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#8502: First-in-human dose-escalation trial of Bl 764532, a delta-like ligand 3 (DLL3)/CD3 IgG-like T-cell engager
in patients (pts) with DLL3-positive (DLL3+) small-cell lung cancer (SCLC) and neuroendocrine carcinoma (NEC)

Bl 764532: a novel DLL3-targeting T cell engager

Regimen B1 Regimen B2

ant..CD3 anti.DLL3 Inactive Tcell Activated T cell

< > @ ‘
Human lgG-like Cytoytic
structurs synapse
. . ° L

Y e Switch to B1 based on Switch to step-in dosing (B2)
BI 764532 4 e . et Kaead an raniran A and'nd A
\ regimen A data based on regimen A and B1 data

DLL3 |
DLL3:

Noteh ligand selectively expressed on
the cell surface of SCLC, and epNECs Cancer cell Cancer cell lysis

Primary endpoints Secondary endpoints

*+ MTD + Objective response (RECIST 1.1)
* Bl 764532 redirects the patient’s own T cells to lyse DLL3-expressing cancer cells + DLTs in the MTD evaluation period + PK parameters

| : ‘ : | Most common treatment-related AEs (>10% patients)
‘Advanced SCLC. Median age, years (range) 60.0 (32-79)
LCNEC, or epNEC Male, n (%) 61 (57)
- — Prior lines of therapy, n (%) Number of pts with 21 TRAE 92 (86) 63 (59) 29 (27)
Dl._L3 posm\{e (archived l|§sue or 1=2 72 (87) CRS 63 (59) 61 (57) 2(2)
In'smd)::::g;sly)rs\;:wdm to >3 33 (31) Lymphocyte count decreased 21 (20) 4 (4) 17 (16)
ECOG PS 0/1, n (%) 28 (26)/78 (73) Dysgeusia 21 (20) 21 (20) 0
Failed/ineligible for available Prior PD-1/PD-L1, n (%) 52 (49) Asthenia 20 (19) 19 (18) 1(<1)
standard therapies (21 line of
platinum-based chemotherapy)

Brain/liver metastases, n (%) 41 (38)/60 (56) yaede (i) L), 2
AST increased 15 (14) 13 (12) 2(2)

Adequate liver, bone marrow n=41\ €PNEC Fatigue 15 (14) 14 (13) 1(<1)
and renal functon ScLC 389, J (extrapulmonary LCNEC Nausea 13 (12) 13 (12) 0
ECOG PS 0/1 b - CRS managed with supportive care, corticosteroids, and/or anti-IL-6R antibodies

“Ventana DLL3 (SP347) assay al the *Data snapshot +Safety population- « Patients with AEs/TRAEs leading to discontinuation: 13%/4%

*Safety population
Roche CDx CAP/CLIA laboratory 26 March 2023 21 dose of Bl 764532 21 dose of Bl 764532
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Efficacy by tumor type (doses 2 90 ug/kg)

Best change from baseline in SOD (%)

¢ Ongoing

10 (26) 5 (19‘) 3 (60)

10(26) 7(26) 2 (40)
12(31) 13(48) 0

DCR 20(51) 12(44) 5(100)
7(18) 2(7) O

Efficacy i.e. tumor
shrinkage was
observed across
all enrolled

tumor types

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

Response duration (all indications)

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

131

Responses are ongoing
in 14/18 responders

Median duration of
response has not been
reached

Responses appear to be
durable

Tumor response and status
-~+Response ongoing
* Partial response
+ Stable disease
Disease progression

5 8 7 8 9 10 11 12 13 14 15
Treatment duration (months)

- Promising efficacy (doses 290 pg/kg: ORR 25% (SCLC 26%, epNEC 19%, LCNEC 60%

- Responses appear to be durable

- CRS 59% patients, mostly Grade 1-2 and manageable

#8502: First-in-human dose-escalation trial of Bl 764532, a delta-like ligand 3 (DLL3)/CD3 IgG-like T-cell engager in patients (pts) with DLL3-positive (DLL3+) small-cell lung cancer (SCLC) and neuroendocrine carcinoma (NEC)



#8503: Exploratory biomarker analysis of the phase 3 KEYNOTE-604 study of

pembrolizumab plus etoposide for extensive-stage SCLC

453 patients randomly allocated
in KEYNOTE-604

Pembrolizumab + EP

Placebo + EP

Biomarker

Pembrolizumab + EP Placebo + EP n 0S PFS n (0133 PFS
* 228 allocated 225 allocated P-value P-value P-value? P-value?
* 223 treated® + 223 treated®
TMB (log4 167 0.450 0.362 151 0.005 0.141
transformed)P
Teell,;GEP® 159 0.003 0.002 157 2.19 x 104 0.001

Biomarker Evaluable Population
+167 (74.9%) TMB
+159 (71.3%) Tcell;,;GEP

0OS in TMB <175 Mut/exome

Biomarker Evaluable Population
=151 (67.7%) TMB
=157 (70.4%) Tcell,,;GEP

OS in TMB 2175 Mut/exome

OS in GEP <15t Tertile

Associationof PFS with TMB

0S in GEP 215 Tertile

160 1007 = Pembro + EP o N o 1005 S0 Association of PFS with Tcell, GEP
90— 80 m—Placebo + EP embro Placebo == Pembrc + EP e
EP EP 90 90+ = Placebo + EP embro acebo
80— 80— % EP EP
TME <175 Mut/exome 80 A
707 70 ; GEP <1* Tertile
Medlan(93% C) Medlan (5% €1) Median PFS 49 a1 70 Median (95% CI} 70 Median (95% CI)
60— 10.2 (8.5-14.4) mo 60— 123 (£.3-16.6) mo edian - - o
= 77 (6.6-0. 50T 20 (95%Cl),mo  (43-55) (39-42) 60- 85(8.1-125)mo  go 13.1 (8.7-17.5) mo Median PFS a4 42
g so- WL ERANTe o L b ’ s : ® 5 79E508mo 106(82-129)mo  (95%Cl),mo  (42-52)  (4.0-42)
o RN A [ e L L o OO, 5 L e
a 40 (95% CI) 503 ) 8 o 404 HR (95% CI) 0.58 (0.38-0.88)
> 1
] . S0 TMEB 2175 Mut/exome ol \\‘_‘ 204 GEP 21 tertile
20- 20- Median PFS 44 45 -
104 104 (95%Cl),mo  (12-55)  (12-5.1) a0 \ 207 :‘g;f,'“glr ks ” el Sl by 1)
5 C10.43-0. HR 1.02 (95% C1 0.72-1.45 10- 10 o Cl), -5,
oR0:S0 '?5"*' clo ‘:’*“' 85) . . N oA —) . . HR(95% Cl) D.79 (0.57-1.10) HR 0.74 (95% C1 0.49-1.11) | [HR 0.77 (5% C1 0.56-1.06) , ‘
0 6 12 18 24 30 0 6 12 18 24 30 0 T Y T T 1 0 T T T T v HR(95% CI) 0.62 (0.46-0.83)
0 8 12 18 24 0 o 6 12 12 24 30
No: 8t sk Time, mo Time, mo o B I— Time, mo
;14 69 38 27 3 0 B0 54 10 ral ¥ 4 0 ) ) . X )
49 a9 19 [ 0 0 110 84 58 35 10 i)
73 49 19 B 1 0 78 63 40 21 4 0 - 4 A % 5 : 10 78 P » 2 2
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PFS in mMDSC <Median?@ PFS in mMDSC 2Median?

=== Pembro + EP

1004 100 w= Placebo + EP
90 4l Association of OS withmMDSC
80- | HR (95% CI): 0.45 (0.31-0.64) | 80 | HR (95% CI): 0.76 (0.55-1.06) | Pe"é‘;m N "““"E‘":° *
704 701 mMDSC <Median
& Median (95% CI) 607 Median (95% CI)  median OS 155 106
@ 50 LTS 2 )1 T S TN (SRS Cnn——————— 4.3 (4.2-5.1) mo 5 2
& ol 42(42-49)mo | 42(41-44)mo (2% Clhmo  (112-194)  (8.2-12.9)
40 HR (95% Cl) 0.64 (0.44-0.93)
30+ .
= mMDSC 2Median
204 20—
1o ] Median OS 8.3 8.0
104 (95% Cl),mo  (6.9-11.1)  (7.3-10.4)
0 0
0 H 12 18 24 30 0 o 12 18 24 350 HR(95% Cl) 0.83 (0.59-1.17)
No. at risk Thmeymo Time, mo
81 34 17 6 1 0 78 23 10 6 0 0
77 19 2 0 0 0 80 18 5 1 0 0
PFS in gMDSC <Median? PFS in gMDSC 2Median?
= Pembro + EP
1004 100 mmm Placebo + EP
90 90- Association of OS withgMDSC
80~ HR (95% Cl): 0.41 (0.29-0.59) 80- | HR (95% C1): 0.82 (0.59-1.14) | Pe"ll:‘:“ P""‘g’;” %
I8 s gMDSC <Median
= 601 Median (95% C1) 60 Median (95% Cl)  median OS 163 9.0
0F Safcscnicedodinniieresinanininaassarsine 5.6 (5.2-7.2) mo B JsiwvemvoRsosivnsinensaneanp ianamaenn 4.4 (4.2-4.8) mo 5 . _
& . 42(a2-44)mo | 4.4 (4.1-5.3) mo e e ML
HR (95% CI) 0.59 (0.41-0.86)
sl d gMDSC 2Median
20 204
Median OS 83 98
10 10 (95% Cl),mo  (6.5-11.6)  (7.3-11.6)
0 - 0
0 6 12 18 24 30 0 6 12 18 24 30 HR(95%CI) 0.87 (0.62-1.23)
Time, mo Time, mo
No. at risk
78 33 18 6 1 0 81 24 9 6 0 0
80 17 2 0 0 0 77 20 5 1 0 0

- TMB sin correlacion positiva (baja TMB mayor beneficio con pembro)
- Tcell;ntGEP asociacion positiva con OS y PFS en ambos grupos; bajo mMDSC y gMDSC
potencial asociacion con PFS con pembro
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#8504: SWOG S1929: Phase Il randomized study of maintenance atezolizumab (A) versus atezolizumab
+ talazoparib (AT) in patients with SLFN11 positive extensive stage small cell lung cancer (ES-SCLC)

P
R
SLFN11 positive Arm A o 309 patients were regislered for SLFN11 test
Cyolo 1 Cyole 2 P Cycle 4 and Atezolizumab g 259 Evaluable SLEN11 resuls
PE PE PE PE # Non progressive E 55 n‘éZi'ﬁ"v’ee ((21":':)
+ Atezo* Atezo Atezo Atezo disease Arm B S
Atezolizu m§b+ S 106 patients were randomized
Step 1 Registration Step 2 Talazoparib (|)
SLFN11 IHC on archival specimen Randomization N
I 52 randomized to Atezolizumab (A) ] I 54 randomized to Atezolizumab + Talazoparib (AT) v
Hypothesis: The addition of talazoparib to maintenance Primary Endpoint: PFS ‘ ‘
atezolizumab will improve PFS in SLFN11+ SCLC. Secondary endpoints: OS, ORR, AE.
TM Objective: To bank specimens for future _52\were included in the analysis | | 34 were included In the analysis

correlative studies.

*Atezolizumab was optional if the patient is hospitalized for cycile 1
A maximum of 9 weeks after the end of cycle 4 was allowed prior to randomization Atezolizumab
Atezolizumab Talazoparib Total
(N =52) (N= 54) (N = 106)
66.9

o e Age: Median . 66.7 66.8
Pes 122m0 (Range) (44.6, 84.0) (46.1, 82.9) (44.6, 84.0)
o Lh e
;® '1 p Female 27 (52%) 24 (44%) 51 (48%)
§ i L Male 25 (48%) 30 (56%) 55(52%)
S M il White 47 (90%) 47 (87%) 94 (88%)
¢ . "m R T e a Black 3(6%) 3(6%) 6 (6%)
Morths Morths Hispanic 4 (8%) 2 (4%) 6 (6%)
Dy culcamnes [ e VSApAEYTI s PS (0-1) 50 (96%) 52 (96%) 102 (96%)
Plotanza etal. J Clin Oncol. 2018 Aug 10; 36(23); 2386-2364 Prior Thoracic Radiation 13 (25%) 13 (26%) 26 (25%)
Therapy

#8504: SWOG S1929: Phase Il randomized study of maintenance atezolizumab (A) versus atezolizumab + talazoparib (AT) in patients with SLFN11 positive extensive stage small cell lung cancer (ES-SCLC)



(prs )

(os )

189% Median  80.0% DO, .- I
g N Events in Months Conf. Int 100565, Atezolizumab 52 \;; =" € : ) ;Zn 127)
Atezolizumab o2 41 2.8 (2.0-29) 1 Atezolizumab + Talazoparib Sd 22 a4 81-142)
80% = Atezolizumab + Talazoparib 54 39 4.2 (2.8-4.7) 300k = Pi=10.30(1-SIDED LOG FANK.STRATIFIEE)
i HR 1.17 30%CI(0.80-1.71)
P = 0.056(1-SIDED LOG RANK STRATIFIED)
T HR 0.70 80%CI1(0.52-0.94) 1
60% — £0% _-
7 40% =
40% 1
20% =
20% = 0% T T T T T
1 J 0 4 8 12 16 20 24
- | | 1 Patients at Rick Months after Randomization
Atezolizumab 52 40 “8 1" 6 3
0% T T T T 1 Atezolizumaz + Talazoparib 54 38 15 [ 4 2
0 4 8 12 16 20 24
Patients at Risk Months after Randomization
Atezolizumab 52 12 5 2 1 1 0
Atezolizumab + Talazoparib 54 24 3 2 2 2 0 H e m ato | O iC tOXi C iti eS
A AT PFS P-value (1-sided)
Events/N HR (80% CI) Atezolizumab Atezolizumab + Talazoparib
Prior Radiation (n=47) (n=52)
No Prior RT 32/39 32/41 0.74 (0.53,1.02) 0.116 - Adverse Events (Grade 1-2 3 4 5 1-2 3 4 5
Prior RT 9/13 __7/13 __0.54(0.27,1.07) 0.12 L] ( )
Brain Mets Anemia 9(19) 1(2) 0 0 8(15) 19(@7) 0 0
No Brain Mets 32/41 30/41 0.75 (0.54,1.05) 0.135 -
9/10__9/13 042 (0.22.0.81) 0.04 [ CD4 Iymphocy‘tes decreased 0 0 0 0 1 (2) 0 0 0
Liver Mets
4
No Liver Mets  30/38 27/40 0.6 (0.420.86) 0.031 - s e ©) 1@ g . e S} g E
BLiverllll:’lets 11713 12/14 0.77 (0.43,1.36) 0.284 - Neutrophil count decreased 0 0 0 0 10 (19) 0 1(2) (0]
ane ets
No Bone Mels 30/38 29742 0.61 (0.43,0.87) 0.035 - Platelet count decreased 2(4) 0 0 0 19(37) 9(17) 4(8) 0
Bone Mets 11/13 10/12 0.93 (0.51,1.69) 0.433 - 2
Overall 41/52 39/54 0.7 (0.52,0.93) 0.056 — White blood cell decreased 1(2) 0 0 0 17@E3) 24 1@ 0
g 5 ! Max. Grade All Hem 12(26) 2@4) 0 0  14(27) 22(42) 4(8) O

Toxicities

$1929 met its primary endpoint demonstrating that maintenance AL improved PFS in SLF11-

positive patients with ES-SCLC

#8504: SWOG S1929: Phase Il randomized study of maintenance atezolizumab (A) versus atezolizumab + talazoparib (AT) in patients with SLFN11 positive extensive stage small cell lung cancer (ES-SCLC)
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#LBA8505: IND227 phase lll (P3) study of cisplatin/pemetrexed (CP) with or without pembrolizumab
(pembro) in patients (pts) with malignant pleural mesothelioma (PM): A CCTG, NCIN, and IFCT trial

CPhase lll, open IabeI) C Objectives )

PRIMARY:
Chemotherapy naive pts with PM e Overall Survival

N=440

SECONDARY:

Stratified by histology * Tolerability

» Response (MRECIST, central review, imaging -
6, 12, 18 wks then every 12 wks)

* PFS

Randomize(1:1) * QoL

* Health economics

Primary endpoint OS

I | EXPLORATORY:

Platinum-pemetrexed* q3w x 6 cycles * Predictive and prognostic value of PD-L1

Platinum-pemetrexed* q3w x 6 cycles + Pembrolizumab a3w for 2 vears (Dako 22C3 platform; combined positive
q y score (CPS))

e iRECIST
e Other Correlatives

#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



Overall survival

1.00 Chemotherapy  Chemotherapy plus
arm Pembrolizumab arm
Median OS (95% CI), months 16.13 (13.08, 18.17) 17.28 (14.36, 21.29) - 2 1.00 Chemotherapy ~ Chemotherapy plus 3
Hazard ratio 0.79 (0.64, 0.98) 12 arm Pembrolizumab am
i Azar . en il 1 3 Median FFS (95% CI). months 7.15 (6.83,7.69)  7.13 (6.3, 8.12) :
Stratified log-rank p value 0.0324 4 Hazard ratio 0.80 (0.65, 0.99) :
0.75 ——  Chemotherapy arm ] = Stratified log-rank p value 0.0372 :
——  Chemotherapy plus Pembrolizumab arm =0 0.75 —— Chemotherapy arm =
b . 8 —— Chemotherapy plus Pembrolizumab arm .
= -y .
gl - E H
© Hi .
-g HE*) :
8 050 :
a 050 ‘s :
S 2 year OS 39% : § .
E ] 1 year PFS 26% .
= T E 025 , :
n 2 year OS 33% | 3 year OS 25% =5 . :
0.251 : ; . ﬁ 1year PFS 17% E 2 year PFS 9% :
' 1 o ' H
: Y : - ' 2 year PFS 4% :
| 3year0S17% | I : . & o e .
' 1 H 0 @ 8 12 16 20 24 28 32 36 40 =
; : . Time (months) .
0.001 ! ! : No. at risk .
Paticnts enrolled Jan 2017 Sept 2020 N A . B 3 . p .
Median follow up 16.16 months 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 t AmCPP 22 187 o1 o 2% 20 pet 13 6 2 > :
All pts discontinued all studydrugs Time(months) :...........................................................................:

No. at risk

ArmCP 218 190 160 128 105 78 68 46 29 16 13 7 2 1 0 0
ArmCPP 222 207 177 143 112 103 88 62 39 25 17 10 8 5 4 1

.- a -IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII:
: Hazard Ratio . . Exploratol al pithelioid (n = 95) .
. g g H 5 100 ® (n = 345) 1,00 xploratory analyses: non-e oid (n = s
. q H H Y .
= Subgroup No. of Patients (%) : : Chemotherapy  Chumotherapy plus =
E Overall 440 (100) m i E E :r:“mnl\crnpy g:::rgm:::bpin’:; arm Pembrolizumab arm E
. Age . . Medien 08 5% 0. rcothe 102CN 20N, 108 (10,220 MeSan 08 (95% CI), months £21 (585, 108) 123 (.47, 21.2) .
: 2865 103 (23 | p - : 075 Hezardeado. 690 (87, 1651 . 075 Hazard retio :57{0‘}36..!:.8?) :
. 265 337 {77} —a— H 2 — ?ﬂh‘f:ﬂfd"; Peartalisumal aim z —_ C‘romlhé'alyz plus Pomcrclaurabam 0
 Sex o : 2 3 :
= Female 107 }24 I i . - £ 060 E
= Male 333 (76 P : i L a
. H =3 2 year OS d0% S &
. l||stolog¥ : b - T 2 ywar OS 35% 3
: Epithdlol 43 (78) — : @ s 083751 —— e - :
: Non-epithelicid 95(22) b———m+ : Tz ' yoa X 05 : ! 3yenr 0523% .
s BTy S0 153 (35 [ ot :  srosan a0 L L
 >127 285 (65} —a— : : ; : : p
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#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




- Pooled AE erm
Best Overall Response (mRECIST, Central Review) - -

'Oy 0
AL SR ) All Causality Related to Pembro All Causallty Related to Pembro

Skin toxicity 18% <1% 36% 26%
Response CP(N=218) | CPP(N=222) P-value Diarrhea/colitis 14% 1% 32% 22% 3% 3%
Chills/fever 12% <1% 31% 8%
Omp|ete Resmnse 0 : (l%l Sensory neuropathy 15% - 24% 8%
Partial Response 83 (38%) 136 (61%) P<0.0001 Abdominal Pain 9% <1% 18% 6% 3% 1%
Stable disease/non-CR/PD 103 (47%) 70 (32%) Joint Pain/Inflammation 2% - 13% 8% 1% 1%
v ‘ Ototoxicity 11% <1% 13% 2% <1% 0%
Dlsease PngFGSSIOﬂ 11 {5%' 9 [4%) Myositis, muscle 5% - 10% 4% 1% <1%
Response could Total 21 (10%) 5(2%) Hypothyroidism 2% - 9% 7% =
not be Never treated/WOC! 7(3%) 0 o 7% 1% 7% 1% 1% 0%
assigned Other reasons? 9 (4%) 3(1%) :’::::2;::“"5 e . 2:‘ :: . 2'%
No baseline images uploaded 5(2%) 2(1%) Nephritis/AKI 1% : 4% 3% 2% 1%
Duration of Median (95% CI) 5.5m (4.2-6)  5.8m(5.5-7) P=0.185 ::pa“t: 1'% ;% z: x z: ::
rombocytopenia < <
CR/PR (mths)  Range 0.03,25.1 0.03,389 T i ] - o v ax

Platinum/pemetrexed and pembrolizumab is a new therapeutic option in this patient
population

#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



#8506: Efficacy, cellular and molecular determinants of PD-1 checkpoint inhibition in
relapsed mesothelioma

» Blinded multi-omic analysis
- Evaluation of exome, transcriptome

Administered until progression, and tumour microenvironmental
unacceptable toxicity, correlates in extreme responders
withdrawal or 12m versus treatment refractory

mesotheliomas

o NN

Nivolumab (n=221)
240mg in 30-min IV infusion on day 1| "“*™*

Randomised 2:1 of 14-day cycle -
Key eligibility criteria: Stratified by histology romcipions  AAANAAKNNEAR
Mesothelioma (epithelioid or non-epithelioid) - | -
> 1 prior line of therapy Placebo (n=111) ! mmymm-
ECOG status 0 or 1 Recruited 240mg sterile solution in 30-min [V il predcive
April 2017 - March 2020 infusion on day 1 of 14-day cycle
]
Target sample size: 336 % ' ! —
Study halted recruitment at n=332 due to the COVID-19 pandemic, however with sufficient events/follow up Nt at =
O .
Co-primary outcomes: Secondary outcomes: ==-,
« |nvestigator-reported progression-free survival + RECIST-determined progression-free survival 2 T GROWTH
- Overall survival - Response rate § "||||||
+ EQ-5D o REDUCTION
« Safety Patient

#8506: Efficacy, cellular and molecular determinants of PD-1 checkpoint inhibition in relapsed mesothelioma
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= and Subgroup

LOH levet
B mesan
Above wedan

Baiow medan

POLY
1% Negative
1-50% Powtve

0% Postne

Number at risk
Placebo 111
Nivolumab 221

Exvaparaoe metstses

Neurcphidymohocys sato

Investigator Assessed Progression-free survival

o
S 4
- — Placebo
Nivolumab
n
~ o
o
[
= Cox proportional hazards model’ - unadjusted
] P-value <0.001
g o Hazard Ratio (95% Cl) 0.65 (0.51to0 0.82)
20 J
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s o
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(o]
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o
n
o
o
o TN L 1
< —
o T T T T T T T T T T

12 18 24 30 36 42
Time from randomisation (months)

48 54

21 5 4 4 1 1 0 0 0
67 31 16 11 6 3 3 1 0
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Placebo Characteristic Nivolumab (n=221) Placebo (n=111)
Nivolumab Age - years (median, IQR) 70 (65-74) 71 (65-76)
Sex — male 167 (76%) 86 (77%)
Cox proportional hazards model’ - ECOG Status 0 44 (20 '°, 22 (20%)
unadjusted PD-L1TPS > 1%" 56 (37%) 24 (29%)
Pvalue 0.093

Hazard Ratio (95% Cl)
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KM curves cross at 32 months
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N1/2/3 stage
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EMT
Wilcoxon o = 0.028 & &
HALLMARK_EPITHELIAL_MESENCHYMAL_TRANSITION - 02- NR .
Ty
A
B

HALLMARK_EZ2F_TARGETS -
HALLMARK_G2M_CHECKPOINT - A\
\ 4 >Tr<:r:‘ll
1G2M
Responders

HALLMARK_MTORC1_SIGNALING -
HALLMARK_MYC_TARGETS_V1 -
HALLMARK_PROTEIN_SECRETION -
* CD8+ T-cell infiltration
(deconvolution of RNAseq)
* inflammatory pathway upregulation

HALLMARK_UV_RESPONSE_DN -
HALLMARK_TGF_BETA_SIGNALING -

* T cell co-stimulation and cytolytic
activity.

HALLWVARK MITOTIC SPINDLE -
HALLMARK_ANGIOGENESIS -
HALLMARK_GLYCOLYSIS -
HALLMARK_UNFOLDED_PROTEIN_RESPONSE -
HALLMARK_ANDROGEN_RESPONSE -
HALLMARK_APICAL_JUNCTION -
HALLMARK_HEME_METABOLISM -
HALLMARK_ADIPOGENESIS -
HALLMARK_IL6_JAK_STAT3_SIGNALING -
HALLMARK_KRAS_SIGNALING DN -
HACLMARK_MYOGENESIS -
HALLMARK_INFLAMMATORY_RESPONSE -
HALLMARK_INTERFERON_ALPHA_RESPONSE -
HALLMARK_COMPLEMENT -
HALLMARK_TNFA_SIGNALING_VIA_NFKB -
HALLMARK_INTERFERON_GAMMA_RESPONSE -
HALLMARK_ALLOGRAFT_REJECTION -

MITOTIC_SPINDLE

IR
NR

Pathway

2 - 1 2
Normalized Enrichment Score

o

Non-responders
» epithelial mesenchymal transition
(EMT)12
; . * TGF-P signalling
| = ' ' | > * Mitotic spindle, G2M and E2F
08 ‘ i, = . transcription.

1000 =

TGF_BETA_SIGNALING

CD8+ T cells Co-stimulation, T cell Cytolytic Activity

R NR R NR

R, partial responder; NR , progression as best response E‘
J . = -

- Nivolumab-responsive mesotheliomas harbour an inflamed tumour microenvironment, enriched
with mature tertiary lymphoid structures and CCL19 expression

- Epithelial mesenchymal transition, TGF-beta signalling, and mitotic spindle transcription are
associated with resistance to nivolumab
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#8507: Association of somatic mutations and histologic subtype/grade on prognosis and
PD-L1 expression in mesothelioma

Characteristic N (%)
Age at Diagnosis (years) Median (range) 66 (16-89)
Gender Male 142 (65)
Female 75 (35)
White, non-Hispanic 205 (95)
White, Hispanic 5(2)
Race Black 42)
Asi 3(1)
Del?i:ite 83 (39)
Self-reported asbestos exposure ;;::‘,:EB Zﬁ gg:
Objectives: Identify how features in histopathology and _ No known exposure 13.6)
3 ” . . Personal cancer history Present 54 (26)
genetics correlate with one another and with clinical outcomes Fomay canca ity Present 1 0
Characteristic Categories N =217 (%)
Genomics Pleural 147 (68)
/ * Tumor T~ Peritoneal 63 (29)
+ Germline Site of Disease
Clinical Ch PR Bicavitary 4 (2)
Histopathology 4 inical Characteristics _ o _
. Histologic Subtype - Asbestos Exposure Tunica vaginalis testis 3(1)
 Nuclear Grade « > « Site of Disease Germline Mutation Present 34 (16)
- PD-L1 Status * TNM Stage Alive 111 (51)
* Race, Age, Gender, etc. Status at Follow-up
\ / Deceased 106 (49)
Characteristic Categories N (%)
Clinical Outcomes o Epkhakold 172(76)
" Histologic Subtype Sarcomatoid 8(4)
* Overall Survival N =217 Biphasic 33 (15)
* Response to Other 4(2)
Treat t Nuclear Grade I 55(39)
reatmen Nuclear I 96 (58)
|||T 1 15 (9)
p 12 (24)
Tumor Stage* pT2 12 (24)
e e i6)
p
Lymph Node Stage* pNO 32(64) ooy in
N =50 pN1 18 (36)  resccted tumors

#8507: Association of somatic mutations and histologic subtype/grade on prognosis and PD-L1 expression in mesothelioma
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not associated with nuclear grade
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PD-L1 expression is not associated with
common somatic mutations

N (%)
PD-L1 (+) PD-L1 (-) p-value
BAP1 40 (48.8) 38 (37.3) 0.13
TP53 15(18.3) 15 (14.7) 0.51
NF2 14 (17.1) 26 (25.5) 0.17
CDKN2A 14 (17.1) 12 (11.8) 0.31
TERT 6(7.3) 11 (10.8) 0.42

#8507: Association of somatic mutations and histologic subtype/grade on prognosis and PD-L1 expression in mesothelioma

- Epithelioid histology, TP53 somatic mutation and gender are the strongest predictors of survival
- Nuclear grade is useful for prognosis but somatic mutations should be taken into consideration




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

Key inclusion criteria

Treatment

Correlative Research

/_ , h Primary endpoint:
Histologicallly confirmed / \ Characteristic (n=26) N (%)
pleural mesothelioma )
Baseline and Disease control rate at 12 Age (years) Median {range) 73 (55-85)
ECOG PS 0-1 relapsed DNA and ks (DCR12 ¥
- TR - RNA sequencing weeks ( w). Gender Male 23 (88.5)
Prior platinum-based e for 3 days then 200mg S c Female 3(11.5)
systemic therapy (max 2 E > OD every 3 weeks -2 Gut 16s RNA Secondary endpoints: Mesothelioma Epithelioid 23 (88.5)
lines) 52 g w Sequencing subtype Biphasic 2(7.7)
@
Measurable disease by g _g Pembrolizumab 200mg .g =) Tissue microarray & k sarcomatoid 1(3.8)
mMRECIST1.1 é o Wosk ) g- i sl DCR at 24 weeks (DCR24w), History of asbestos  Yes 20(76.9)
o o immunofluorescence Unknown 6(23.1)
Adequate hematological . i ; ECOG status 0 6(23.1)
and blochemical status Treatment until AXL IHC and sAXL Best ObJeCtlve. r.esponse rate 1 20(76.9)
disease progression \ (ORR) and toxicity (NCI CTCAE Motastases No 19 (73.1)
Willingness to undergo a 4'03). Yes 7(26.9)
\"95" biopsy (optional) / Primary tumour site  Thoracic 25 (96.2)
Missing 1(3.8)

“minimum 11/26 patients with DCR needed to meet
threshold for further evaluation

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



Outcome n (%)

BN Partal Response DCR12weeks 12/26 (46.2%)
I stable Disease Total G1/2 G3
- Progressive Disease DCR24weekS 10/26 (385%) ADVERSE EVENT N (0/0) N(%) N (0/0)
£ ORR 15.4% . [Fatigue 1246) | 11(42) | 1(4)
8 22 ‘(1)//22% ((Lf/-‘;%) . |Nausea 1(42) | 1142) | 0(0)
5 0 :
g ___________ e e . SD 15/26 (57-70/0) Dlarrhoea 7 (27) 6 (23) 1 (4)
=) PD 7126 (27%) \Weight loss 7(27) 6 (23) 1(4)
rl . |Constipation 6 (23) 6 (23) 0 (0)
§ Raised creatinine 6 (23) 6 (23) 0 (0)
o
E Anaemia 5(19) 5(19) 0(0)
% Increased ALT 5(19) 5(19) | 0(0)
= § Increased AST 5(19) 5(19) 0(0)
3 — , - [Fever 5(19) | s5¢19) | 0(0)
3 - ' . Peripheral oedema 5(19) 5(19) 0 (0)
= E%;:. m::%};w | 150_
Waterfall plot of best responses of patient within 24 P e ¢ 250 KEer
weeks (N = 244) 0 12 24 3% 48 72 - § 100, 20
: Tumour assessment was not available for two patients TR . ; ® ° 5, 15
......................................................................................................................................................................................................................................................................................................................................... : P -2 @
6 0.* —~ : T T T 1 ¢
0 50 100 150 200 R ,9“
: Memb AXL H score pre © ¢ :
MiST3 met its primary endpoint por DCR and warrants further Tumour reduction (Green) vs FD bi°'"?"‘j{X—L§
. . . Growth (Red) as best response mcreatse ;n S ¢
evaluation in patients who are refractory or who have relapsed S — T Geeset |
following prior standard chemotherapy
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