 (-)

Nicholson AG et al. JTO 2019;15:29-49; Galateau F et al JTO 2018;13:1189-1203; MESOPATH.
O

0.75 1.00

Overall Survival (Probability)
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Number at risk
Epithelioid 811 381 172 66 32 10
Sarcomatoid 224 26 12 5 3 1
Biphasic 148 55 15 6 2 1
3
o
ey .
a
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o
2 Logrank test : P<.0001
o . v v v
0 10 20 30 40
Grade [/ Necrosis N Median 1 yr-surv [95%(Cl] 2yr-surv (95%C1] 3yr-surv [95%C1)
G1 /N=0 115 26 mos 78% [70,85) 52% |42:61) 39% {30,48)
G2 /N=0 1079 19mos 68% [65;71) 39% |36,42) 22% (19;25]
G2 [ N-1 156 14 mos 62% [54;69] 23% [16;30) 12%(7;18]
G3 /N=0 316 12 mos 53% [47,58] 19% [15;24] 9% (5,12
G3/N=1 244 10mos 39% [33;45] 14% [10;19] 6% (3;10)

1./_/.— Hospital General
Universitario Dr. Balmis



GecCP

g cancer
sQareh

S Multiple

— ey * Inactivating mutations
- + CDKN2A (49%),
BAP1 (44%),
CDKN2B (42%),

Frequency (% cases)
[ ]

. MTAP (34%),
. NF2 (33%).
| FEES CELEFEL LRI PP ESE - BAP1 3p21 early clonal event

 mutations

* gene copy humber

s01 variations

o{f 13  BAP1 mutations germline
and somatics

« CDKN, NF2 and MTAP
alterations more frequent in

b
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sarcomatoid
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Se8Lx88kEzp3 ¥85dcsa
gagziﬁEE§E§§E55§§5$
Dagogo-Jack | et al. J Clin Oncol Precis Oncol 6:€2100422; Hithbrunner S et al: British Journal of Cancer (2022) 127:1997-2005 -I%ﬂmt‘s’!ngfigeﬁ‘:_'mnﬁs
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” Table 1. Prevalence of Select Genetic Alterations in
Mesothelioma of Different Histotypes
BAP1, % CDKN2A, % MTAP, % NF2, %
Overal|'81921 44-53 25-49 27-34 21-33
70 - itheliond Histotype
S Epithelioid'®?°?'  51-59  22-55 28-45  20-63
Biphasic'®2%%! 35-59 39-89 46-74 22-74
2o Sarcomatoid®®?'  17-25 ~80 47-83  50-83
w
= Table 3. Prevalence of Aberrant Immunohistochemical
> Expression of BAP1, MTAP, and Merlin in Mesothelioma of
S Different Histotypes
-3
g Nuclear Cytoplasmic Complete
= Loss of Loss of Loss of
BAP1, % MTAP, % Merlin, %
Overal[?93941 54-66 ~50 ~50
Histotype
P S PSP Epithelioid?03%41424650 55-70 3565  35-41
Q?Qm\(}o *qu‘o & p :.20,39,41,42
& Biphasic 47-77 ~60 ~70
Sarcomatoid®**?414247:3051 1036 61-83 39-67

Hospital General
Universitario Dr. Balmis

Dagogo-Jack | et al. J Clin Oncol Precis Oncol 6:€2100422 Hung YP, Chirieac LR Arch Pathol Lab Med. 2024;148:e77-e89 -I%
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Molocuber subgroap Bl Goupt | Growp2 B Growp 3 ll Growp 4

[rearetzntinre pap
TME level |l Low (<30 matations/mb) [l High (>=10 L
%L SNy SGEE)) 11| | L e T T U B Calretinin
e ) o | s PTEN mTOR/AKT
lllllﬂlllﬂ i n Il mnm s 53 c-Met
Sl o P Proteasome
we2 IF!! Il l IF [} IF 327 Na
B3 I | 17.79% i; P /, TNF-a )
& || b Bk I R " l'.lI wn | MOM2.- WNT ™ (i
paAMT || | ] s mediate
’ - 4z Degradation Pro survival

B T 1| - iy |
| =l | 1 | 11 VA O s - exg?:sesi}/ 1o
T, +

..

A 4 CDKN2A BéPI NF2
CDK4/ |
CDK6 MG 5/
e/ | Hippo
\/ activation
E Cell
division

Hospital General
Hithbrunner S et al: British Journal of Cancer (2022) 127:1997-2005;Tsao AS et al: J Clin Oncol 2022;40:681-692. Rigon L e E et al Molecular Oncology 18 (2024) 797-814 I*ﬁUm)ersriuﬁ::elg‘r' Balmis




Piatinum +
pemetrexed
(4 cycles)

Pleureciomy
decodication”
(n=189)

Key patient inclusion criteria CT 2o confiern

still resectable

Platinum + R
pemetrexad 1-1

(2 cycles)

Platinum +
pemetrexed
(4 cycles)
{n=168)

Primary endpoint Secondary endpoints
*« OS * PFS, QoL safety

Figure 1 Flow of participants

1030 assessed for eligibility

695 patients excluded

- 328ineligible

183 not approached for consent

74 did not consent

36 did not undergo two cycles of chemotherapy and
repeat CT scan

57 ineligible post-consent

13 patients withdrew consent

3 COVID-19 paused trial

1 patient died

v

335 randomised
]
v v
169 allocated to surgery plus chemotherapy 166 allocated to chemotherapy alone and
and included in intention-to-treat analysis included in intention-to-treat analysis

Lim E et al WCLC 2023, Lancet Respir Med 2024; 12: 457-66

100 ~

754

50

25

Proportion of participants alive (%)

RMST at 24 months=-1.8 (953% (1 -3:3t0 -0-3)

p=0-019

u

(o
e

— No SUngly 1esQaveh
Surgery

mOS:
24.8 vs 19.3 m

HR 1.28

.

Number at risk
(number censored)
Nosurgery 166
(1)
Surgery 169
(1)

Prepartion of participants
progression-free (%)

-
HR=0-90 (95% C1 0.72 to 1-11) \Q:‘ A
p=033 — .

T

1

125
(4)
115
(6)

|l T L} 1

24 6 48 60
82 37 15 6
(14) @ @ (6)
64 24 15 7

(14) (6) (5) (7

86% Epitelioid
89% EPD

2 cycles preop CT: 100%
6 cycles compliance:
39% (Surg) vs 56% (no Surg)

‘u.—_.__‘_.—

Number at risk
(number censored)
Nosurgery 166
(1)
Surgery 169
(0)

78
(2)
76
(5)

1 ' 1 1

24 36 48 60
Time since randomisation (months)

27 9 3 1
(4) (1) (1) (1)
33 1 6 3
(S) (1) (3) (3)

‘% Hospital General
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Contirmed mesothelioms diagnasis
| 10-15%

! R

|

bt not muttmodality

Irastment (&6 inoperabie
or comorticitias)

hvd
Sultable for active teatment
Suitable for best
SUpportive care only

T

Sultable for multlmoadasey

treatmeat Incloding surgery

Chemotherapy

MARS 2 trial
EORTC 1205 trial

\ 4

Completed

followed by EPD

Survival (probability)

0.8

06 -

0.4

0.2 4

Treatment
8 v 1: No therapy
\ . 2: Surgery only
: \ wee 3. Chemotherapy only
\ w4 Radiation only

w— 5: Surgery and chemotherapy
6. Surgery and radiation

7: Chemotherapy and radiation
v B: Trimodality

P<.001
1l2 214! 3KG 4*8 60 72 84
Trimodality approach
(chemo-EPP-rad)

EPD followed by
Hemithoracic radiation

IMPRINT trial

$

Phase lll trial ongoing

Popat S et al Ann Oncol 2022;33:129-142. Nelson DB et al J Clin Oncol 2017;35:3354-3362

Hemithoracic radiation
before Surgery

SMART trial (EPP)
SMARTER trial (PD)

$

SMARTEST trial
(Rad-Sx +10)

4=

---------

Hospital General
Universitario Dr. Balmis




Could radiotherapy add ? J

SMART trial

Study Schema e 123 patients SMART Trial
Histologically Proven, Previously Untreated . .
Malignant Pleural Mesothelioma (cT1-3 NO MO) * 96 patients received full IMRT
Baseline Investigations, Informed Consent and EPP
Neoadjuvant Hemithoracic e 30 days mortality 1% ; 90 days
Intensity Modulated Radiotherapy . o
(25 Gy/5 fx +/- concomitant mortallty 3.1%
5 Gy boost over 1 week)
* No radiation pneumonitis
1 week post-RT T category
100+
w— ypT1-T2
Extrapleural Pneumonectomy 5 80 —
2 so0- ——"pTt
=
<26 weeks post-op - Median OS
| © 404 ypT1-T2: 15.7 months
[ | g ypT3 : 26.6 months
ypNO-1 ypN2 2071 ypT4 - 24.4 months
0 T T T T 1 p=0.9
. - 0 12 24 36 48 60
Observation Adjuvant Months from start of radiation
Chemothera py Number at risk (number censored)

ypT1-T2 10(0) 6(0) 4  4(0) (1) 2{2)
ypT3 53(0) 37(6) 22(2) 14{2) 9(1) &(2)
yoT4 33(0) 27000 17(0) 12{0) 10(1) 6{2)

+;; Hospital General
Universitario Dr. Balmis



Percent survival

100

OS and DFS in epithelioid BAP1'°ss p16WT tumors after SMART

Overall survival (0S)

L
70%
50
T T T T T

0 _.‘
0 12 24 36 48 60

Months after start radiation

Patients at risk
= 10 10 10 9 9 8
= 5 5 4 2 2
- 5 4 3 3 2
3

Cho BCJ et al, Lancet Oncol 2021;22:190-197

Percent survival

Disease-free survival (DFS)

100
60%
50
0 1 I 1 || | |}
12 24 36 48 60
Months after start radiation
Patients at risk
= 10 10 10 9 8 7
- c 3 3 2
faa——1)) 3

Epithelioid BAP1 loss
p16HDneg

Non-epithelioid BAP1
loss p16HDneg

Epithelioid BAP1 loss
p16HDpos

Non-epithelioid BAP1
loss p16HDpos

4=

uuuuuu
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EMPHACIS RALTITREXED MAPS

CDDP+Pem CDDP + Raltitrexed CDDP + Pem +
Vs VS Bevaciz vs
CDDP CDDP CDDP +Fem
~ ORR: 24 vs 14% (ns) ORR: NR
PFS: 5.3 vs 4 m (ns) mPFS: 9.2 vs 7.3 m
0S: 11.4 vs 8.8 m mOS: 18. vs 12.1 m

Vogelzang, NJ et al. J Clin Oncol 2003; 21(14):2636-44. Van Meerbeeck JP, et al. J Clin Oncol 2005;23(28):6881-9. Zalcman G, et al. Lancet 2016;387:1405-14. -I*Hﬂ?fi',';!nﬁﬁ?,"ﬁ?.’mmis
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LUME Meso trial g oo

ARM
Non-PD , ,  Nintedanib
' A
Y e | s
: Patients with histologically confirmed, |
: unresected epithelicid MPM .
¢+ Life expectancy of 23 months R N =450
* No previous systemic Randomised 1:1
chemotherapy for MPM =
. > ARM
............................. a , Mmmw. Non-PD Y, Placebo m 8
 +pemetrexed/cisplatin® patients ~ /  maintenance
CDDP + Pem+ Selected endpolnts
. . Primary endpoint: PFS!
N n ted ani b ‘ Key secondary endpoint: OS
Vs 1m r 0 0 0 0 0 O Q
Q0= Events, n (%) 126 (55) | 124 (54)
v 5
C D D P + Pe m 2 ¥ 804 Median PFS, mo (95% CI) 6.8 (6.1-7.0) ‘ 7.0(6.7-7.2)
- 70 HR (95% C1) 101 (0.79-1.30); P=0.914
e ¥ Data cut-off: 16 March 2018
=) |
c c 604
v o
g 8 504
U
=RR PFS OS L1
0
‘gﬁ a 304 —Nintedanib
T
= £ 20< —Placebo
ge
10+
0 1t T T 3 T

s . # Hospital General
Scagliotti GV, et al. Lancet Respir Med. 2019 2019;7:569-80. Universitario Dr. Balmis
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i N N T e g oemma| | DESL Pemetrexed | Observation® o T s
é ‘ Bt — T “ nesmse (N = 27) (N = 21) Tntal(" - 48) y o AR
i & g Conplee 167% | 00% 121% . e
§ i. Patd A ) 242% " i
§ i Stable 12044% | 14(666% | 26(42%) 3"
o i Progression @) | 6(86% | 18(75% f o
;. e i N CRNnPD | 000% | 1689 | 1R i, Vmew ey
: Responserate | 111 24-292 | 0(0:0) 63013170 e T oy SRS S g
L — s it Lo = s o 5. .
mSLP mOS TR mPFS 3.2 vs 6.2 m
_ 0
3,4 vs 3m 16,3 vs 11,8 m 11,1 vs 0% y-PFS 24 vs 3%
NS NS NS No survival data
Gemcitabine
immunomodulatory
effect?
& J J
Dudek AZ, et al. Clinical Lung Cancer 2020; 21(6):553-61. de Gooijer CJ et al Lancet Resp Dis 2021;9(6):285-92 i liophd Gonenl




Stratification factors

|
2/} | B

Geswrtabine plus placebo

Primary endpoint

Secondary endpoints

N Median oveesl

sorvivad (O0 O1),

months

Age at andonsation, years

<20 1 6.8{4.8-105)
2 8 B (1112}
ECOG performance status

0 481 882218
1-2 v 6-8154-96)
Hatolegy

[pithebout i 8121112
Noo-epithelioid 181 1411338)
Tierm to progression during s Jine trestment, months

%5 sBM TIG483)
45 vl 115(63-16-3)
Ovenall popetation fvifa 75(63203%5)

Gemcitabine phys camuockumab
N Madian overadl

survivad (90 CI

months
29150 1349 (11,5164} —a—
B 115 (50-145) -
R0 14511616 4) -
FvBa s9G6u7 .-
6RI0 1BAM 15 — -,
12)80 13028145 -
47180 100 1-14%5) L]
3380 139 (304-16-4) —
#oné1  BIINS) "

015 05 1 2

Favours gematabine
pha ranuceuseds

Fawvour gemotabine
il plecebo

Wazard ratio
{30%.Q)

0534036-0-79)
148 |0 65-170)

065 (0-43-096)
095 (M63-150)

076 [155-1.08)
0.37 (0 124-0.78)

059 [0-41-0 B6)
087 (053-142)
0-111053-0-95)

u

o
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A
100 e Gemicitabine plus placebo
— Gemcitabine plus ramucirumab
HR 0.71 (70% C1 0.59-0-85)
—_ 754 Log-rank test p-0.028
- mOS:
: oo 13.8vs 7.5 m
@
g
6 25-
C ' L |} U 1 L)
0 6 12 18 24 30 36
Number at risk
(number censored)
Gemcitabine plus placebo 81 (0) 44(4) 25(5) 2(9) 4(14) 1(16) 0{17)
Gemcitabine plus ramucirumab 80 (0) 58 (2) 41(5) 16 (12) 5(17) 1(20) 0(21)
B
et 100+~ HR 079 (70% O 0.66-0.94)
= Log-rank test p=0-082
7
By mPFS:
005 S
e - 6.4vs 3.3 m
£ 50+
&
029 -]
g
& 25
018 a
c T L LA L L L)
o3 0 6 12 18 24 30 36
Time since randomisation (months)
Number at risk
(number censored)
Gemgitabine plus placebo 81 (0) 27(2) 1303) 77 1(9) 0(9) 0{9)
Gemcitabine plus ramucirumab 80 (0) 42(1) 21(2) 6(7) 0(9) 0(9) 0(9)

Pinto C et al. Lancet Oncol 2021;September 6th. https://doi.org/10.1016/ S1470-2045(21)00404-6
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TTFs + Platinum-Pemetrexed Ph 2 STELLAR?

100 1004
75 < 751
£ E
E s
5 50~ & 50
2 5
& 3
25 ’éi-u 25
o
c T T T T O T T
0 6 12 18 24 5 3 3 3 1
Time since enrolment (months) Time since enrolment (months)
Number at risk 80 (0) 74(1) 43(8) 20(25) 12 31) Mumber at risk 80 (0) 68(10) 48 (18) 21(19) 10 (19)

{(number censored) {number censored)

mOS 18,2m

Ceresoli GL, et al. Lancet Oncol 2019;20:1702-1709.
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i ImmunotheraEx the new Elaxer. A game changer? ] B
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Regulatory
approvals

KEYNOTE-028 NIBIT-MESO-1 INITIATE MAPS2 | KEYNOTE-158
% NivoMes JAVELIN
=~ | Phase l/llb
38
S
Phase lll
Monotherapy Combination Combination
(anti-CTLA4 or anti-PD-L1) (anti-CTLA4 + anti-PD-L1) (anti-CTLA4 + anti-PD-L1); first-line setting

*ﬁ Hospital General
. Universitario Dr. Balmis
Fennell DA et al Nat Rev Clin Oncol 2022;19:573-584
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g cancer
s

10,000

s r+rdibbEss

Number of protein-altering
mutations
5 8
1 |
. l

507 291 316 424 248 224 289 230 130 Al 178

LAML THCA IMESO BRCA GBM ov KIRC UCEC COADREAD STAD LUAD BLCA SCLC Lusc
99

m—
".' Splicing
A TN TN T - oo )
1000 o WasgpS SR o
I 0
100 = 3
/ | I | ;‘ —_ i. g
. : , | 1) £
g : TNIET)) )1".1‘." gm B
N 4 11/)1 | /] "/, £ T [ = 4
% \ , | |} ) / v?‘_;r,ﬁ?#*l [ | ‘J ! 10 MPM i ‘ § MPM
E ' // l‘ ‘-l-‘vr:- ( { ‘{ > \, ‘ ! { ’ r ' ‘ B, ! ‘ ‘2 - )0 .L\:" A B i l. o A5% % Alered
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B 100 10 oy
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3 9% 3=, k.
40 |:° 4 - =
20 2
0

eMPM  sMPM
Histology
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Bueno R et al Nat Genetics 2016;48:407-416; Fusco N et al Lung Cancer 2020;150:53-61 Wskestaitor . Bkl
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g Ilﬂ EMT score distribution in TCGA pan-c s VISTA expression in TCGA pan-cancer samples
= P =005
@ » SARC (N=206) 4 e MESO 1 ———
E 0.3 P00 MESO( N =74) ——— LGG 4 ———— ———
= GBM (N = 169) 4 I KIRC 1 ———x
8 n ﬂ_ PCPG (N=183) 4 — T PAAD 4
- “ SKCM (N=471) 4 ——— HNSC 1 ——————
=} ACC(N=78) 4 —— SARC - -
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STAD (N = 400) 4 — LUSC ———— e ——
HNSC (N=516) 1 ——— 1
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14 ~ -r/ oV (N=273) . e ——— ACC - _———
f KIRP (N = 288) « — TGCT o — T ——
o 13 ng&”; 183) 4 e %%- e —
T = 36) o — i — L —’-—
8 BLCA k:m ‘ —— LIHC - —————
_ =90) 4 ——— T ———— L ——— e —
= 21 —E UCEC (N=174)] ——ee—— PCPG 1 ——————
55 ? - COAD (N =280 4 ——————— UCS + — R —
= 41 - Ed - ) pﬂADdN:ASA 4 ————T—— BRCA —_——————e
= - I KICH (N =65) + ——— UCEC A ————
l % CESC (N=301) 1 — KICH + e ——
— — ke E —
10 4 2 1 -5 0 5 UM v - v
. . . |' EMT scors 50 75 10.0 ' 125
Biphasic  NOS Epithelioid Sarcomatoid VISTA expression

; . # Hospital General
Hmeljak J et al Cancer Discov 2018:1548-1565 doi: 10.1158/2159-8290.CD-18-0804 Universitario Dr. Balmis




SQarch

Inmunoterapiaen 2/3 L

2019 2019 2017 2020 2019 2020
e
PROMISE CONFIRM
INITIATE KEYNOTE 028 Meso
Nivolumab \q Ph Ib 2-3L Pembrolizumab Nivolumab 2-3L _
* Ipilirr.iumab Pembrolizumab Vs Japan zﬁla"c"gl‘)’gl)‘(":‘gbmvs
X 4 ciclos x 24 m CT 34p
ORR 30% ORR 20% ORR 22 vs 6% ORR 29% DCR 11 vs 1%
DCR 68% mPFS 5,4m mPFS 2.5 vs 3.4 m mPFS 5,9m mPFS 3 vs 1.8 m
mOS 18m mOS 10.7 vs 12.4 m mOS 17,3m mOS 10.2 vs 6.9 m
3y 0S 23.5% HR 0.69
Disselhorst MJ, et al. Lancet Respir Med. 2019;7:260-270. Scherpereel A et al. Lancet Oncol. 2019;20:239-53. Alley EW, et al. Lancet Oncol. 2017;18:623-630. -*ﬁﬂmﬂigﬁgeﬁ‘:'wmk

Popat S et al Ann Oncol 2020; 31:1734-45. Okada M et al: Clin Cancer Res 2019;25:5485-5492. Fennell DA Lancet Oncol 2021;22: 1530-1540




PROMISE-Meso: Pembrolizumab vs CT in pretreated MPM
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Key eligibility criteria: 88 /0 Eplte|IOId A
Mesothehoma 00 Placcba
> 1 priot ine of therapy 1 T AR 1004 = YR gmup
ECOG statusOor 1 Ry <m e Nivolumab group
mmm"mm”i PR 1 1 0/ VS 1 0/ Nrcolumab group median 3.0 months (95% €1 2.8-4.1)
Randomised 2:1 o Ww‘ J = - o o Paceba group n\sdun 18 months (95% O l<4~v}6)
smwm §. A Adpusted HR 067 (95% O 053-0-85); pe0> 0012
epitheshond or non-e >
el s Placebo (nw111) g
Reoruited 240mg sterde solubon in 30.min IV g 5o
April 2017 = March 2020 miusion on day 1 of 14-day cycle b
| Target sample size: 336 B
| Study halted recrutment &t n=332 due to COVID-19 pandamic but sifficient everfollovw-up g 25
| Co-primary outcomes: Secondary outcomes: ; "
{+ Overall survivad * RECIST determined progresson-free survval 0 = 4
{*  Irveshigator-reportad prograsson-free sunaval : gasg;se rate 0 ; é é 1'3 1'5 1’8 1'1 )'4 ,a') 3'0 3'3 ;ﬁ
* Safety Number at risk
e (numbser censared)
Placsbogroup 111(0)  35(1) 21(2) 10(4) 516) a7 1(9) 1(9) 1(9) 010) oo ooy 0Q10)
iy Nivolumab 221{0 105 {6 6 10 15(15) S0 20 20 2(21 2(21 122 0z
B " 850- *p=0024 r group (0) S5{6) 65(6) 43{71 27(10) 5(15) SQ0) 5(20) 4(20) (21) (21) (22) (23)
. . pe0ATIE
preery LT » B 401 | B
12 W BAPT szmatc wierabon =@ 100 = Nrsolumab group median 102 months (95% C18.5-121)
. 2t e group
g & b2t Wr ; . B 8aP1 W S W 4. DCR 64% vs 50% Macebo group medkan 6.9 manths {95% 1 5.0-80)
= . s + g Adjusted HR 0-69 (95% O 0.52-0-91); p<0-0090
- 204
) § S 75
: & 101 -
<7 R NR R NR 5] S=
£ o H
N =21 (12R, 6NR) R NR S 50
=
*p=0043 N =24 {12R, 12NR) é
15 T
251 ‘_LLH‘-—J‘._L e T i J
£, ” = . =
g ol LR - NR - ‘ -
o & o390 0 .
5 iy N s ) 5 3§ § © % ® % % ¥ = » =
,'_' " ! . N e at cisk Tirne since randomisation (months)
(number censared)
o R NR m CEN : Placcbogroup 111(0)  BB(4)  55(9) 31(15) 21{20) 13(2%) 5031 4{31) 3(32) 2(33) 233 2(33) 1034}
K et 0% 34 Nivolumabgroup 221{0) 187(13) 137(17) 108(24) 67(42) 46(52) 20{64) 22(69) 15(73) 11(77) 5(82) 2(85) 1({86)

LGENT

Fennell DA et al. Lancet Oncol 2021; 22: 1530—40. Fennell DA et al Nature Communications | ( 2025) 16:6688
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Nivolumab-Ipilimumab en 1 L CheckMate 743
A Nivolumabplus  Chemotherapy
100 ipilimumab group group
90 Median overall survival (95% Cl), months 18-1(16-8-214)  14-1(12.4-162)
e Hazard ratio 0-74 (96-6% C1 0-60-0-91); p=0-0020
Key eligibility criteria PVED g 2 ¢ 68% (95% C162-3-72.8)
* Unresectable MPM IPI 1 myhe asw Until disease by 70_
* No prior systemic therapy {for up to 2 years) progression, 5 H
« ECOG P50-1 unzicfeopft;byl:atr(;x{lg:ly, T; 60— :
Stratified by _ | Cisplatin = carboplatin - immunatherapy § 58% (95% C151.7-63-2);
Histology lcwthe;:?l"ns:‘ non-epithelioid) LBVl pemetrexed axw (6 cyclesi - SO = 5 41% (95% C 35'1_46.5)
g 40— E
4 . 8 30 E
Tos R ~"ORR, DCR, and TS by BCR oo e ] S | 27%(95%C121.9-324) |
L + Efficacy by PD-L1° expression « Biomarkers ot . Nivolumab p'US ipilimu mab ngUp E
—— Chemotherapy group |
0 T T T i T T T i T T T I l
4 27 30 33 36 39

Baas P et al. Lancet. 2021;397:375-386

0 3 6 9 12

15 18 21

1% Hospital General
Universitario Dr. Balmis




7132 patients enrolled

108 excluded

6 died

84 no longer met inclusion criteria
11 withdrew consent
4 adwerse event
2 poor compliance or non-compliance

1 other reason

w
| 605 randomly assigned to treatrment |

-

| 3032 assigned to nivolumab plus ipilimumab |

+

302 assigned to chemotherapy

3 did not receive allocated treatment
1 withdrew consent
1 2 no longer met inclusion criteria

b
200 received allocated intervention

18 did not receive allocated treatment
3 patient request

- 11 withdrew consent

3 no longer met inclusion criteria

1 not reported

w

284 received allocated intervention

5 still on treatment
295 discontinued treatment
182 disease progression
59 study dineg tosdiciby
12 adwerse event unrelated to study
drug
- 4 patient request
& patient withdrawal of consent
10 maximum clinical benefit
1 poor compliance or non-compliance
4 no longer met inclusion criteria
13 other reason
4 not reporbed

-

303 analysed in efficacy analysis
300 analysed in safety analysis

0 still on treatment
284 discontinued treatment
44 disease progression
24 study dinug tosicitby
9 adherse event unrelated to study
drug
r. 10 patient request
3 patient withdrawal of consent
1 lost to follow-up
2 maximum clinical benefit
2 other
189 not reported
176 completed sic cycles

w

302 included in efficacy analysis
284 incduded in safety analysis

Baas P et al. Lancet. 2021;397:375-386
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e

Nivolumab plus Chemotherapy
ipilimumab group group (n=302)
(n=303)

Age, years 69 (65-75) 69 (62-75)
<65 71 (23%) 96 (32%)
=65 to <75 154 (51%) 127 (42%)
=75 78 (26%) 79 (26%)

Sex
Mate 234 (77%) 233 (77%)
Female 69 (23%) 69 (23%)

Region
North America 32 (11%) 27 (9%)
Europe 177 (58%) 175 (58%)
Asia 26 (9%) 39 (13%)
Rest of theworld™ 68 (229%) 61 (20%)

Eastern Cooperative Oncology Group performance statust
o 114 (38%) 128 (42%)
1 189 (62%) 173 (57%)

Smoking status
Current or former 173 (57%) 171 (57%)
Never 127 (42%) 1232 (40%)
Unknown 3 (1%) S (3%)

Histology
Epithelioid 229 (76%) 227 (75%)
Non-epithelioid 74 (24%) 75 (25%)

Sarcomatoid 35 (12%) 36 (12%)
Mixed or other 39 (13%) 39 (13%)

1 12 (4%) 20 (7%)
2 23 (8%) 22 (7%)
3 103 (34%) 106 (35%)
- 160 (53%) 149 (49%)
Not reported 5 (29%) 5 (29%)
Previous cancer therapy

Radiotherapy# 29 (10%) 28 (9%)
Systemic therapy$§ 1({<1%) o

289 (95%) 297 (98%)
78/297 (26%)
219/297 (74%)

57/289 (20%)
232/289 (80%)

1% Hospital General
Universitario Dr. Balmis



Nivolumab plus  Chemotherapy
ipilimumab group group
Median progression-free survival 6-8(5.6-7.4) 72(69-80)

Zz (95% Cl), months
'§' 707 Hazard ratic 4 1 (954 €1 0.82-121)
60+ — Nivolumab plus ipdimumab group
i 50 — Chemotherapy group
§ a0+
£ 3.
2 5.2 Mg 16
= R,
10 T . B .
7% g SR
o ] 1 ’ 1 L L Ll ] 1 | L] 1
0 3 6 9 12 15 18 21 24 27 30 3 36
Number at risk
(number censored)
Nivolumabplus 303 198 135 89 64 52 45 36 22 15 7 2 0
pilimumabgroup  (0)  (21) (34) (41) (51) (54) (54) (57) (66) (72) (79) (B3) (BS)
Chemotherapygroup 302 222 144 71 44 33 27 21 10 6 3 1 0
(0) (49) (63) (75) (81) (82) (B2) (83) (86) (%90) (91) ({93) (93)
B
100 Nivolumabplus  Chemotherapy
901 Sllenmih group - FOR
= go Median duration of response 110 (8:1-16-5) 6.7(53-71)
E (95% Cl), months
70
=3
g 60~
£ 50
3 :
& 407 : 3%
‘é 30 m._L_,_o
& 204 W% e :
104 : T
! B% |
0 T T T T T T T T T T T |
a 3 6 9 12 15 18 21 24 27 30 13 36
Nu atrisk Time since randomisation (months)
(number censored)
Nivolumab plus 120 98 4 54 45 41 37 21 12 8 2 2 Q
ipilimumabgroup  (0)  (5)  (10) (12) (16) (16) (16) (28) (36) (39) (44) (44) (46)
Chemotherapygroup 129 99 §7 33 23 19 16 8 3 1 1 0 0
(0) (8 (16) (18) (22) (23) (23} {25) (28) (29) (29) (29) (29)

Baas P et al. Lancet. 2021;397:375-386

n/N:

Response rates?

B 7 CR
43¢ BE PR

Chemo
129/302

NIVO + IPI
120/303

a

o
GecCP

reowch
Nivolumabplus  Chemotherapy
ipilimumab group  group
(n=303) (n=302)
Objective response rate
n (%) 120 (40%) 129 (43%)
95% Cl 34-1-454 37-1-485
Best overall response
Complete response 5(2%) (]
Partial response 115 (38%) 129 (43%)
Stable disease 112 (37%) 125 (41%)
Non-complete response and 0 3(1%)
non-progressive disease
Progressive disease 55(18%) 14 (5%)
Unable to determine 4(1%) 5(2%)
Not reported 12 (4%) 26 (9%)
Disease control rate
n (%) 232 (77%) 257 (85%)
95% Cl 71.4-812 80-6-88-9
Time to response, months
Median 27 25
IQR 1-45-3-27 1-41-3-02
Duration of response, months
Median 110 67
95% 81-165 5371
Proportion of patients with a response of at least 1yearor 2years*
Atlyear 47% 26%
95% Cl 37-56 18-34
At 2years 32% 8%
95% Cl 23-41 3-15

1./_,.- Hospital General
Universitario Dr. Balmis



100 §=

\&\ NIV03+0l3PI (Chegaoz
< (n: ) n= )
807 Median 0S, mo 18.1 14.1 Gecp
HR (95% Cl) 0.73 (0.61-0.87) . e
~ 607
&£
8
407
| N 23%
| 27% | =2 b
= | O \ﬁ — = 11’;"’% NIVO+ IPI
i 15% - 4\ +
' | 19" .N" i +Chemo
0 . . v ; .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Months

NIVO+IPI 303 273 251 226 200 173 144 125 115 96 79 71 62 60 55 52 44 3z 23 16 3 0

CheckMate Netherlands Australia Switzerland

743 1L 1L,2L 1L, 2L
Patients 303 126 119 109
Epitelioid 76% 55% 50% 75%
mPFS 6.8 m 6.2 m 6.7 m 5.6 m
mOS 18.1m 15.0 m 14.5 m 16.6 m
EA G3-4 30% 25% 22% 23%
EA G5 1.0% 2.4% 3% 3%

Zalcman G et al. ESMO 2022 o et



PD-L1 < 1% PD-L1 2 1% -~
[
100 1 100 powh
Median DS, 18.0 133
o :g.’:%?'os. ma 110.'1,-.214.3'; n:.‘z'z,o.s; o B o) | vess |65
— D 0.69 (0.55-0.87)
HR (95% 1) 0.94 (0.62-1.40) g
-~ 6504 -~ 60 \
3 l [ -
Nhvclumsaly N
B 1004 lplllmumw‘ Chemotherapy ) 404 H 8 w4
(n = 229) (0 = 228)
Modian OS, months 102 167 NIVO « 1PI NIVO « 1P
et (5% Cl) (16.021.9) (140203 204 20 4 H
a0 A o Chern ' bty aie
(o C $0.08-1.04) H
- e . 0 3 &6 9 12 15 18 21 24 27 30 33 ¥ ¥ 0 3 6 9 12 15 18 21 24 27 30O 33 3% 3¢9
[ : Monthy Months
8 : Ne. st risk e, at risk
40+ : : I« ¥ a “ N n % n 18 N " J [} 0 VO« i 252 N7 I 77 %7 s e 9 Y M oM 9 3 o
. ' {
: 1 Minimum follow-up: 22.1 months; median follow-up: 29.7 months.
20 H '
- : !
: : : Median OS, months (95% Ci)
5 :
0 3 6 0 12 15 18 3 24 T % X % W & 45 &8 $ 5 Nivolumab «+
Monts ipilimumab Chemotherapy  Unstratified HR
Ho.ad eisk: Subgroup (n=303) (n=302) (95% CI) Unstratified HR (95% CI)
Nvohumub « Gilanad 220 207 192 172 154 135 111 G SO 76 & 87 48 W 9 4 4 2 (-] "
Cramcthirngy 220 204 122 160 141 119 101 B8 G5 62 %40 43 40 1 1B 6 & 0 0O All randomized (N = 605) 18.1(168-21.0) 14.1(124-163) 0,75 (0.63-0.90) —_—
Age, years H
c 100 Nrrolumab + <65 (n = 167) 17.2{13.1-28.0) 13.3 (10.6-18.3) 0.78 (0.55-1.11) —_——
ere ooy 285 to <75 (n = 281) 20.3(17.3-240) 145(11.8-17.4)  0.67 (0.52-0.87) —
Shedan 08, sonthe 8.1 . 275 (n = 157) 16.9 (11.0-21.8) 155(11.7-19.1)  0.91 (0.84-1.29) —_—
20 4 (95% C¥) (122:228) (74102} i
HR 0.68 Male (n = 467) 17.5(16.2-20.7) 13.7 (11.7-15.5) 0.73 (0.60-0.90) ——
odrbr) P00 Female (n = 138) 21.1(15.7-258) 18,0 (12.6-23.8)  0.82 (0.56-1.20) —_—
L
-
7 E ECOG PS 0 (n=242) 20.7 (17.5-25.9) 19.5(15.2-228) 0.90 (0.67-1.19) —pee
E E ECOG PS 217 (n= 383) 17.0 (14.1-20.3) 11.6(9.0-13.9) 0.66 (0.52-0.83) —— |
40 . .
,,\;‘i\ : Never smoker (n = 249) 17.9(14.1-25.2)  14.1(11.8-176)  0.74 {0.56-0.97) —s
H : Former smoker” (n= 318) 17.6(155-20.3) 149 (11.6-17.9) 0.79 (0.62-1.01) ——
. .
204 ' . L
E 3 E i Epitheliold (n = 455) 18.2 (16,9-21.9) 16.7 (14.9-20.3) 0.85 (0.69-1.04) —
: \?—‘—\_ o~ o Non-epithelloid™® (n = 150) 18.1 (12.2-22.8) 8.8 (7.4-10.2) 0.48 (0.34-0.69) - — Y
M v
o 3 2 0 '
5 3 8 ® 1 MEEEEEEEEERE: PD-L1 <1% (n = 135) 17.3(10.1-239) 166 (134-208)  0.99 (0.69-1.43) _—
PR Montha PD-L1 21%' (n = 451) 18.0(168-214) 133(11.6-154) 0.71{0.57-0.88) ——
- 1
Nvowrabepdmumab 74 &6 GB K4 45 38 34 I8 246 2 17 16 W B 4 32 0 0 ~0.5 0 05 1 15 2

Chomotherapy 78 & B2 22 23

Baas P et al. Lancet. 2021;397:375-386 Peters S et al. Ann Oncol 2022;33:488-499
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Nivolumab « ipilimumab <«——» Chemotherapy
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LCSS-Meso ASBI: LCSS-Meso 3-IGI: EQ-5D-3L Uk EQ-5D-3L VAS:
Symptom burden Symptom burden and QoL Health status and Qol Generic measure of
heaith status
» Scale: 0-100 » Scale: 0-300 » Range: -0.59t0 1 = Scale: 0-100
* MID: 2 10 points * MID: > 30 points * MID: 20.08 « MID: > 7 points
A -o -
Heaith S
% Stann e
Higher scores Higher scores indicate Higher scores indicate  Higher scores indicate

indicate greater lesser symptom burden better health status better health status
symptom burden and impact on QoL

Scheerpereel A et al ESMO-10 2020

>
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LCSS-Meso ASBI® LCSS-Meso ASBI Item 2 (Fatigue) g concer
40 W NIVO « 1P 40 - B NIVO + 1P
W Cheme W Chemo
® 30| © 30
% 20 | § 20
B 10 3
v

& &
2z 2
- o
A-, —
A R
3 -20 4 Impr ey erment 2
g s
2 -30 4 2 -30

—40“‘"'%1‘ Y Y U Y Y Y Y 1 =40 - ™ T T T

2 6 12 18 24 30 36 42 48 0 72 84 9 108 2 6 12 13 24 30 36 42 48 40 n 34 9 108
Weeks® Weeks"
s e R4 19 W MEDND “ Q u o ] " ri-t. B0 i 1M W8 W NN M [ u
LCSS-Meso 3-IGI2
1007 B NIVO + IPI
B Chemo
w_

Mean (¢ SE) change from baseline

_m_
-100 T T T T T T T T T T T T T 1
2 6 12 18 24 30 36 42 48 60 72 84 9% 108
Weeks®
n 206 189 174 151 131 108 94 80 73 54 42 32 23 5
n 208 199 178 B6 12 21 9 } 5 2 1 0 0 0
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g cancer
Qe
Subgroup No. of Patients (%) IR S
: PR = = " 1.004 o
Overal 440(100) { am yid m’:‘n
Phase I/ M?GS 103 (23 B ! i Mackan OF (86% CIj, montes  SE40 (V6 82, 2030 1991 (1020 22 4)
y raive pis with M =65 337 277{ —— Hacard ratle 087 (069, 1.90)
s?"xemde 107 (24 } | o
Male 385 {5 B — K z
Stratified by histology Histo a
Priary andpoint 03 Epingloid 345 (78 — ‘E |
Non-epithelicid #5{22) P—m—e—m——-i 5050
EORTC score £
ST i Bl |
. Tt n > 1 f—a—i
qu— un-] [-....-n.—.l Iu—-_: '-'] 1:1 P 025i 2 yoar O 0% 3 poaw 08 26%
\ = W | P%g:l;w_e 263}60; —— {
il B S [ pa—— T ! tive 133 {30 - M —
._;_::,:.-_:,_ | it . . — CP q3w x 6 cyckes 0‘5 RS 3 ysar 05 20%
<t 1w <) y | T opala i L Pembro g3w up to 2 yoars . 1 ~
gl | eyt | N+218 Nesen <—Favors CPP— —Favors CP—> aidl
nem— A "6 4 @ 12 16 20 24 28 %2 36 &0 44 48 53 % 60
Time (months,
Chemotherapy Chemotherapy plus A Chemotherapy Chemotherapy plus —— s J
pembrolizumab pembrolizumab MmOl W s W W W W ® O W8 W e “
Median overallsurvival — 16-13(13.08-18.17)  17-28 (14.36-21.29) Median progression-free 716 (6.83-769)  713{6-93-812) R m e m e L
(5% Cl), months survival (95% C1), months
Hazard ratio 079 (0-64-0.98) Hazard ratio 080 (0-65-0-99) Fxplocatory. non-epmedod (99
Stratified log-rank 00324 Stratified log-rank 00372 1.001 e
p-value p-value = —_—
100 — Chemotherapy . 1:00 —— Chemotherapy Magian 06 (35% GO mambve 621 (631, 1091} 12 96.19.56 26,40
— Chemotherapy phus pembralizumab — Chemotherapy pius pembrolizumab Warard ratio 059 0.08, 0 09
0.75
] 2
5 T 35 o7 £
E 58 i
ﬁ s 050+
s g & ]
’1: 0:50- 2-year overall survival 39% :’g 050 = 1-year progression free survival 26% E
g \—. » . % E‘.E:" 1-year progression free survival 17%
A = 2year overall survival 33% ‘\E;yealovﬂ vyl 2% cEfS 2-year progression free survival 9% 028}
5 £ W o =g 0254 2-year progression free
3-year ovesall survival 17%; L__. survival 4%
5 j S— i
0 T | PR, PO L PR, PR SRR PP TR RO . R P 0 4 8 12 16 20 24 28 32 36 40 44 45 52 S8 60
( y 60 T T T T T T T T T 1
0 4 ﬁ 12 16 20 i4 zg 32h56 40 44 48 52 56 L 4 A 2 16 20 24 28 32 36 40 - )
Number of patients P (osibs) ST S SR Time (months) Amcr ooWoe e e . ' ' ‘
Chemotherapy 218190160128105 78 68 46 29 16 13 7 2 1 0 D “'“(h”’ "l" onig 8 156 x 8 6 © s o o o . e e e o
Chemotherapy plus 222 207 177143119103 86 62 39 25 17 10 6 § 4 1 SROUNRY, -ak0. - 150 70 3§ 6 3
Chemotherapyphus 222 187 91 5 25 220 17 13§ 2 2
pembralizumab 3
pembrolizumab

Chu Q et al Lancet 2023;405:2293-2306. Laurie SA et al WCLC 2025
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SQreh
Exploratary: BAPFT lows j==161| Explorstory: BAP1 Retained (ne110)
1.00| © —- 1.00 o v on oy Sl
L Pembrofeaumsb arm L Pembroisunsb e
Meckan O (5% L mortre 1497 (1667 26880 2201 (1929 39 88| Mechan 0I5 (RI% Gl moress 13,08 579, 15.34) 615 |11 A7, 2454
Hazand ratle 0.73 051, 1.04) Maard ratie .71 (047, 1.08)
0.75| 075
1.00 d Chemotherapy Chemotherapy plus Pembrolizumab iom; 2 o O 47 go.m
Pembrolizumab ® k]
arm arm arm 3 = 3
§ 1 3 pawr OS5 335 s
mOS 1524 (12.75,17.31) 17,51 (14.48, 21.65) 16.82 (14.23, 26.61) "““—v.,__'
HA REF 0.76 (0.62, 0.92) 0.87 (0.62, 1.249) 0.28| 3300108 290 | 025
0.75 :
2 ,
g 0.00/ 0.00
_§ 0 4 8 12 %6 20 24 73 32 3B 40 44 4B 52 56 60 0 4 8 2 16 20 24 28 32 35 40 44 48 52 56 60
Time (months) Time (months)
80.50 o - o -
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Trial Schedule Patients

CM 743 Nivo-Ipi 303 40 % 6.8 m 18.1 m

DREAM Cis-Pem- 55 48 % 6.9 m 18.4 m
Durvalumab

PrEO505 Cis-Pem- 55 56.% 6.7 m 20.5 m
Durvalumab

JME-001 Cis-Pem- 18 78 % 8 m 20.8 m
Nivolumab

CCTG IND227 | Cis-Pem- 222 61 % 7.1m 17.2 m
Pembrolizumab

BEAT-Meso Atezo-Bevaciz- 200 55% 9.2 m 20.5 m
Carb-Pem

DREAM3R Cis/Carb-Pem- 114 53% 8 m 21 m
Durvalumab

-

Hospital General
Universitario Dr. Balmis




N=30
NCTO3916252

Primary Endpoints; Feasibiity, Safety

Secondary Endpolnts: ORR? Safety of adjuvant nivo®
Exploratory Endpoints: PFSY, 0S®, Longitudinal ctDNA assessment, genomic/immunologic analyses, gut microbiome

CONSORT diagram

Assessed for ehgiiley
(N=30)

Sequentially
assigned (N«30)

Alocated 1o Asm A (n+16)
Aecotred neoaduvant
nivolumab (n=16}

e e ald

Dasase pogernm
i

Proceeded w0 surgery
(=13)

Lrmerdd
T acpm ety
el

Undeswen! macroscopic
complete resection (n«12)

i 4

Al chamatheagy (n+9)
Ad|. racdotherapy {n=7)
Ad| arerunotharapry (n=8)

-
Decessed (n=14)

Alve [n=1}
Diseaso-lroe (0=0)
Progression (n=1)

Lot %0 folowup (n=1)

EESOS analywis (no16)
Landmark anadysis post-surgery (n=12)
ORA analyws (n=15)

RECIST not performed (1)

Analysis Follow up

Reuss JE et al. WCLC 2025

Nivo
=16

Median f/u 43.2mo

Recenec necoduvan
nrovipi (n=14)

(manie prapvasas
e ald
[l

Proceeded to surgery
n=17)

[ Allccames 1o Arm B (n«14) ]

Underwent macrioscoplc
comphete resection (n=11)

1

A chamothwgy (n+5)
Ad|. racdotherapy {n=5)
A immunotheragy (neb)

Nivo plus Ipi
n=14

Median f/u 24 Tmo

Duceased (n=6}

Alivo (n=8)
Disaasn-frew (n=5)
Progression (n23)

EFSV0S sralyss (n=14)
Landmark anafysis post-surgary (n=11)
ORR analysis (n«11)

RECIST not perfarmed (n=1)

RECIST not evaluabde {n=2)

Probability of PFS

Probability of PFS

Surgical Feasibility

ArmA
(n=16)
Proceeded to Surgery, n{%) 13 (81.3%) 12 (85.7%)
Completed Surgery, n(%) 12 (75%) 11 (78.6%)
-P/D -10(83.3%) -9 (81.8%)
-EPP -2{(16.7%) -2(18.2%)
Posterior mean 0.78 0.81
[90% credible interval] [0.60,0.92] [0.64,0.94]

P/D: pleurectomy/decortication
EPP: extrapleural pneumonectomy

PFS

0S

- -
l’L Median PFS (95% Ci) 8 . Median OS (95% CI)
9.6mo(25 277) 5 19.3mo (14.9,34.7)
2 ax
I‘_ =
| -8 -~ |
‘—| a 1—,—’
Number 3t M; “ m(‘:\n!h; . ) . Narher 3t ek mOﬂlnS
Median PFS (95% Cl) Median 0S (95% Cl)
19.8mo (7.1, NR) 28.6mo (20.4, NR)
fox
|
Nurec ,.,,0— g man(hg P Murstor 4l riue manths

o
GecCP

Patient Disposition
Deceased — 14 (88%)
Alive - 1 (6%)
Disease-free — 0 (0%)
Progression — 1 (100%)
Lost to f/u - 1(6%)

Patient Disposition

Deceased - 6 (43%)

Alive - 8 (57%)
Disease-free — 5 (63%)
Progression — 3 (38%)

*f Hospital General
Universitario Dr. Balmis




Surface targets:
Mesotelin
FAP

ADCs

Genomlc alterations:
BAP1

CDKNZ2

p16

Hedgehog

NF2

MTAP

Metabolism interference:
Deprivacion Arginina

Intrapleural therapies

Fennell DA et al. Nat Rev Clin Oncol 2022;19:573-584 ; Mutti L et al JTO 2018;13:1269-1883

rllosothclln targeted therapy
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Disease progression
= AT R EEEE..----- ------ ------——- ------- --E-————————-—- - - -
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T

L}

‘

CDK4/6 inhibitor or PRMTS v -

inhibitor S &
Monitoring on therapy

Tumour  Clinical
bt e POLLpositve gl PD1orPDLLinhibitor e

- Conventional imaging

4_’ - - ‘ . o 1 L
Mesothelin directed therapy Motk

- Blood
- Tumour biopsy
NF2 mutation of FAK inhibitor or NEDDS inhibitor )
| ———

Merlin loss

Platinum-based chemotherapy

. with or without anti-angiogenic
agent (or other immunotherapies

and vaccine therapies)

*ﬁ Hospital General
Universitario Dr. Balmis
YAP TA et al. Nat Rev Cancer 2017;475-488



ESMO Guidelines 2022

MPM staged and determined suitable
for multimodality treatment

Consideration of VATS pleurodesis

Macroscopic complete resection®
with/without induction
Platinum—pemetrexed ChT"

Completion of up to 6 cycles of ChT
(platinum—pemetrexed)®

Popat S et al. Ann Oncol 2022;33:129-142

MPM unsuitable for
multimodality trealment (e.g. PS 0-1)

Nwvolumab-ipllimumah
(up 1o 2 years squivalent dosing)
{1, A; MCBS 3

Disease
progression

|
PS 23

Best supportive
care

v
3
=3
~N

Cisplatin-pemetrexed (I, A
MCaS 3}
or Carboplatin-pemetrexed |1, A

Cisplatin—pemeirexed-
bevacizumab

maintenance gemcitabing |11, C)

P§ 23

Best supportive
car

X (up to 6 cycles) followed by
(up to & cycles) followed by maintenance bevacizumab |1, A]

Vinorelbine {1, B)
Gamcitabine {11, B)
Pemetraxed (11, C)

Nivolumab® [1, A
Pembrolizumab® [, C]
Nivolumab-ipilimumab*
[1l, G}

Gamcitabine-
ramucirumab
[, C]

Clsplatin-pemetrexed
(I, B; MCBS 3)*
Carboplatin-pemetrexed
{11, B]

Vinoteitine I, B]
Gemcitabine (11, B)
Pametrexad (U, C]

Gemcitabine
ramucirumab
i, C}

| ——

1
PS 22
+
~
Nivolumab® [I, A] Best supportive
Nivolumab-ipilimumab® [1i, C) care

o
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rg cancer
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ASCO Guidelines 2025

Patiarts diagroast with
mesctheloma

o
GecCP

Kindler H et al. JCO January 8 2025

MUttt pflvary tuar g cancer
diacussion esaarch
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Parsuteseous satteoa Shausd not be Sffered
Ardnago o pencarakel il Mrgicel
window Ovaredoaion
Primary cheizs
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To wrap up in MPM treatment -
Gecp

MPM predominantly treated with systemic treatment even in early
stage

CT with Platinum and antifolates achieved therapeutic ceilinge

*ﬁ Hospital General
Universitario Dr. Balmis
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