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ADJUVANTE BEHANDELING

DOEL VAN DE ADJUVANTE BEHANDELING =

eradicatie (eventuele) micrometastasen => verbetering overleving

* Cytotoxische chemoth ' ey 00
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ADJUVANTE BEHANDELING

DOEL VAN DE ADJUVANTE BEHANDELING =

eradicatie (eventuele) micrometastasen => verbetering overleving

* Immunotherapie

Ate
Subgroup (includin - % (stage lI-llIA)
EGFR/ALK+) n GFR/ALK+
PD-L1 status by SP2632 .
476 :
TC=21% 7! 2.1% '84.8%
TC =50% 229 i 104.
7.5% :
TC<1% 383 :
04 10 100 3 :
g 404 Atezo (n=106) BSC (n=103)
Subgroup (excludin 6 Events, n (%) 15 (14.2%) 30 (29.1%)
E ALK+ n HR (95% Ch)¢ mOS (95% CI), mo NR NR
PD-L1 status by SP263¢ “1 HR (95% CI)* 0.42 (0.23, 0.78)
TC 21% 410 —o— 0.67 (0.45, 0.98) ;
TC 250% 209 .—.—‘ 0.42 (0.23’ 0_78) u g T T T T T T Ll L) T T T T .l Ll T T T T T T T T T T T
0 3 6 O 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
TC 1-49% 201 —e— 0.93 (0.56, 1.56) Months
No. at risk
TC <1% 312 —H®— 1.21 (0.80, 1.85) Atszolizumab 106 104 104 104 103 103 101 100 99 96 96 93 80 87 &3 69 58 41 2 20 13 6 2 1 NE
BSC 103101 98 66 ©5 62 S0 BY 84 B) 77 76 75 71 64 52 45 35 M4 W B 4 3 2 NE
04 10 100

IMpower010. Felip E. WCLC 2022.
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ADJUVANTE BEHANDELING

DOEL VAN DE ADJUVANTE BEHANDELING =

eradicatie (eventuele) micrometastasen => verbetering overleving

* Targeted therapie

Werkt een TKI cytotoxisch?
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Abstract LBAS

Overall survival analysis from the ADAURA trial of adjuvant osimertinib in
patients with resected EGFR-mutated (EGFRm) stage IB—-IlIA non-small cell lung
cancer (NSCLC).

Roy S. Herbst, Masahiro Tsuboi, Thomas John, Terufumi Kato, Margarita Majem, Christian Grohé, Jie Wang, Jonathan Goldman,
Shun Lu, Wu-Chou Sul, Filippo de Marinis, Frances A. Shepherd, Ki Hyeong Lee, Nhieu Thi Le, Arunee Dechaphunkul, Dariusz
Kowalski, Lynne Poole, Marta Stachowiak, Yuri Rukazenkov, Yi-Long Wu.
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Patients with completely resected

stage* IB, Il, IIANSCLC, with or without
adjuvant chemotherapy’
Key inclusion criteria:
=18 years (Japan / Taiwan: 220)
WHO performance status 0/ 1

Confirmed primary non-squamous NSCLC
| Ex19del / L858R* |

Brain imaging, if not completed pre-operatively
Complete resection with negative margins®
Max. interval between surgery and randomisation:

» 10 weeks without adjuvant chemotherapy
» 26 weeks with adjuvant chemotherapy

STUDIEDESIGN

Planned treatment duration: 3 years
once daily Treatment continues until:
« Disease recurrence
» Treatment completed
Randomisation « Discontinuation criterion met
1:1
(N=682) Follow up:

« Until recurrence: Week 12 and 24,
then every 24 weeks to 5 years,
then yearly

« Afterrecurrence: every 24 weeks for
5 years, then yearly

Stratification by:
stage (IB vs Il vs IlIA)

EGFRm (Ex19del vs L858R)
race (Asian vs non-Asian)

FASE 3
N =682
PRIMAIR EINDPUNT = DFS in II/IlIA
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PRIMAIR EINDPUNT (UPDATE ESMO 2022)

s Median DFS, months (95% Cl)
0.9 , — Osimertinib (n=233)  65.8 (54.4, NC)
0.8 — E : 21.9(16.6, 27.5)
0.7 : : HR (95% Cl) 0.23 (0.18, 0.30)
B ; i : Maturity:* 51%
:_—g 0.6 — : : : osimertinib 32%, placebo 70%
3+ I 1 I TRET I RO L
-§ 0.5 T : : : L IYI LI | L
-~ : I i
w04 . . .
e i ! i
0.3 : : :
0.2 i I :
0.1 — ; : | STADIUM II/1lIA
0.0 | I I i I i | i | I I |
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 233 222 216 202 196 192 174 138 90 45 20 2 0
Placebo 237 191 141 124 106 91 74 61 41 23 11 1 0
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KRITIEK OP ADAURA

(1) Doel van adjuvante therapie = eradicatie micrometastasen = verbetering in OS:

- chemotherapie: JA
- immunotherapie: JA
- targeted therapie: NEEN

(2) 3 jaar osimertinib komt met toxiciteit:
-23% G>3 AE
- 47% diarree (vooral graad 1-2) + 20% cutane toxiciteit
- financiéle toxiciteit: € 6466 x 36 maanden = € 232 776)

(3) Standard of care (adjuvante chemotherapie) bij slechts 60%.

(4) Correcte staging (MRI of CT hersenen, geen verplichte PET)?

(5) ADJUVANT/CTONG 1104: DFS-voordeel voor gefitinib, zonder OS-voordeel®.

POST ASCO 2023
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5Y OVERALL SURVIVAL

stop osimertinib

Il

5-year OS rate, % (95% CI)

1.0 == - —
. Osimertinib (n=233) 85 (79, 89)
0.9 = ! ! Placebo (n=237) 73 (66, 78)
0.8 = | 1 |
E : 80% : : Overall OS HR 0.49 (0.33, 0.73);
= 0 =
_:gu 0.7 — : : 3% : (95.03% CI) p=0.0004
S 0.6 — I I I Maturity: 21%
= : : | osimertinib 15%, placebo 27%
=
s 0.5 = [ 1 |
E I | 1 Median follow-up for OS* (censored patients):
L 0.4 - : : : osimertinib 61.7 months, placebo 60.4 months
g 03 [ 1 |
3 = I I I
3 I I I
0.2 = 1 | |
I I I
I I I
o1 , , | STADIUM II/1lIA
I I I
1 1 |
0.0 1 | | | 1 | | 1 | | 1 | I | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. at risk
Osimertinib 233 229 224 224 221 214 208 205 200 170 115 69 33 9 0 -
Placebo 237 232 226 221 210 202 190 182 171 138 94 53 25 8 2 0
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5Y OS PER STADIUM

o StagelB A% Stage IB Stage Il Stage llIA
£ e i 5 year OS rate,
S 0.8
3 | 88% % (95% ClI)
S 0.6 I : .
z ! . Osimertinib 94 (86, 97) 85 (77, 91) 85 (76, 91)
= 1 .
Z 0.4
s : Placebo 88 (80, 93) 78 (69, 85) 67 (57, 75)
= 1
N -
s 2 ! Overall HR 0.44 0.63 0.37
o (95% Cl) (0.17,1.02) (0.34,1.12)  (0.20, 0.64)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
) Time from randomization (months)
No. at risk
Osimertinib 106 103 101 100 98 97 96 96 94 82 61 3 17 G 0 .
Placebo 106 106 106 105 104 102 100 99 9 85 70 44 19 9 1 0
Stage |l Stage llIA
> 10 859 z 1.0 . 85%
E 0.8+ | E 0.8+ %
[} 1 5] 1
5 | 1 78% & i
T 06 I 5 067 167%
- =
5 0.44 I S 0.4 1
2 1 2 1
s I = I
5 0.2- [ 5 021 [
= >
o} I o 1
00 | | | | | ] | | | | ] | ] ! | | | | ] | | 1 00 | | ] ] ] ] ] | | | | | | : | ] | 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 9 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
} Time from randomization (months) ) Time from randomization (months)
No. at risk Mo. at risk
Osimertinib 118 116 112 112 112 109 104 104 100 83 61 36 19 4 0 - Osimertinib 115 113 112 112 1p9 105 104 101 100 87 54 33 14 5 0
Placebo 118 118 117 114 110 107 104 103 94 79 56 32 18 7 2 0 Placebo 119 114 109 107 100 95 86 79 7 59 38 21 9 1 0
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ADJUVANTE CHEMOTHERAPIE = FUTIEL?

With adjuvant chemotherapy

Without adjuvant chemotherapy

1.0 1.0 -
=) ; 0, == 0
£ ' 87% Osimertinib £ e8% Osimertinib
S 0384 1 S 0.8- |
'8 | - |
o 1 77Y% - 1 79%
Q 06 o Placebo Q0.6 e
- 1 ® |
3 I S | Placebo
c 044 1 c 044 I
=3 1 3 1
e I v I
T 021 Overall HR (95% Cl) : T 024 Overall HR (95% Cl) |
2 0.49 (0.30, 0.79) I 2 0.47 (0.25, 0.83) I
O o0 I O o0 |
) 1 1 | | 1 | | | | | | | | 1 ] 1 | | | | 1 | ' | | | | 1 | | 1 1 | | 1 1 | | 1 1 | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
) Time from randomization (months) . Time from randomization (months)
No. at risk No. at risk
Osimertinib 203 200 197 197 196 192 188 185 182 155 104 &8 25 7 0 - Osimertinib 136 132 128 127 123 119 116 116 112 97 72 50 25 3 0 -
Placebo 207 204 200 197 189 182 174 166 159 133 92 48 19 7 2 0 Placebo 136 134 132 129 125 122 116 115 108 90 72 49 25 10 1 0O

60% adjuvante chemotherapie

POST ASCO 2023

40% geen adjuvante chemotherapie
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PUNT VAN KRITIEK

Subsequent treatments, n (%) Osimertinib (n=339)

Patients who received subsequent anti-cancer treatment® 76 (22) 184 (54)
EGFR-TKIs 58 (76) 162 (88)
Osimertinib 31 (41) 79 (43)
Other EGFR-TKIs 28 (37) 114 (62)
Chemotherapy 20 (26) 46 (25)
Radiotherapy 30 (39) 53 (29)
Other anti-cancer treatments 12 (16) 29 (16)

slechts 49% placebo-arm osimertinib als vervolgbehandeling

POST ASCO 2023 1




LOPENDE STUDIES

ADAURA-2: adjuvant osimertinib in stadium IA

NeoADAURA: neoadjuvant osimertinib in stadium Il en 11I-N2

TARGET: 5 jaar adjuvant osimertinib in stadium Il en |IIB

ALINA: 2 jaar adjuvant alectinib in stadium IB-1lI1A

POST ASCO 2023
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NSCLC neoadjuvant

POST ASCO 2023



NEOADJUVANTE BEHANDELING

DOEL VAN DE NEOADJUVANTE BEHANDELING =

eradicatie (eventuele) micrometastasen + effect op primaire tumor

* Vroegere eradicatie micrometastasen
* Minder uitgebreide chirurgie / verbeterde operabiliteit?

* Betere immunogeniciteit I/O:
- groter aantal neoantigenen
- tumor-drainerende lymfeklieren in situ
- grotere pool tumor-reactieve T-cellen

POST ASCO 2023
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Abstract 8521

Clinical outcomes with neoadjuvant nivolumab (N) + chemotherapy (C) vs C by
definitive surgery in patients (pts) with resectable NSCLC: 3-y results from the
phase 3 CheckMate 816 trial.

Jonathan Spicer, Patrick M. Forde, Mariano Provencio, Shun Lu, Changli Wang, Tetsuya Mitsudomi, Stephen Broderick, Scott
Swanson, Mark M. Awad, Enriqueta Felip, Julie R. Brahmer, Keith Kerr, Gene Brian Saylors, Ke-Neng Chen, Fumihiro Tanaka,
Junliang Cai, Javed Mahmood, Nan Hu, Phuong Tran, Nicolas Girard.
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STUDIEDESIGN

Key eligibility criteria
« Newly diagnosed, resectable,
stage IB (= 4 cm)-1lIA NSCLC NIVO 360 mg Q3W
AJCC TNM 7th editi
(per edition) N = 358 + o Siirady
* ECOG PS 0-1 chemod Q3W (3 cycles)  [Eiadoall IEIRIOS Optional | _
« No known sensitizing EGFR 0— g lg 6 weeks |y adjuvant i uPI
mutations or ALK alterations post- chemo
treatment) and/or RT
Stratified by Chemo® Q3W (3 cycles)
stage (IB-1l vs llIA),
PD-L1® (2 1% vs < 1%¢), and sex
“ Primary endpoints Secondary endpoints Exploratory analysis R
« pCRby BIPR *  MPR by BIPR «  Outcomes in patients by
« EFS by BICR N definitive surgery status
« TIDM
N\ )
FASE 3
N =358

PRIMAIR EINDPUNT = (1) pCR, (2) EFS
POST ASCO 2023 19



PATIENT FLOW

358 patients randomized
neoadjuvant 1/O goed getolereerd

l

NIVO + chemo

* 94% completed 5 . * 85% completed
neoadjuvant treatment?® - 179 rande]ZEd - 179 randeEEd neoadjuvant treatment?
» 176 received treatment * 176 received treatment

geen negatieve l 1

impact # 149 (83%) had definitive surgeryc 135 (75%) had definitive surgeryc

op resectie l 1

35 (20%) patients received
adjuvant therapyd
minder . .
adjuvante » 21 (12%) received chemo alone » 39 (22%) received chemo alone
. » 9 (5%) received RT alone » 12 (7%) received RT alone

therapie .

5 (3%) received chemo and RT

» 5 (3%) received chemo and RT

POST ASCO 2023 20



PRIMAIR EINDPUNT 1

100
EFS . |
6] Median
T 80 No.of  Event-free Survival
= 704 ' 3 _ Patients (95% Cl)
S ! - Nivolumab plus mo
= 607 ! ! chemotherapy )
& 50- ' ' Nivolumab plus 179 31.6 (30.2—-NR)
v ' ' Chemotherapy
& 407 ; : Chemotherapy 179 20.8 (14.0-26.7)
£ 304 . . Chemotherapy alone Alone
U 1 1
& 204 ! ' Hazard ratio for disease progression,
! ! disease recurrence, or death, 0.63
10+ : : (97.38% Cl, 0.43-0.91)
0 — T T T T T T T T T T T P=0.005
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
179 151 136 124 118 107 102 87 74 41 34 13 6 3 O Nivolumab plus chemotherapy
179 144 126 109 94 83 75 61 52 26 24 13 11 4 0  Chemotherapy alone

PD-L1 expression level

<1% 155 25.1 (14.6-NR)
=1% 178 NR (NR—NR)
1-49% 98 NR (27.8-NR)
=50% 80 NR (NR—NR)

18.4 (13.9-26.2) ——
21.1 (11.5-NR) = |
26.7 (11.5-NR) < :

|

|

19.6 (8.2-NR) ~ <+——e

POST ASCO 2023

0.85
0.41
0.58
0.24

0.54-1.32)
0.24-0.70)
0.30-1.12)
0.10-0.61)

— — — —
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PD-L1 expression level
<1%
=1%
1-49%
=50%

T
(@)
)

Pathological Complete

Response (%)

155
178
98
80

40—
35-
30-
25
20
15-
10-

PRIMAIR EINDPUNT 2

Odds ratio, 13.94 (99% Cl, 3.49-55.75)

P<0.001

| Difference, 21.6
24.0
(43/179)

2.2
(4/179)
B 2

Nivolumab plus Chemotherapy

26 (03-9.1)  16.7 (9.2-26.8)
22(03-7.9)  32.6 (23.0-43.3)

0 (0-7.5) 23.5 (12.8-37.5)
48 (0.6-16.2) 44.7 (28.6-61.7)

POST ASCO 2023

Chemotherapy Alone

14.1 (4.8 to 24.0)

30.3 (19.9 to 40.7)
23.5 (11.4 to 36.8)
40.0 (21.7 to 55.9)

22



UPDATE EFS EN EFS2

With definitive surgery

NIVO + chemo Chemo
(n = 149) (n = 135)
Median EFS, mo NR 31.8
(95% Cl) (44.4-NR) (18.0-NR)
100 - HR (95% Cl) 0.67 (0.47-0.95)
80
i i 62%°
~ 60 | " g NIVO + chemo
&\‘i : 1 : L -
¥ ! 54% ! oo
w404 E E i E Chemo
20- E i E
O T T T i T T T i T T 1 { T T T 1 T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
— Months from randomization

NIVO + chemo 149 146 134 125 119 107 105 101 98 96 90 71 60 40 22 15 7 6 O
Chemo 135 135 125110 94 82 77 72 68 62 60 48 39 26 14

12 3 3 0

15% vs 23% niet geopereerd, vooral door locoregionale PD

POST ASCO 2023

With definitive surgery

NIVO + chemo Chemo
(n = 149) (n =135)
Median EFS2, mo NR NR
(95% Cl) (NR-NR) (NR-NR)
100 93% HR (95% Cl) 0.60 (0.39-0.95)
0,
90% 1 86;'6
80 E : : NIVO + chemo
75% i L R e
| 1 69%°C e .
* 60 | | | Chemo
~ : : :
i : : |
w40 : | |
20 i : i
O 1 1 1 i I 1 1 i 1 1 1 i 1 I 1 I 1 I 1 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
. ek Months from randomization

NIVO + chemo 149148 143141 137132130128 127125120118102 83 60 39 20 14 6 2 O
120108 100 100 94 90 90 80 63 44 32

2 1 9 1 -
18 1 & ! v

Chemo 135135133130 121

superieure EFS2
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locoregionale PD?

hoog % mutanten?

VERVOLGBEHANDELING

Patients, n (%)

With definitive surgery

NIVO + chemo
(n = 149)

Any subsequent therapy 32 (22) 59 (44)
Subsequent radiotherapy 14 (9) 26 (19)
Subsequent surgery 4 (3) 7 (5)
Subsequent systemic therapy 26 (17) 52 (38)
Immunotherapy 14 (9) 31 (23)
Targeted therapy 10 (7) 23 (17)
Chemotherapy 23 (15) 28 (21)

POST ASCO 2023
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RESECTIE NA I/O

CHEMO +1/0 CHEMO

Definitieve chirurgie 83% 75%

Interval tot chirurgie 5.3 weken (4.6-6.0) 5.0 weken (4.6-5.9)
Mediane duur resectie 184 min 217 min

Open procedure 59% 63%

VATS of RATS 30% 22%

Conversie 11% 16%

RO 83% 78%

Mediane opnameduur 10.0 (7.0-14.0) 10.0 (7.0-14.5)
90-D chirurgische complicaties  41% (11% G3-4) 47% (15% G3-4)

POST ASCO 2023 2



Abstract LBA100

KEYNOTE-671: Randomized, double-blind, phase 3 study of pembrolizumab or
placebo plus platinum-based chemotherapy followed by resection and
pembrolizumab or placebo for early stage NSCLC.

Heather A. Wakelee, Moishe Liberman, Terufumi Kato, Masahiro Tsuboi, Se-Hoon Lee, Jie He, Shugeng Gao, Ke-Neng Chen,
Christophe Alfons Dooms, Margarita Majem, Ekkehard Eigendorff, Gaston Lucas Martinengo, Olivier Bylicki, Delvys Rodriguez-
Abreu, Jamie E. Chaft, Silvia Novello, Jing Yang, Steven M. Keller, Ayman Samkari, Jonathan Spicer.
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Criteria

- Pathologically confirmed,
resectable stage I, IlIA, or [IIB
(N2) NSCLC per AJCC v8

» No prior therapy

= Able to undergo surgery

= Provision of tumor sample for
PD-L1 evaluation®

- ECOGPSOor1

Stratification Factors
= Disease stage (Il vs IlI)
= PD-L1 TPS? (<50% vs 250%)
= Histology (squamous vs nonsguamous)
= Geographic region (east Asia vs not east Asia)

STUDIEDESIGN

Pembrolizumab 200 mg IV Q3W
rs

Cisplatin and Gemcitabine®
or
Cisplatin and Pemetrexed®

for up to 4 cycles

Placebo IV Q3W
-

Cisplatin and Gemcitabine®
or
Cisplatin and Pemetrexed*

for up to 4 cycles

POST ASCO 2023

FASE 3
N =797

Pembrolizumab 200 mg IV Q3W

for up to 13 cycles

Placebo IV Q3W

for up to 13 cycles

PRIMAIR EINDPUNT = (1) EFS, (2) OS

27



Median age (range), years
Male
Race
Amencan Indian or Alaska Native
Asian
Black or Afncan Amernican
Multiple
White
Missing data
Geographic region
East Asia
Not east Asia
ECOG PS
0
1
Histology
Nonsquamous

Squamous

Pembro Arm
(N =397)

63 (26-83)
279 (70.3%)

1(0.3%)
124 (31.2%)
6 (1.5%)
3(0.8%)
250 (63.0%)
13 (3.3%)

123 (31.0%)
274 (69.0%)

253 (63.7%)
144 (36.3%)

226 (56.9%)
171 (43.1%)

STUDIEPOPULATIE

Placebo Arm
(N = 400)

64 (35-81)
284 (71.0%)

0

31.3%)
%)
%)
9.8%)

0%)

125(
10(25
10(25

239 (5
16 (4

121 (30.3%)

279 (69.8%)

246 (61.5%)
154 (38.5%)

227 (56.8%)
173 (43.3%)

Pembro Arm Placebo Arm
(N = 397) (N = 400)
Smoking status
Current 96 (24.2%]) 103 (25.8%)
Former 247 (62.2%) 250 (62.5%)
Never 54 (13.6%) 47 (11.8%)
Disease stage at baseline (per AJCC v8)
Il 118 (29.7%) 121 (30.3%)
A 217 (54.7%) 225 (56.3%)
B 62 (15.6%) 54 (13.5%)
pN status
NO 148 (37.3%) 142 (35.5%)
N1 81 (20 4%) 71 (17 8%)
N2 168 (42.3%) 187 (46.8%)
PD-L1 TPS
=50% 132 (33.2%) 134 (33.5%)
1-49% 127 (32.0%) 115 (28.8%)
<1% 138 (34.8%) 151 (37.8%)
Known EGFR mutation? 14 (3.5%) 19 (4.8%)
Known ALK translocation® 12 (3.0%) 9 (2.3%)
28
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PRIMAIR EINDPUNT 1

Pts w/ Median
100 - Event (95% CI), mo
12-mo rate 24-mo rate
904 %y i i Pembro arm 35.0% NR (34.1-NR)
80 7399 Placebo arm 51.3%  17.0 (14.3-22.0)
70 ; 62.4%
1 59.9%
60 : i
207 40.6% HR 0.58 (95% Cl, 0.46-0.72)
40+ | , P < 0.00001
30- s s
20- i o
] i in alle subgroepen
10+ i i PD-L1 250% het meest uitgesproken
04+ Tt T rrrorr1 T T rrr? T rrrorr1 rrrrr1 1
0 6 12 18 24 30 36 42 48 54
No. at risk Months
397 330 236 172 17 72 42 11 0 0
400 294 183 124 74 38 24 0 1 0

POST ASCO 2023 29



PRIMAIR EINDPUNT 2

Pts w/
Event

19.1%

25.3%

Median
(95% CI), mo

NR (NR-NR)

45.5 (42.0-NR)

HR 0.73 (95% CI, 0.54-0.99)

(NOG) GEEN OS VOORDEEL

12-mo rate 24-mo rate
100~ el i 87.9% i Pembro arm
90+ T M- i ??gﬂﬁ Placebo arm
80- E ==l PTTITY G
-
. -
uoi' 50+ 74% completed 4 cycles of !
40 - pembro/placebo
09 40% (50%) completed adjuvant D= 0091241
20+ treatment | |
10- | s
04+ Frrrr?t e rrrrr’ T Frrrr?t rrrrr rrrrr?’ rrrrr’ 1
0 6 12 18 24 30 36 42 48 54
No. at risk Months
397 370 313 232 170 118 76 41 D 0
400 379 316 2725 153 91 54 30 6 0

POST ASCO 2023
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In-Study Surgery?
Resected
Complete - RO
Incomplete - R1
Incomplete - R2
Unresected
Surgical procedure
Lobectomy
Pneumonectomy
Bilobectomy
Exploratory thoracotomy
Other

30-day all-cause mortality

CHIRURGISCHE RESULTATEN

Pembro Arm
N =325

320 (98.5%)

Placebo Arm

N = 317

302 (95.3%)

299 (92.0%) 267 (84.2%)
17 (5.2%) 31 (9.8%)
4 (1.2%) 4 (1.3%)
5 (1.5%) 15 (4.7%)

256 (78.8%)
37 (11.4%)
26 (8.0%)
4 (1.2%)
2 (0.6%)P
6 (1.8%)¢

POST ASCO 2023

238 (75.1%)
39 (12.3%)
26 (8.2%)
13 (4.1%)

1(0.3%)°
2 (0.6%)°

31




mPR?

PATHOLOGISCHE RESULTATEN

A 19.2 (13.9-24.7)

30.2%
(25.7-35.0)

Pembro Arm
(N = 397)

P < 0.00001

11.0%
(8.1-14.5)

Placebo Arm
(N = 400)

PCR, % (95% CI)
- - %) %) [#%] %] P P o
o (&) ] o (@] o )] o [8) ] o (@3] o

POST ASCO 2023

pCRP

A 14.2(10.1-18.7)

18.1%
(14.5-22.3)

Pembro Arm
(N = 397)

P < 0.00001

4.0%
(2.3-6.4)

e

Placebo Arm
(N = 400)

32



CORRELATIE TUSSEN MPR EN EFS

'] \ Pembro, with mPR
80 m\’ S ALl 1 g i |r1 uWI J
&l \‘ { | ] Il
70 T Placebo, with mPR
il g Ll L
60 \\'"-zzi -
50 ”:‘La_mq e, S— | T Pembro, withoutmPR
40- Ty -“'-4_‘1.“ NI N e
.L‘-‘-‘LL S
30+ o 1 Placebo, withoutmPR
L1
204
10
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22 12 10 2 0 0
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\
With mPR

HR 0.54 (95% CI, 0.24-1.22)
J

~
Without mPR
HR 0.73 (95% CI, 0.58-0.92) i
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Exposure

Days on pembro or placebo, median (range)

No. pembro or placebo administrations, median (range)

TOXICITEIT

Pembro Arm
(n = 396)

332 days (1-567)

12 (1-17)

Placebo Arm
(n =399)

315 days (1-596)
10 (1-17)

Treatment-related AEs?
Grade 3-5

383 (96.7%)
178 (44.9%)

379 (95.0%)
149 (37.3%)

Serious
Led to death

Led to discontinuation of all study treatment

Immune-mediated AEs and infusion reactions

70 (17.7%)
4 (1.0%)P
50 (12.6%)
100 (25.3%)

Grade 3-5 23 (5.8%)
Serious 21 (5.3%)
Led to death 1 (0.3%)¢
Led to discontinuation of all study treatment 20 (5.1%)

POST ASCO 2023

57 (14.3%)
3 (0.8%)C
21 (5.3%)

42 (10.5%)
6 (1.5%)
6 (1.5%)

0
3 (0.8%)

34



—_
—

Incidence, %

IMMUUNGEMEDIEERDE TOXICITEIT

N
N
s

i
o

Grade

1-2 3-5

Pembro arm . .

9 Placebo arm . -
8
7
6
5
4
3
2

1.5
: 1.3 1.3 50 -
0.5 0.5 0.5 0.5
o — — -—
& N ) & ) & &
) 2 N X X A A
S So® & > & & >
S ) &K < > >
@ NS Q

Events That Occurred in 22 Participants
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OPTREDEN VAN PNEUMONITIS

20
NSCLE B Grade 1-2
. }‘II *e * y B Grade 3-5
n=48
15 4
=
2
Melanoma | = . . E 10 -
n=13 | o
Overall .. . >
n=64 |
[ [ I [ [ [ U 1
0 6 12 18 24 30 0-2 2-4 L-6 >6
Time after immunotherapy initiation months Time after immunotherapy initiation months

mediaan optreden van pneumonitis na 2.1 maanden
(reeks Delaunay et al. Eur Respir J 2017 / N=64)
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Abstract 8501

Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in
resectable stage 11/1ll non-small cell lung cancer (NSCLC): Interim event-free
survival (EFS) analysis of the phase Il NEOTORCH study.

Shun Lu, Lin Wu, Wei Zhang, Peng Zhang, Wenxiang Wang, Wentao Fang, Wenqun Xing, Qixun Chen, Jiandong Mei, Lin Yang,
Lijie Tan, Xiaohong Sun, Shidong Xu, Xiaohua Hu, Guohua Yu, Dongliang Yu, Jinlu Shan, Nong Yang, Yuping Chen, Hui Tian.
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Toripalimab

240mg
+

Platinum-based

Toripalimab
240mg
+

Platinum-based

STUDIEDESIGN

Toripalimab
240mg

Primary endpoints:
« EFS by Investigator (stage Ill)
» EFS by Investigator (stage lI-lll)

* Newly diagnosed
resectable stage II-
Il NSCLC i

. EGFR/ALK wild Q3W 3 cycles }; Q3W 1 cycle
type

* Biopsy tissue
available for
biomarker analysis

» Evaluable lesions

chemotherapy chemotherapy Q3W up to 13

: * MPR by BIPR (stage IIl)
cycles * MPR by BIPR (stage lI-lll)

Secondary Endpoints:

* Overall survival

« pCR by BIPR/site pathologist for stage
lll and stage II-lI

Placebo f Placebo
+ + Placebo
Platinum-based Platinum-based « EFS by IRC for stage Ill and stage II-Ill
chemotherapy chemotherapy Q3W up to 13 « Disease-free survival

cycles « Safety and feasibility of surgery
Q3W 3 cycles Q3W 1 cycle

Stratification factors:

*[lvs IlIA vs llIB

« Lobectomy vs pneumonectomy

« Non-squamous vs squamous

* PD-L1 TC expression: = 1% vs < 1% or non-evaluable

FASE 3
N =404

PRIMAIR EINDPUNT = (1) EFS, (2) MPR
POST ASCO 2023



STUDIEPOPULATIE

_ Toripalimab + chemo Placebo + chemo Total
n =202 n =202 n =404

Median age, years (range) 62 (31-70) 61 (29-70) 62 (29-70)
Age < 65 years, n (%) 140 (69.3) 138 (68.3) 278 (68.8)
Gender, n (%) Male 181 (89.6) 189 (93.6) 370 (91.6)
Non-smoker 28 (13.9) 21 (10.4) 49 (12.1)

Smoking status, n (%) Smoker 30 (14.9) 23 (11.4) 53 (13.1)
Former 144 (71.3) 158 (78.2) 302 (74.8)
0 70 (34.7) 73 (36.1) 143 (35.4)
FECe RS 0N 1 132 (65.3) 129 (63.9) 261 (64.6)
Non-squamous 45 (22.3) 45 (22.3) 90 (22.3)

0,
Histology, n (%) Squamous 157 (77.7) 157 (77.7) 314 (77.7)
TC 2 1% 133 (65.8) 132 (65.3) 265 (65.6)
PD-L1 i

Sxprassion. ni(s) TC<1% or non-evaluable 69 (34.2) 70 (34.7) 139i(S44)
; A 136 (67.3) 136 (67.3) 272 (67.3)
Stage.,.n (k) B 65 (32.2) 64 (31.7) 129 (31.9)

NO 17(8.4) 18(8.9) 35(8.7)

N stage”, n(%) N1 46(22.8) 39(19.3) 85(21.0)
[ N2 138(68.3) 145(71.8) 283(70.0)

POST ASCO 2023
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PRIMAIR EINDPUNT 1

Intent-to-treat Stage lil patients assessed by investigator per RECIST v4.1 Non-squamous subgroup

No. of Events/No. of Median EFS mo
Patients (95% CI)

EFS by investigator

No. of Events/No. of Median EFS mos.
Patients (95% ClI)

Median follow-up: 18.25 months

Event-Free Survival
(% of patients)
3§ 852883888

HR=0.54 (95%CI 0.265-1.096)

100 -
P=0.0827

90

g

T

% Months

e

80 — i No. at Risk

704

rvival

(% of patients)

Squamous subgroup

a
by

>

No. of Events/No. of Median EFS mo
Patients (95% Cl1)

Event-Free

HR=0.40 (95%CI1 0.277-0.565)
two-sided P<0.0001*

) 18
Muriths HR=0.35 (95%CIl 0.236-0.528)

No. at Risk P<0.0001
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@ -2
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§n.
uw s
R
E
>
w

No. at Risk

PD-L1* <1% or NE
n=139

| censored

Median EFS NE versus 15.3 months
HR=0.59 (95%CI 0.327-1.034)

EFS VOLGENS PD-L1 EXPRESSIE

PD-L1 1-49%
n=137

| Censored

Median EFS 24.6 versus 12.7 months
HR=0.31 (95%CI 0.176-0.554)

6 12 18
Months

)

L
6 |

Months18

POST ASCO 2023

PD-L1 2 50%
n=128

Torit

| Censored

Median EFS NE versus 15.5 months
HR=0.31 (95%CI 0.152-0.618)

2 18
Months

palimab + chemo (n=64)



PRIMAIR EINDPUNT 2

MPR by BIPR pPCR assessed by BIPR

Difference=40.2%
(95% CI: 32.2-48.1) Difference= 23.7%
(95% CI: 17.6-29.8)

P-value < 0.0001
P-value < 0.0001

Toripalimab + chemo Placebo + chemo

Toripalimab + chemo Placebo + chemo n=202 n=202

43.6% completed adjuvant treatment

POST ASCO 2023
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Median follow-up: 18.25 months
Intent-to-treat Stage lll patients

T =~
28
55
R
=
o -
go
> X
OV

OVERALL SURVIVAL

1-Yr OS 2-Yr OS
Rate % Rate %

4.4% 1 81.2°

s | Censored

No. at Risk

1
18
Months

POST ASCO 2023

No. of Events/ Median OS
No. of Patients mo (95% CI)

HR=0.62 (95% CI 0.38-0.999)

P=0.0502




TOXICITEIT

Toripalimab + chemo

Patients %

& N > o >
& Q.“e' 6& oo\\\ &

R
o
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& & & S &° R o o N
O . & % y Ry ) '
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Placebo + chemo
lll lLLLLLL.LuiJ---
& &3‘: & er & \3, 2 > & (\\" &\e
& )

& A
] W2

Immune-related adverse events with an incidence of 22%
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1 AEGEAN. Heymach JV. AACR 2023

IN PERSPECTIEF

KN-671 NEOTORCH | AEGEAN CM 876 Best of
pembro nivo durva? nivo chemo
N= 397 202 366 176
Stadia l-111B [HIA-11IB lIA-111B IB-I11A
Heycli 4N + 13A 3N + 15A* | AN+ 12A 3N
Eindpunt EFS + OS EFS+ MPR | EFS + pCR EFS + pCR
EFS NR NR NR 31.6m 259 m
EFS 12m 73.2% 84.4% 73.4% 76.1% 64.5%
EFS 24m 62.4% 64.7% 63.3% 63.8% 52.4%
SURG 82.1% 82.2% 80.6% 83.2% 79.4%
RO 92.0% 95.8% 94.7% 83.2% 92.6%
MPR 30.2% 48.5% 33.3% 36.9% 12.3%
cPR 18.1% 24.8% 17.2% 24.0% 4.3%
allTOX G23 | 44.9% 63.4% 42.3% 33.5% 36.9%
irTOX G=>3 5.8% 11.9% 4.0% ? 1.8%

POST ASCO 2023
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N=452

Key Eligibility Criteria
* Resectable, stage IIA-IIIB
NSCLC*
* No prior treatment

* ECOG PS 0-1

Resectable
Stage I, lIA,
or Select I1IB

NSCLC

EGFR/ALK WT
N=302

LOPENDE STUDIES

Nivolumab +

Placebo +

Platinum Doublet

Atezolizumab +
Platinum doublet —
Q3W x 4 cycles

Placebo +

- platinum doublet Q3w
X 4 cycles

Platinum Doublet

—» Surgery — Nivolumab

¥ Surgery ¥ Placebo

Atezolizumab
Q3W x 16 cycles

Surgery
—ol Supportive care

POST ASCO 2023

EFS

MPR

Checkmate-77T

IMpower030
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Kunnen we zonder chemotherapie?

POST ASCO 2023
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Abstract 8500

Surgical outcomes of patients with resectable non-small-cell lung cancer
receiving neoadjuvant immunotherapy with nivolumab plus relatlimab or
nivolumab: Findings from the prospective, randomized, multicentric phase Il
study NEOpredict-Lung.

Clemens Aigner, Bert Du Pont, Koen Hartemink, Marcel Wiesweg, Michel Vanbockrijck, Kaid Darwiche, Balazs Hegedus,
Alexander Schramm, Hubertus Hautzel, Brigitte Maes, Dirk Theegarten, Hans-Ulrich Schildhaus, Paul Baas, Kristof Cuppens,
Martin H. Schuler, Till Plones.
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STUDIEDESIGN

Tumor s
cell death ' P

''''
HOC 0

Activated
CD8+ T cell
studie al voorgesteld op ESMO 20221 ‘

n = 30 patients

Nivolumab Nivolumab
240 mg 240 mg

Key eligibility

= Histologically
confirmed non-small-
cell lung cancer

| (Sd?gg '8?; ”d%r IH)A n = 30 patients SoC
edition :
* Curative r?"seCtabi”ty ® Nivolumab Nivolumab adjuvant
as determined by 240 mg 240 mg therapy y
the multidisciplinary

lung cancer board
= Sufficient organ FASE 2
function N =60
d1 d15

| PRIMAIR EINDPUNT = FEASIBILITYA43 D
M < d43

POST ASCO 2023 >4
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Pathological regression [% vital wmor cells)

100%

90%

B80%

T0%

60%

50%

40%

30%

20%

10%

0%

PATHOLOGISCHE RESULTATEN

Nivolumab 13.3%

Nivolumab Nivolumab/Relatlimab

m0-10% =11-50% w=51-100%

Protocol definition: Vital tumor cells

POST ASCO 2023

Nivolumab +
Relatlimab

Disease-free survival

=
o

o
®

o
[

e
B
I

e
w

b
(X

o
Y

o
o

16.7%

geen verschil in DFS

+ Censored

27%

30%

T
0 5 10 15
Months from randomization

20
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IMMUUNGEMEDIEERDE TOXICITEIT

Nivolumab (240 mg)/
Relatlimab (80 mg)

Nivolumab (240 mg)

Anemia 2 (7%)

Atrial fibrillation 1(3%) 1(3%)

Hyperthyroidism 5 (17%) 1(3%) 4 (13%)

Hypothyroidism 2 (1%) - 3 (10%)

Gastrointestinal 1(3%) 2 (7%)

Hepatic 1(3%) 1(3%) 1(3%) 1(3%)
Proteinuria 1(3%)

Pneumonitis - g I 2 (7%) I

Chills/fever 2 (3%)

Rash 1(3%)

GEEN TOENAME ERNSTIGE TOXICITEIT

POST ASCO 2023



CHIRURGISCHE RESULTATEN

Complication Nivolumab (240 mg) Nivolumab (240 mg)/Relatlimab (80 mg)

Intraoperative 1 (3%) - conversion due to bleeding 1 (3%) - conversion due to bleeding
Revision 2 (7%) - empyema, PAL 1 (3%) - middle lobe torsion
Pulmonary embolism 1(3%) 0

Atrial fibrillation 3 (10%) 0

Prolonged air leak 1(3%) 3 (10%)

Chest wall hematoma 0 1(3%)

Middle lobe atelectasis 0 1(3%)

Pleural effusion 1(3%) 1(3%)

Stridor 1(3%) 0
Pneumothorax 1(3%) 0

Atelectasis 0 1(3%)

GEEN TOEGENOMEN CHIRURGISCHE COMPLICATIES

POST ASCO 2023



NSCLC

stage | B, lland

;® R

selected Il A

NIEUWE COHORTE

Relatlimab 80 Relatlimab 80

L--

Relatlimab Relatlimab
dose 2 dose 2

d1 d15

RELATLIMAB 240 mg (x3)

POST ASCO 2023

<d43

SoC
adjuvant
therapy y
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Abstract 8509

Pembrolizumab and ramucirumab neoadjuvant therapy for PD-L1-positive stage
IB-1lIA lung cancer (EAST ENERGY).

Keiju Aokage, Yoshihisa Shimada, Kiyotaka Yoh, Masashi Wakabayashi, Miki Fukutani, Hideki Furuya, Kotaro Nomura, Tomohiro

Miyoshi, Kenta Tane, Joji Samejima, Shogo Kumagai, Shohei Koyama, Hiroyoshi Nishikawa, Tetsuro Taki, Takuo Hayashi, Jun
Matsubayashi, Genichiro Ishii, Norihiko Ikeda, Masahiro Tsuboi.
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STUDIEDESIGN

Key eligibility criteria
« Resectable clinical stage IB-IIIA

e LICCAICCERS) Ramucirumab 10mg/kg . SURGERY .[Optional st o

Age =20 . .
Pembrolizumab 200 mg (lobectomy, bi-lobectomy, or physician’s discretion

ECOG PS 0-1 _
PD-L1 > 1% (22(:3) Q3W, 2cycles pneumonectomy with LND)

Adequate organ function

within 4 to 8 weeks after last dose

FASE 2
N=24
PRIMAIR EINDPUNT = MPR

POST ASCO 2023 o0



Pathological response (%)

PATHOLOGISCHE RESULTATEN

0 ) et e
20 95.4% RO-resectie bij 22/24 geopereerden TI[] PD-L1 1-48%

=“MPR © Non-MPR BB PD-L150-%
AD AD SQ SQ AD AD AD SQ SQ SQ AD sQ sSQ AD sQ AD AD sQ sSQ sQ sQ AD

100
90
80
© 50%
60
50
4
30
20
10

25%

MPR rate pCR rate

(=]
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PATHOLOGISCHE RESULTATEN

NSCLC, PD-L121% NSCLC, PD-L12 1%

Characteristics FAS (N=24) Characteristics Operation (N=22)
Age, median (range), y 75 (50-78) Surgery
Sex (M/F) 18/6 segmentectomy / lobectomy / bi-lobectomy 1/20/1
ECOG-PS 0/ 1 23/1 Bronchoplasty 3 (13.6%)
Current / former smoker / Never 1/18/5 RO roscation 21 (95.4%)

‘ Clinical stage IB / 1A/ 11B /1A 1/4/9/10 ‘ Pathological stage

Clinical N status NO / N1/ N2 12/9/3 O/1A /1IB/IA/IB/ITA/NNB 4/8/2/1213/2/1
Pathological type (Sq /Ad) 12/12 Pathological N status
PD-L1 status (22C3) 1-49% / 2 50% 15/9 NO/N1/N2/N3 1311

cN+ 50% -> pNO 77%

iciteit: G3- 4.89
I11A 10 pt -> IIIA/B -> 3 toxiciteit: G3-4 AE 34.8%

POST ASCO 2023 =



Pancoast-tumoren
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HUIDIGE STATUS PANCOASTTUMOR

* 3-5% van alle longkankers

* Vaak zeer symptomatisch

e T3-4 NO-1 MO + resectabel:
INT 0160-protocol?
2 cycli chemotherapie neoadjuvant + concurrent radiotherapie 45 Gy (25x1.8 Gy)
Resectie na 2-4 weken

2 cycli chemotherapie adjuvant

POST ASCO 2023
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Abstract 8514

CRES3T: A single-arm confirmatory trial of S-1 plus cisplatin with concurrent
radical-dose radiotherapy followed by surgery for superior sulcus tumor.

Kazuya Takamochi, Kenji Suzuki, Morihito Okada, Seiji Niho, Satoshi Ishikura, Shunsuke Oyamada, Takuhiro Yamaguchi,

Hirotoshi Horio, Fumihiro Tanaka, Satoshi Shiono, Tomohiro Haruki, Norihito Okumura, Ichiro Yoshino, Hiroyuki Ito, Hidetaka
Uramoto, Masahiro Tsuboi.
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STUDIEDESIGN

A multicenter, single-arm, confirmatory trial of
ChemoRT|(radical dose)|+ surgery for SST

KEY ELIGIBILITY

NSCLC that directly invades

- Chest wall including the first rib S_1 + Clsplatln 3 cycles
or more cephalad

- Subclavian artery

- Subclavian vein | N + Concurrent RT

Clinical NO, N1, or N3 (Ipsilateral .
supraclavicular) (Radical-dose: 66Gy/33Fr

ECOG PS 0-1

S1 = nieuw oraal fluoropyrimidine FASE 2
N =60
POST ASCO 2023 PRIMAIR EINDPUNT = 3Y OS



vooral T3 NO (lIB)

STUDIEPOPULATIE

Characteristics

No. of patients (%)

Age, median (range), years 62 (40-73)
E'ZTE 53 (87)
Female 8 (13)
Smoking status Never smoker 1(2)
Smoker 60 (98)
Primary tumor site Right 36 (59)
Left 25 (41
Clinical T status T3 38 (62)
T4 23 (38)
Cinical N staus N0 50(82)
N1 6 (10)

N3 ‘iesilateral sueraclavicularl ) 582

POST ASCO 2023

Histology Adenocarcinoma 30 (49)
Squamous cell carcinoma 20 (33)

Non-small cell carcinoma 8 (13)

Others 3(9)
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RESULTATEN

[y

Overall survival rate (%)
o BEEBZIBBES

+ Censored

Primary endpoint: CONCLUSIES
3-year OS = 73.2%

(95% Cl: 60.1-82.7%)
1) HOGE DOSIS RT INDUCTIE = HAALBAAR

o 1 2 3 4 5 6 7 8 - 82% finaal geopereerd (vs 80% bij Rusch et al.)
e e B m TR o © - RO-resectie in 98% (vs 94%)
= 100 —— 2) LOKALE CONTROLE BLUFT EEN PROBLEEM
?g 3 47% geopereerden hervallen, waarvan 21% lokaal herval
s N
e 3) TOXICITEIT?
2w cave: 3 toxic deathgAMI, 2x pneumonie)
£ 3  Secondary endpoint:
g 20  3-year PFS = 53.3%
§ 10 (95% Cl: 40.0-65.0%)

0

0 1 2 3 4 5 6 7 8

Natrisk 60 40 33 3;"""3 2(Syearsl)9 9 -4 0

POST ASCO 2023 o8



LOPENDE STUDIES

INCREASE! DEEP OCEAN (JCOG 1807C)>?
* T3-4 NO-1 e T3-4 NO-1 (+ solitaire supraclav N3)

CRT + concurrent 1x nivo/ipi bij start RT e CRT + preop 2x durvalumab
+ 1x nivo 3 weken later + adjuvant 1 jaar durvalumab

RT-dosis: 50 Gy / 25 fracties e RT-dosis: 44 Gy / 22 fracties
+ boost op tumor 22 Gy / 11 fracties

Primair eindpunt:
(1) safety * Primair eindpunt:
(2) pathologische respons (pCR) (1) 3Y OS

1 Dickhoff C. BMC Cancer 2020 POST ASCO 2023

2 Aokage K. Jpn J Clin Oncol 2022
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Kleincellig longcarcinoom
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HUIDIGE STATUS

e ‘Limited’ SCLC:
- Concurrente chemoradiotherapie
* 45 Gy BID = standard ofcare
* 66 Gy OD = alternatief, geen aangetoonde superioriteit

- 5-jaarsoverleving +/- 25-36%

e ‘Extensive’ SCLC:

- Palliatieve immunochemotherapie
* carbo/eto + atezolizumab (IMpower133)
* carbo/eto + durvalumab (CASPIAN)

- Palliatieve chemotherapie (2L)
* topotecan
* temozolomide (MGMT+)

POST ASCO 2023
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INLEIDING

Scandinavische fase 2 ASCO 2020

PE PE PE PE PE: Cisplatin 100 mg/mz2 |V or carboplatin AUC 5-6 |V day 1
¥ ¥ 3 | plus etoposide 100 mg/m? |V day 1-3
g1 2|3 |4 | 856 |7 (8|9 |01 |32(13|714|15| 16 Weeks
Thoracic radiotherapy Prophylactic cranial irradiation**
45 Gy in
)  fractions or
o 't 30Gyin15 /
i > . fractions 3
L| 60 Gy in T
= 40 fractions*
Twice daily, Once dalily,
10 fractions per week 5 fractions per week
*If 60 Gy was not applicable, a dose of 254 Gy was allowed **Offered to patients who responded to chemoradiotherapy

POST ASCO 2023

Gronberg BH. Lancet Oncol 2021



1.0

0.8

0.6

0.4

0.2

0.0

RESULTATEN

1-year survival

% 95% CI p
- 60 Gy 92.9% 85.1-97.3
- 45 Gy 85.5% 756-925 0.20
2-year survival
% 95% ClI p
- 60 Gy 70.2% 59.3-79.7
- 45 Gy 46.1% 34.5-57.9 0.002

0

12

i4 months

1) RADIOTHERAPIE IN 97% VOLTOOID = FEASIBLE

2) OS-VOORDEEL OP 2 JAAR

3) GEEN TOENAME TOXICITEIT???

POST ASCO 2023
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Abstract 8512

Final survival data from a randomized phase Il trial comparing high-dose with
standard-dose twice-daily (BID) thoracic radiotherapy (TRT) in limited stage
small-cell lung cancer (LS SCLC).

Bjorn H. Henning Gronberg, Kristin Toftaker Killingberg, @ystein Flgtten, Maria Moksnes Bjaanaes, Tesfaye Madebo, Tine
Schytte, Seppo Wang Langer, Signe Leonora Risumlund, Nina Helbekkmo, Kirill Neumann, Odd Terje Brustugun, @yvind Yksngy,
Georgios Tsakonas, Jens Engleson, Sverre Fluge, Thor Naustdal, Liv Ellen Giske, Jan Nyman, Tarje Onsgien Halvorsen.
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OS UPDATE

Median OS 95% ClI
60 Gy 43.6 months 30.8 - 56.4

45 Gy 22.6 months 17.2 - 28.0
HR 0.69 (95 % Cl 0.48 - 0.98), p=0.041

— e 40.4%

s— 28.4%

SIGNIFICANT OVERLEVINGSVOORDEEL

60 Months
36 (0)
23 (0)

POST ASCO 2023



IN PERSPECTIEF

N DOSIS DOSIS SCHEMA DUUR mOS 2) OS 5J OS
(totaal) (per fractie) (totaal)
INT 00961 206 |45 Gy 1.5 Gy 15x BID (30) 3 weken 23 m 47% 26%
CONVERT? 274 | 45 Gy 1.5 Gy 15x BID (30) 3 weken 30 m 56% 34%
273 | 66 Gy 2 Gy 33x OD 6.5 weken 25 m 51% 31%
CALGB 30610 | 313 |45 Gy 1.5 Gy 15x BID (30) 3 weken 28.5m 29.0%
/ RTOG 05383 | 325 | 70 Gy 2 Gy 35x OD 7 weken 30.1m 32.0%
GRONBERG 81 45 Gy 1.5 Gy 15x BID (30) 3 weken 22.6m |48.1% |28.4%
89 |60 Gy 1.5 Gy 20 x BID (40) 4 weken 43.6m |74.2% |40.4%

1 Turrisi AT. New Engl J Med 1999
2 Faivre-Finn C. Lancet Oncol 2017
3 Bogart J. J Clin Oncol 2023

POST ASCO 2023
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LOPENDE STUDIES (FASE 3)

I/O CONSOLIDATIE I/O CONCURRENT
ADRIATIC KEYLYNK-013

Cycle 1 Q3W Cycles 2-4 Q3W Cycle 5-13 Q6W

I y ik 1 [ |

Platinum doublet® Pembrolizumab
) b Key Eligibility Criteria Platinum doublet* + 400 mg QW
Durvaluma S + Pembrolizumab =9 cycles
* '2_18qu” Pembrolizumab 200 mg Q3W +
Placebo *Newly diagnosed 200 mg Q3W . Placebo BID*
o _an ans untreated limited-stage Radiotherapy' for 12 months
Key eligibility scLe
criteria: *ECOG
1 status O or 1
* Histologically Durvalumab Pembrolizumab
+Adequate pulmonary Platinum doublet*
confirmed SCLC 4 cycles chamo + it i : 400 mg QBW
thorsdic RT ¢ S function testing atinum doublet S e
e Untreated LS xo N =672 GroupB + Pembrolizumab = C:C os
disease Tremelimumab v i "’;"g(’)b:"g’;‘fjb 20200 LRNY Olaparib
s Stratification Factors 9 300 mg BID
{1-111B) ‘ 2 Radiotherapy® 3
for 12 months
« ECOGPS£1 . . *ECOG performance
[ - status (Ovs 1)
*SCLC stage (1l vs Ill) : :
Y G Platinum doublet*
mm Platinum doublet®
(daily vs twice-daily) Plz aline)
*Region (East Asia vs ac saline)
North America/Western v Placebo BID
Europe/UK/Australia vs Radiotherapy for 12 months
rest of the world)

POST ASCO 2023 7



Abstract 8519

Associations between patient-reported nutritional status, survival, and toxicity
among patients with limited stage small-cell lung cancer (LS SCLC) in a
randomized trial of high-dose, twice-daily (BID) thoracic radiotherapy (TRT).

Evgenia Taranova, Bjorn H. Henning Gronberg, Tarje Onsgien Halvorsen, Kristin Toftaker Killingberg, Marit Slaaen, Marianne
Aanerud.
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VOORBEELD PG-SGA

Scored Patient-Generated Subjective Global Patient Identification Information
ﬁ Assessment (PG-SGA)

History: Boxes 1 - 4 are designed to be completed by the patient.
[Boxes 1-4 are referred to as the PG-SGA Short Form (SF))

1. Weight (See Worksheer 1) 1, Food intake: As compared to my normal intake, | would rate my
food intake during the past month as
In summary of my current and recent weight: O unchanged i

) [] more than usual
I currently weigh about kg

1 am about cm tall O less than usual )

I am now taking
One month ago [ weighed about kg [ nermal food but less than normal amount (1
Six months ago | weighed about kg

[ little solid food ;2

0O only liguids oy

O only nutritional supplements ()
O very little of anything (4

During the past two weeks my weight has:
Odecreased 1, [Onot changed oy  [Jincreased o

Box 1 D O enly tube feedings or only nutrition by vein o Box 2 I:l
3. Symptoms: [ have had the following problems that have kept me 4. Activities and Function:
from eating enough during the past two weeks (check all that apply) Owver the past month, [ would generally rate my activity as:

C) oo probiems cating O normal with no limitations )
O no appetite, just did not feel like cating 5y [ vomiting (3, [ ‘ot a1y nocuial self, but sble 6o be np and dhout with Sy
O nausea O diarrhea g3 normal activitics
O constipation O dry mouth O not feeling up to most things, but in bed or chair less than
O mouth sores ¢, O smelis bother me i half the day
O things taste funny or have no taste gy, O feel full quickly O able to do little activity and spend most of the day in bed or
O problems swallowing (2 O fatigue oy chair )
[0 pain; where? 3 O preity much bed ridden, rarcly out of bed )

other ||p*'.

**Examples: depression, money, or dental problems Box 3 D Box 4 D

The remainder of this form is fo be completed by your doctor, nurse, dietitian, or therapist. Thank you.

Additive Score of Boxes 1-4 I:IA
CFD Ottery 20085, 2006, 2015, 2020 +4.3.20

emall: faithotterymdphd @ gmailcom or pfoEpt-globalorg

beschikbaar via https://pt-global.org/pt-global/ POST ASCO 2023



[
oo

R . I T N N e N W e % LN L% R
O = RW R T 0D = bW

i i i i

O = RW R O~ WD

[ ]
-

RESULTATEN PG-SGA

Malnutrition risk
. Low malnufrition risk
. Intermediate malnutrition risk

. High malnutrition risk

N =113 (van 176)

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

POST ASCO 2023
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Low Intermediate High
(n=59) (n=33) (n=21)

Malnutrition risk

Median

Age (range)

65.0[48.0, 79.0] 68.0[52.0, 80.0] 63.0[48.0, 78.0]

Sex Female 30 50.8% 19 S57.6% 12 97.1%

Disease stage (TNMv.7) -1l ) 15.3% 5 15.2%

1 50 84.7% 28 84 .8% 21 100%
ECOG Performance status 0 31 52.5% 12 36.4% 5 23.8%

1 24 40.7% 17 91.5% 11 92.4%
2 . 6.8% 4 12.1% S 23.8%

Smoking history Current 38 64.4% 22 66.7% 17 81.0%
Former 19 32.2% 10 30.3% 4 19.0%
Treatment group 45 Gy 29 49 2% 16 48.5% 8 38.1%

60 Gy 30 50.8% 17 51.5% 13 61.9%
Chemotherapy courses Mean no. 3.85 (0.551) 3.88 (0.415) 3.90 (0.436)

Weight loss 2 5% 10.2% 21.2% 57.1%

POST ASCO 2023




MALNUTRITIE EN TOXICITEIT

Malnutrition risk

Intermediate

Grade 3-4 Toxicity (n=33)

Any grade 3-4 toxicity

Any grade 3-4 hematological toxicity
Anemia

Neutropenia

Thrombocytopenia

Neutropenic infection

Oseophagitis

Pneumonitis

Thromboembolism

Infection

Treatmentrelated deaths

Graded according to the CTCAE v.4.0

GEEN VERBAND TUSSEN MALNUTRITIE EN TOXICITEIT AANTOONBAAR

POST ASCO 2023



MALNUTRITIE EN PFS/OS

Progression-free survival (%)

100%1
’ 100% 1
=+ Low risk
PFS -~ Intermediate risk OS ~~ Low risk
=+ High risk =+~ Intermediate risk
=+ High risk
75% o
p=023 75%
= p=0.15
X
©
2
2 I
50% 5 50%
s
> —
>
®]
25% 25%
0%
0% . . . . . v 0 12 24 36 48 60 72
0 12 24 - ) 36 48 60 72 Time since baseline (months)
ime;since baseling (months) Number at risk (number censored)
Number at risk (number censored) Low risk 59 (0) 53(0) 40(0) 22(9) 15 (14) 6 (22) 0(28)
Low risk 59 (1) 34 (1) 21(4) 15(8) 9(13) 2(18) 0 (20) Intermediate risk 33 (0) 29(0) 17(0) 10(2) 4(5) 2(7) 0(9)
Intermediate risk 33 (0) 15(0) 11 (0) 7(2) 3(5) 0(8) 0(8) High risk 21 (0) 17(0) 14 (0) 10(2) 4(7) 0(11) 0(11)

K 21(0) 13(0) 12 (0) 8(3) 2(9) 0(11) 0(11)

GEEN VERBAND TUSSEN MALNUTRITIE EN UITKOMST AANTOONBAAR

POST ASCO 2023 8



HUIDIGE STATUS

e ‘Limited’ SCLC:
- Concurrente chemoradiotherapie
* 45 Gy BID = standard ofcare
* 66 Gy OD = alternatief, geen aangetoonde superioriteit

- 5-jaarsoverleving +/- 25-36%

e ‘Extensive’ SCLC:

- Palliatieve immunochemotherapie
* carbo/eto + atezolizumab (IMpower133)
* carbo/eto + durvalumab (CASPIAN)

- Palliatieve chemotherapie (2L)
* topotecan
* temozolomide (MGMT+)

* LAGOON topotecan | lurbinectedin | lurbinectedin + irinotecan

POST ASCO 2023



Pleuraal mesothelioom
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HUIDIGE STATUS PLEURAAL MESOTHELIOOM

 1L: nivolumab + ipilimumab o.b.v. fase 3 CM 7431:
- mediane OS 18.1 m vs 14.1 m (HR 0.74, p=0.002)
-3y 0S 23.2% vs 15.4%
-3y 0S 24% (E) en 22% (non-E)
- langere symptoomcontrole? (PRO)?
- langer bewaarde levenskwaliteit? (PRO)?

» 2L: carboplatinum + pemetrexed?

* Quid combineren immunotherapie en chemotherapie?
- PrEO505 fase 2: mOS 20.4 m*
- DREAM fase 2: mOS 18.4 m?
-IND.227 fase 2: mOS 19.8 m°®

1 Peters S. Ann Oncol 2022

2 Scherpereel A. Lung Cancer 2022
3 Vogelzang NJ. J Clin Oncol 2003
4 Forde PM. ASCO 2020

5 Nowak AK. Lancet Oncol 2020 POST ASCO 2023

6 Piccirillo MC. J Thorac Oncol 2023
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Abstract LBA8505

IND227 phase Il (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.

Quincy S. Chu, Maria Carmela Piccirillo, Laurent Greillier, Federica Grosso, Giuseppe Lo Russo, Marie Florescu, Manlio
Mencoboni, Penelope Ann Bradbury, Alessandro Morabito, Fabiana Letizia Cecere, Sara Delfanti, Arnaud Scherpereel, Myriam
Locatelli-Sanchez, Gerard Zalcman, David E Dawe, Joana Sederias, Scott A. Laurie, Christopher W. Lee, Wei Tu, Lesley Seymour.

POST ASCO 2023



7 Pts not treated (UNK)

TRAEs = discontinuation
42 pts

STUDIEDESIGN

Epithelioid 176
Non-epithelioid 46

6x chemo / pembro

+ pembro 2 jaar

TRAE- treatment-related adverse event

ITT- intention to treat
Qol- Quality of Life

UNK - withdrew consent or lost to follow up

6X C h e m O N::::T::::;::Z:“ 440 pts
218 pts randomized (1:1)
allocated to CP stratified by
|~ histology
v
211 treated 23-26% vrouwen
| mediaan 71 jaar
* 46-48% ECOG 0
% 10-14% heelkunde
No pts on . .
treatment at the 77-78% epitheloid
time of data cut- 59-61% PD-L1 >21%
off
4
211 pts included 218 ptsin the ITT Deceased- 175 pts
in the exposure (efficacy and QolL) | * Alive- 33 pts
and safety population UNK =10
analyses
FASE 3
N =440

222 pts
allocated to CPP

222 treated

TRAEs = discontinuation-
82 pts (36 pembro +/- CP-related)

No pts on
treatment at the
time of data cut-

off

222 pts included in

the ITT (efficacyand ]

Qol) and exposure
and safety analyses

Deceased- 167 pts
Alive- 54 pts
UNK=1

PRIMAIR EINDPUNT = OS

POST ASCO 2023
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Survival probability

PRIMAIR EINDPUNT

1.00- Chemotherapy = Chemotherapy plus
arm Pembrolizumab arm
Median OS (95% Cl), months 16.13 (13.08, 18.17) 17.28 (14.36, 21.29)
Hazard ratio 0.79 (0.64, 0.98)
Stratified log-rank p value 0.0324
0.751 ——  Chemotherapy arm
——  Chemotherapy plus Pembrolizumab arm
0.501
ORR 62% vs 38%
2 year OS 39%
2 year OS 33% , 3 year OS 25%
0.25- )
| 3year0S17% | —
0.001 ' '
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time (months)
No. at risk

ArmCP 218 190 160 128 105 78 68 46 29 16 13 7 2 1 0 0
Arm CPP 222 207 177 143 119 103 86 62 39 25 17 10 6 5 4 1

POST ASCO 2023



TOXICITEIT

Adverse Event
Grade 3 Grade 4°
Any 141 (67%) 31 (15%) 1(<1%) 138 (65%) 50 (23%) 10 (5%)
Nausea 93 (44%) 2 (1%) 0 99 (45%) 10 (5%) 0
Fatigue 100 (47%) 12 (6%) 0 97 (44%) 15 (7%) 0
Diarrhea 18 (9%) 3(1%) 0 | 48(22%) | 3 (1%) 0
Mucositis oral 32 (15%) 2 (1%) 0 42 (19%) 0 0
Vomiting 29 (14%) 2 (1%) 0 40 (18%) 3 (1%) 0
Anorexia 36 (17%) 2 (1%) 0 38 (17%) 0 0
Constipation 27 (13%) 0 0 36 (16%) 0 0
Pruritus 7 (3%) 0 0 33 (15%) 0 0
Rash maculo-papular 14 (7%) 1 (<1%) 0 28 (13%) 2 (1%) 0
Dysgeusia 27 (13%) 0 0 26 (12% 0 0
Watering eyes 14 (7%) 0 0 26 (12%) 0 0
Peripheral sensory neuropathy 17 (8%) 0 0 24 (11%) 0 0
Anemia 0 0 0 0 4 (2%) 1 (<1%)
Febrile neutropenia 0 2 (1%) 0 0 8 (4%) 3 (1%)

POST ASCO 2023
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Survival probability

OVERALL SURVIVAL PER SUBGROEP

1.001 Exploratory analyses: epithelioid (n = 345) 1.001 Exploratory analyses: non-epithelioid (n = 95)
Chemotherapy Chemotherapy plus
Chemotherapy Chemotherapy plus arm Pembrolizumab arm
arm Pembrolizumab arm
2 Median OS (95% CI), months 8.21 (5.85, 10.8) 12.3 (8.67, 21.2)
Median OS (95% Cl), months 18.2 (16.0, 20.4) 19.8 (16.0, 22.2) .
0.751 : 0.751 Hazard ratio 0.57 (0.36, 0.89)
Hazard ratio 0.89 (0.7, 1.13) Chemotherapy arm
= gggmgmgﬁg gffg Pembrolizumab arm =2 —— Chemotherapy plus Pembrolizumab arm
=
©
Qo
2
0.50+ a. 0.50;
2 year OS 40% S
c 2 year OS 35%
2 year OS 37% | a
: 3 year OS 26% '
0 25. 1 0 25_ 1 3yeal' Os 230/0
b | . 1
| 1 )
E 3 year OS 20% ' 2 year OS 19% ! :
s s z = —
| : i 3year 0S 7% |
0.00+ ' ! 0.001 J !
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time (months) Time (months)
No. at risk No. at risk
Arm CP 169 154 136 113 94 60 50 42 26 15 13 7 2 1 0 1] Arm CP 49 36 24 15 1" 9 9 4 3 1 0 0 0 0 0 0
Arm CPP 178 164 145 19 101 86 70 52 31 19 12 7 4 3 2 0 Arem CPP 46 43 K4 24 18 17 16 10 8 6 5 3 2 2 2 1

POST ASCO 2023 =



IND.227

2 year OS 33%

2 year OS 39%

3year 0S 17%

Chemotherapy
arm
Median OS (95% Cl), months 16.13 (13.08, 18.17)

Hazard ratio 0.79 (0.64, 0.98)
Stratified log-rank p value 0.0324

Chemotherapy arm
Chemotherapy plus Pembrolizumab arm

3 year OS 25%

IN PERSPECTIEF

1.001
0.751
2
<)
©
Qo
o
S 0.501
©
2
&
]
w
0.25-
0.00
0 4
No. at risk
ArmCP 218 190
Arm CPP 222 207

1 Peters S. Ann Oncol 2022

160
177

12

128
143

16 20 24 28 32 36

Time (months)

105 78 68 46
119 103 86 62

2Y OS 39%
3Y OS 25%

29
39

16
25

13
17

40 44 48 52 56 60

10

0 3 6 8 12 15 18 21 24 27
Months

CONCLUSIE: OS op 2 jaar is vergelijkbaar

POST ASCO 2023

2Y OS 41%
3Y OS 23%

92

CMm 7431
Nivolumab +
Chemotherapy plus 100 = ipllimumab Chemotherapy
Pembrolizumab arm (n=2303) (n=2302)
17.28 (14.36, 21.29) Median OS, months 181 141
a0 (95% CI) (16.8-21.0)  (12.4-16.3)
HR 0.73
(95% CI) (0.61-0.87)
60 -
) 1
o 1
@ :
o 1
40 1
1
1
1
1
|
27% !
20 : ! —
: Chemotherapy | ]
| ! |
1 1 :
0 T T T i T T T 1 T T I T T T T T 1
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IN PERSPECTIEF

IND.227

CPP (n = 222
Grade 1-2

Adverse Event

Nivolumab plus ipilimumab group (n=300)

CM 743

Grade 1-2 Grade 3 Grade 4
Any 138 (65%) 50 (23%) 10 (5%)
Nausea 99 (45%) 10 (5%) 0 = =L e 12 (4%)
Fatigue 97 (44%) 15 (7%) 0 piarthoea 52 (17%) 10G%) 0
Diarrhea 48 (22%) 3 (1%) 0 Pruritus 46 (15%) 3(1%) :
Mucositis oral 42 (19%) 0 0 Rash 40 (13%) 3 (1%) 0
Vomiting 40 (18%) 3 (1%) 0 Fatigue 38 (13%) 30%) 0
Anorexia 38 (17%) 0 0 Hypothyroidism 32 (11%) 0 0
Constipation 36 (16%) 0 0 Nausea 29 (10%) 1(<1%) 0
Pruritus 33 (15%) 0 0 Anaemia 5(2%) 1(<1%) 0
Rash maculo-papular 28 (13%) 2 (1%) 0 Decreased appetite 27 (9%) 2 (1%) 0
Dysgeusia 26 (12%) 0 0 Constipation 12 (4%) 0 0
Watering eyes 26 (12%) 0 0 Vomiting 8 (3%) 0 0
Peripheral sensory neuropathy 24 (11%) 0 0 Asthenia 25 (8%) 0 0
Anemia 0 4 (2%) 1 (<1%) Increased lipase 7 (2%) 11 (4%) 2(1%)
Febrile neutropenia 0 8 (4%) 3 (1%) Colitis 3 (1%) 7 (2%) 0
Increased amylase 10 (3%) 6 (2%) 1 (<1%)
... .. . Thrombocytopenia 0 2 (1%) 0
CONCLUSIE: toxiciteit is gelijkaardig Neutropenia o AT 1 (c1%)
93
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IN PERSPECTIEF

Study Median OS Study Median OS
Mos. (95% ClI) Mos. (95% CI)

IND227: IND227:

-Epithelioid cis/pem 169 18.2 (16-20.4) -PD-L1- cis/pem 63  18.5(13.2-23.7)
-Epithelioid cis/pem/pembro 176 19.8 (16-22.2) -PD-L1- cis/[pem/pembro 70  22.4 (14.4-28)
Checkmate743: Checkmate743:

-Epithelioid cis/pem 227 16.5 (14.9-20.5) | | -PD-L1- cis/pem 78  16.5(13.4-20.5)
-Epithelioid ipi/nivo 229 18.7 (16.9-22) -PD-L1- ipi/nivo 57 17.3(10.1-24.3)
IND227: IND227:

-Non-E cis/pem 49 8.2 (5.9-10.8) -PD-L1+ cis/pem 132 15 (12-17)
|-Non-E cis/pem/pembro 46 12.3 (8.7-21.2) -PD-L1+ cis/[pem/pembro 131 16.2 (12.7-20.3)
Checkmate743: Checkmate743:

-Non-E cis/pem 75 8.8 (7.4-10.2) -PD-L1+ cis/pem 219 13.3 (11.6-15.4)
|-Non-E ipi/nivo 74 18.1 (12.2-22.8) | | -PD-L1+ ipi/nivo 232 18 (16.8-21.5)

CONCLUSIE: nivolumab/ipilimumab beste optie voor sarcomatoid?
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LOPENDE STUDIES

Fase 3 13-18 BEAT-meso Fase 3 DREAM3R

( [T Ihmllau lignant pleural h z
C"mm“'w .‘ — 6 mhs): . niesa & ivalignant pledal pr—
Carbaplatin AUC 5 + P d 500mg/m? QW KEY ELEGIBILITY o ey | Aoty
. MPM all Subtypes *  Measurabk: disease par mRECIST 1.1 far
e ——
= . PS0-1 + Mo prof radklherapy b measaralibs dise sse o SR
[ Bevacizumab: 15myky QIW ] v kbt \ - EcoGo1 Y, @_ g
. ot suitable for
E
Advanced Malignant surgery 2
Pleural . Untreated - = =
Mesothelioma +  Atezo eligible e T ey
Chemotherapy (4 — 6 cycles): ' Bev eligible; :f:r:mef:m::;’u pan-spithelioid) — 1
Carboplatin AUC 5 + Pemetrexad S00mg/m= Q3W anticoagulants OK Platinum Drug (sisplafin vs sarbaplalin)
& Tissue available for Regicn (RuslraliaMew Zeskand mU&Avenmeljj

trans research
| Bevacizumab: 15mghkg CIW |
ees * INVESTIGATOR'S CHOICE: Cisplatin or Carboplatin
— Primary andpoint: 05
Secondary endpoints: PFS, OTRR, AEs. HRQoL, healihcare rescurces.
o

Tettiary - Possile p jicipredictive rhoeers in fissue and serial blood samples: PO-L1, HLA sublypes, lumour mutation burden, ganamis characteristios:
validation of radiolegical measures of respones and radiomic Bomarkens

2024? 2025?
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Abstract 8507

Association of somatic mutations and histologic subtype/grade on prognosis and
PD-L1 expression in mesothelioma.

Allen Zhu, Aliya N. Husain, Andrew Hermina, Owen Mitchell, Jeffrey S. Mueller, Michael William Drazer, Hedy L. Kindler, Jung
Woo Kwon.
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NUCLEAIRE GRADERING
EPITHELIOIDE HISTOLOGIE

Characteristic Description Score
Mild 1
(uniform nuclear size and shape)
Moderate e
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VERBAND GRADERING EN OVERLEVING
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PD-L1-EXPRESSIE PER HISTOLOGIE
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VERBAND PD-L1 EN OVERLEVING
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MULTIVARIATE ANALYSE

_______ Variable ______Hazard Ratio Lower Cl | Upper C|

Histologic Subtype - Epithelioid 1.79 1.01 3.17 0.044
BAP1 Mutation 1.22 0.78 1.92 0.37
CDKNZ2A Mutation 0.86 0.44 1.69 0.67
Site of Disease 0.81 0.47 1.39 0.44
TERT Mutation 0.59 0.27 1.29 0.19
TP53 Mutation 0.53 0.31 0.90 0.018
Gender — Male 0.34 0.19 0.60 0.00017
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