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Prognostidroleof Tumokinfiltrating Lymphocyte$TILS)
In OvarianCancer

P<0.001

- 100 100

) —_— =
i * TlLspresent[Z

© % 55%  [#

£ 75 & 75

= “©

wn g

)

o 50- : 3 S  50- Intratumoral T cells
- SN ")

= Intratumoral T cells =

® — P

@ 254 ' S 5.

g.o — No intratumoral T cells O ] No intratumoral T cells
£ b Tiksabsertas o

0 12 24 36 48 60 72 84 96 112 24 36 48 60 72 84 96 108 120 132

Month Month
YS R® tofimallyidébulbedi YSR® hoptimadilydebmlkeds
no TILs 7.6 mo. no TILs 23.7mo.
TILS 74.5mo. p=0.003 TILS NR p<0.001
AGO

...... Zhang L et al., NEJM 2003 Universitétsklinikum Mannheim



CD8+ Infiltrate & Prognody EOCHIstotype

. Table. Multivariable-Adjusted Association of CD8* Tumor-Infiltrating Lymphocytes (TIL) and Overall Survival Among 5078 Patients
A | Hi g h -gra de Serous With the 5 Most Common Invasive Epithelial Ovarian Cancer Histotype®
]_ . O G rou p i CD8* TiILs No. Person-years Events, % HR (95% CI) fo‘rlal'l:leid
Negative m Negative 546 1709.75 76.2 1 [Reference] 42 x 10716
LOW Low 546 1908.39 72.3 0.86 (0.75-0.99)
Moderate 1,394 5264.82 69.0 0.77 (0.69-0.87)
0.8 Moderate I High 710 3110.87 56.5 0.57 (0.49-0.65) | |
ngh Endometrioid Negative 206 1118.53 335 1 [Reference] .008
_‘G_-,’ Low 130 675.44 34.6 0.80 (0.54-1.18)
= 0.6 Moderate 283 1844.53 18.0 0.50 (0.34-0.74)
T‘U High 110 657.59 22.7 0.76 (0.47-1.23)
E Clear cell Negative 309 1640.28 41.1 1 [Reference] .50
; 04 . Low 141 658.25 45.4 1.16 (0.84-1.60)
w) Moderate 118 618.79 41.5 0.88 (0.62-1.24)
High 80 412.44 40.0 0.92 (0.61-1.39)
Mucinous Negative 168 750.75 44.0 1 [Reference] .04
02 ] Low 77 375.26 31.2 0.91 (0.55-1.51)
Moderate 85 470.62 27.1 0.56 (0.34-0.93)
High 13 72.35 23.1 0.79 (0.23-2.68)
O T T T T | Low-grade serous Negative 43 198.06 48.8 1 [Reference] 91
0 2 4 6 8 10 Low 44 184.89 65.9 0.94 (0.50-1.74)
. Moderate 63 272.13 47.6 0.98 (0.52-1.83)
Time, y High 12 49.53 417 0.92 (0.33-2.59)
*°° ‘o.
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More Immunologid-actors
with PrognostidRolein EOC

V Intratumoral T-regs

- Curie| NatMed (2004) 10:942; WolfZlinCancer Res (2005) 11:83%&djimj Cancer Res (2012)
72:4351;GovindarajClinlmmunol (2013) 149:97

V Plasmacytoid®entriticCells pDC$
- Zou,NatMed (2001) 7:133; Wei, Cancer Res (2005) 65:502bidtGaly Cancer Res. (2011)

V B7-H4 expressingmmunsuppressivélacrophages
- KryczekCancer Res (2007) 67:8900; Zhang BlggOng2012)

V LowcirculatingLymphocyte$<1.0x10/L)
- RayCoquard CancemRes (2009) 69:5383
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Immunecheckpointnhibitors In
OvarianCancer

Monotherapy
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Efficacyoganti-PD1 und antPDLIC
Monotherapyin pretreatedrecurrentOvarianCance|

B Nivolumabg anti-PD1 (=20) A 204 Nivolumabg anti-PD1 a1 mgkg (= 10)
— w —
» 150 4pp ORR 15% +1mg/kg(n:10) 5 150 3 mg/kg (n=10)
S __ 3 mg/kg (n =10) e
2= 100 S 100
— o ® = -
=y ) ) - £2| Longitudinal Change From Baseline
= | Change From Baseline in Tumor Size — S| in Tumor Size
C( . . _ _ E . .
s ) 1 Pembrolizumalg, anti-PD1 (=26) 22 ‘j:] / Pembrolizumalg, anti-PD1
§ o« ORR 12% g1 ol /a -
< Beste Veréinderung der Ziellision seit Baseline™® é Clinical activity: change in target lesions from
— . == £ baseline (RECIST) :
."‘: Avelumatn antI—PD‘Ll (1:124) - Teilansprechen ; Pa:iaeon:swith ovarianca'ncer(n=67) Avelumam antI-PDLl
2 = Stabile Erkrank S 10 ] .
:§ O R R 10% .. Progression (N |
= 100 2 80
cpun| 3 3
| o« H :,% -
— i . =
| I Fi s &4 =&
R Weeks since treatment initiation o /\M 45
T
AGO “ 1. Hamanishet al., JCO 2015 Vetiischo Fautdt Manrin
STUDY GROUP .o' 2. Vargaet al., ASCO 2015 RIS SRR \
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KEYNOTHIO: SingléArm Phase 2 Stuayf
Pembrolizumalbor RecurrentOvarianCancer

COHORTA N= 285

Patients (N = 376)

* Recurrent, advanced epithelial ovarian,
fallopian tube, or primary peritoneal
cancer

*ECOGPS Oor1

* Provision of a tumor sample for , ﬁi@ * Primary endpoints: ORR per RECIST v1.1 by BICR

blomarkeranalysls Pembrolizumab 200 mg IV Q3 weeks until PD,
prohibitive toxicity, death, or completion of 2 years

e 1-3 prior lines of CHT

. 3-12 mon. TFI/PFI Endpoints and Assessments

- By cohort

Key exclusion criteria:
* Mucinous histology
* No bowel obstruction within 3 months

- By PD-L1 expression level

* No active autoimmune disease

COHORT B

* No active CNS metastases and/or
carcinomatous meningitis

* 4-6 prior lines of CHT
* 23 mon. TFI/PFI

...... 2 -
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T o

PDL1-Status

ORR % (95% Cl)

KEYNOTHO: SingléArm Phase 2 Stuaf
Pembrolizumalbor RecurrentOvarianCancer

All
n= 285

7.4(4.6c11.0)

All
n=91

9.9(4.6c17.9)

All
n=376

8.0(5.4¢11.2)

CohortsA + B

X M/t {
n=65

13.8(6.5¢ 24-.7)

[t {
n=150

8.0(4.2¢ 13.6)

X [mn

No. at risk

CohortA 28598 55 30 21 14 11 7 § 4 3 2 2 0 0
CohortB 91 33

Progression-Free Survival Overall Survival

100 100
12-month PFS (95% Cl) 12-month OS (95% Cl)
£ 90 10.1% (6.7-14.4) 204 66.1% (60.3-71.3)
> 13.1% (6.5-22.2) 66.6% (55.8-75.3)
Z 80 ; S 804
Qo =~
© 1 >
3 704 1 £ 704
< : 5
T 604 1 S 60+
2 ; Median PFS (95% CI) 2 Median OS (95% Cl)
2 g d------ Sy, oy o, 2.1 months (2.1-2.2) % 50F-cmmmme e Ry oo 18.7 months (17.0-22.5)
? : 2.1 months (2.1-2.6) = ; 17.6 months (13.3-24.4)
@  40- 1 S 40- 1
L 1 %) 1
5 301 i T 30- :
] ! 2 !
@ 20- 1 o 204 1
o | 1
] 1
& 104 10 \
1 1
c T L L : L) L] T  § L] T T T L) 1 c T L L : T T ! 1 T L T L] T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time, Months Time, Months
No. at risk

Cohort A 285 262 233 208 186 167 143 128 110100 87 79 57 14 0

9 9 5§ § § 3 3 2 2 2 0 0 O CohortB 91 80 70 66 59 50 43 38 35 30 27 25 20 4 0

No additional clinically useful biomarkers®4:
T-cell; GEP etc.

TMB {umour mutationalburden)
HRD/BRCA
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Matulonis U et al.Annalsof Oncology30: 108@1087, 2019
2Matulonis U et al., ASCO 2020 finaults

SLedermann J et alGynecologi©ncologyl 78 (2023) 118129
4Ledermann J et al., ESMO 2018
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NINJA Phase Il:
NivolumabversusgGemcitabineor PLD in PROC

Nivolumab (median 2.0 [95% CI, 1.9 to 2.2] months)
==== GEM or PLD (median 3.8 [95% ClI, 3.6 to 4.2] months)
HR, 1.5 (95% Cl, 1.2 to 1.9); P=.002

=
w
L
o.
T 1 1 T 1 1 1 I.-T--:---I T 1 1 1 1 1 1 1 1 1 1 T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time (months)
No. at risk:

Nivolumab 157 83 37 28 19 14 9 9 9 8 7 6 4 4 3 3 3 3 3 3 1 1 1 0 O

GEMorPLD 159118 69 41 28 18 12 7 5 2 2 2 2

Nivolumab (median 10.1 [95% CI, 8.3 to 14.1] months)
= === GEM or PLD (median 12.1 [95% Cl, 9.3 to 15.3] months)
HR, 1.0 (95% Cl, 0.8 to 1.3); P=.808

0S (%)

No. at risk:
Nivolumab 157
GEM or PLD 159

6 12
108 71
115 79

18 24 30 36 42 48

Time (months)

52 30 15 12
57 28 8 6 5 0

0®°%e,
[ ]
AGO
[ ]
[ ]
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Hamanishd et al. JClinOncol2021 (39):36743681.
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Duallmmune Checkpoint InhibiticdQvarianCancer
NRG GY003

Group No. Events Median PFS HR Two-sided Group No. Events Median OS HR Two-sided
10 (%) (months) (95% ClI) P 10 (%) (months) (95% CI) P
7 -*'._ Nivo 49 47 (95.9) 2.0 Sl b _ Nivo 49 24 (49.0) 21.8
H Ipi + Nivo 51 39 (76.5) 3.9 0.53 (0.34 t0 0.82) .0041 '._ . Ipi + Nivo 51 21 (41.1) 28.1 0.79 (0.44 to 1.42) A3
081 0.8 - =
C —
[
= =
]
S 0.6 - S 0.6 -
Q. o
o o
Q_ | -
~— 0_4 - .__Q,- 0.4 =
o %)
L
o o
0.2 1 0.2 1
—— Nivo
= === Ipi + Nivo gy el == == Ipi + Nivo
0 1 1 1 O 1 1 I
0 6 12 18 0 12 24 36
Time in Study (months) Time in Study (months)
No. at risk: No. at risk:
Nivo 49 8 3 2 Nivo 49 17 11 0
Ipi + Nivo 51 13 2 0 Ipi + Nivo 51 19 14 0

e®%°%e,
Medizinische Fakultdt Mannheim
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Initial Observations

A Apparentrole of the immunesystemin OC
A Immunologicparametersare prognostic

A Immune Checkpoint Inhibitor@ssingleagentshavelimited activity in
oretreatedOC

A Initial analysedrom singlearm phasel/2 studiesdid not revealany
obviousclinicallyusefulbiomarkers

A PDL1status TMB, Tcellinfiltrate, genesignatures BRCA/HRD

A Potentialroutesto success
A Rationalecombinations
A Earlierlinesof treatment
A Biomarkers

[ ]
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Immune Checkpoint Inhibitors
plusChemotherapy

JAVELIN 200c¢ PROC
JAVELIN 100¢ first Line

der Universitat Heidelberg
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Chemotherapy Radiotherapganinduce
ImmunogenicCellDeath

Dying Immature DC
tumor cell o

Mature DC

engulfment

Therapy- Antigen
induced presentation

Therapy-sensitive stress

0p2 tumor cells
328 e,
» o

LTS
. -
8% 9 9

Vessel @
° ATP: Adenosintriphosphat
CRTCalreticulin

HMGB1, highmobility groupbox 1

-‘?

CTlLsgytotoxicCD8
Therapy-resistant ~ [umor cell DC dendriticcells
ot®0e tumor cells lysis
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JAVELIN 200:

PLDvsAvelumabssPLDAvelumallPROC
openlabel,randomize®hase3 study

4 N

Key eligibility criteria Avelumab 10 mg/kg Q2W
¢ Platinum-resistant or N=188

refractory epithelial OC

* <3 prior lines for platinum-
sensitive disease

* No prior therapy for

Avelumab 10 mg/kg Q2w
+ PLD 40 mg/m2 Q4w

platinum-resistant disease N=188
* Unselected for PD-L1
expression Stratification factors PLD 40 mg/m2Qaw
« Platinum refractory vs
N=566 resistant N=190
\- / « 1 prior anticancer regimen
vs2o0r3 Treatment until confirmed disease
- N « Tumor size =5 cm vs <5 ¢m progression, unacceptable toxicity,
Endpoints or withdrawal
* 2 independent primary
endpoints:
— PFS (BICR assessed)
- 08

2 independent comparisons

No benefit in
T Avsinab + PLD va PLD PDL1 positive
1 preplanned interim and SUbgrOU pelth er
1 final analysis

Various secondary endpoints*)

° % PujadeLauraine E et al. SGO 2019, LBAL.

ﬁ‘gagu)[, : PujadelauraineE et al. Lancgdncol2021; 22: 103446

®
.....'

Progression-free survival by BICR

Avelumab Avel. + PLD PLD
joo (N=188) (N=188) (N=190)
No. of events, n (%) 154 (81.9) 134 (71.3) 125 (65.8)
90
Median, months 1.9 3.7 35
s 80 (95% Cl) (1.8; 1.9) (3.3;5.1) (2.1; 4.0)
o
I 704 Stratified HR vs PLD 1.68 0.78
% (repeated Cl) (1.320; 2.601) (0.587; 1.244)
3 60
@ p value vs PLD* >0.999 0.0301* -
g 50 * 1-sided log-rank test; nominal p values (futility boundary was crossed at interim analysis
g T Did not meet significance threshold (<0.0002)
g 40 Avelumab + PLD
2 30
o
20
10 - Avelumab
0

Time since treatment initiation (months)

Overall survival D e T

(N=188) (N=188) (N=190)
No. of events, n (%) 109 (58.0) 102 (54.3) 104 (54.7)
Median, months 1.8 15.7 13.1
100 - (95% ClI) (8.9; 14.1) (12.7; 18.7) (11.8; 15.5)
90 Stratified HR vs PLD 1.14 0.89
(repeated Cl) (0.948; 1.580) (0.744; 1.241)
80
p value vs PLD* 0.8253t 0.2082¢ -
= 70 *1-sided log-rank test. t Nominal p value (futility boundary was crossed at interim analysi
< *+Did not meet significance threshold (<0.0103)
® 60
2
% 50 - Avelumab + PLD
g 40 4 Avelumab
3
30 -
20
10
0 -
T T T T T T T T T T T | T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time since treatment initiation (months)
Nn_at riclk




JAVELIN 108velumahlst Linec Phase Il

- . 100+ — Chemotherapy followed by avelumab
J AVE L I N Ova rl a n 1 00 - — Chemotherapy plus avelumab followed by avelumab
- - 904 — Chemotherapy followed by observation
a randomized, open-label, phase 3 trial -
Chemotherapy Maintenance phase 2 704
phase (6 cycles)* (up to 24 months) [ h ;;
~ ™\ i Z
Key eligibility criteria Carboplatin + Avelumab . Endpomt§ _ 2 60+
« Previously untreated, Paclitaxel 10mg/kg IV g ) fé:@ﬁr’;gfs‘;ﬂg}‘fgf s v
histologically N=332 Q2w each of the 2 H&'__J 50—
confirmed stage llI-IV treatment comparisons < b —— +
EOC ) Carboplatin + — Chemo - avelumab 2 40
’ :L?rs t(-i‘dre(b)llf”ég]rgdidate Paclitaxel + CR, Avelumab vs chemo alone i Chemotherapy Chemotherapyplus ~ Chemotherapy
for get:oyadjuvant Avelumab PR, or 10 mg/kg IV — Chemo + avelumab 2 followed by avelumab followed ~ followed by
chemotherapy 101glkd IV 3w SD ePL 3]::12' L;r‘r;amté ve g 30 avelumab (n=332)  byavelumab(n=331)  observation (n=335)
N=331
« ECOG PS 0-1 .
icati + Secondary endpoints 204 Events 99 (30%) 88 (27%) 70 (21%)
- Unselected for Stratification factors - (RN PRI included OS, objective :
PD-L1 expression ‘gg';‘/'v'tﬁxﬂ (QWvs pac,ﬁaxe, ERE . response, safety, and Median (95% Cl), months 16-8 (13-5-NE) 18.1(14-8-NE) NE (18-2-NE)
N=998 *Resection (complete/ N=335 translational analyses 10 Stratified hazard ratio (95% Clyvs control ~ 1:43 (1:05-1-95) 114 (0-83-1.56)
\ incomplete <1 cm vs \ J pvalue vs control* 099 079
incom_plete >1cm vs 0 | I | | I I I I 1 I I I 1 1
neoadjuvany 0 2 4 6 8 10 12 14 16 18 20 2 % % 28
OS immature; no updatespresented
e®® %,

°
AGO :
®

®

STUDY GROUP .0

Ledermann JA et al., SGO 2020
Monk B et al., Lanc&dncol2021; 22: 12789
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JAVELIN 108velumahlst Linec Phase Il

-
n
JAVELIN Ovarian 100: PFS by PD-L1 status
- -
a randomized, open-label, phase 3 trial
PD-L1+ subgrou Chemo > Chemo + Avel  Chemo -» Obs PD-L1- subgro Chemo > Chemo + Avel ~ Chemo - Obs
- OUP  pvel (N=158) > Avel (N=160) (N=169) -LITSubgroup el (N=112) > Avel (N=103) (N=111)
Chemotherapy Maintenance phase Median, months NE NE NE Median, months 16.8 139 NE
phase (6 cycles)* (up to 24 months) ( 3 (95% CI) (12.9,NE) (16.4, NE) (17.5,NE) (95% CI) (12.8, NE) (12.5, 18.1) (12.6,NE)
(" co ) p Endpoints HR vs control 1.23 0.98 B HR vs control 1.02 1.36 _
Key eligibility criteria Carboplatin + Avelumab _ - (95% Cl) (0.790,1.824)  (0.618,1.541) (95% CI) (0.607,1.704)  (0.819, 2.269)
Previ Paclitaxel « Primary endpoint: PFS
* Previously untreated, g 10mg/kg IV g (BICR assessed) for p value vs control* 0.3569 0.9175 - p value vs control* 0.9503 0.2316 -
hlstcr)loglcc;’ally Iy N=332 Q2w each of the 2
Ec();n érme stage IlI- rerr— treatment comparisons
; CUES LT <7 — Chemo -> avelumab 100 4 100
: SL?I’St(-Edre(b)llf”ég]ngdidate Paclitaxel + CR, Avelumab vs chemo alone ® % X ®
for geédjwam Avelumab PR, or 10 mg/kg IV — Chemo + avelumab g 1 Control arm g : Control arm
10 mg/kg IV Q3W SD Q2w - avelumab vs g 7 g
chemotherapy h ‘ 2 @ 2 e
- ECOG PS 0-1 Ne3e e one 8 3 o "Ly
« Unselected for Stratification factors Carboplatin + ¢ iifﬁgg;ggnggggﬁe “é w0 E ol
PD-L1 expression *Paditaxel (QW vs PacIiF:axel 0 response séfet)J( and > PD-L1 iti g PDL1 ti
i asw bservation >C, ) g g ]
N=098 .Reseition (complete/ N=335 translational analyses 2% positive £ negative
\_ J  microscopic vs ~ PD-L1+ subi PD-L1- subgrou
incomplete <1 cm vs - / o T SBOTOUR S S —— o LS ImSIPOrow —
incomplete >1 cm vs o 2 4 & 8 10 12 14 18 18 20 22 24 26 28 0 2 4 & 8 10 12 14 16 18 20 22 24 26 28
neoadjuvant) Months. Months
No. at risk No. at risk
0®®%e .,
AGO % Medizinische Fakultdt Mannheim
der Universitét Heidelber
suovcror o Ledermann JA et al., SGO 2020 ’

*eeee’ Monk B et al., Lanc&dncol2021; 22: 12789 Universitétsklinikum Mannheim



Immune Checkpoint Inhibitors
plusPARPI
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Rationale fur die Kombination
PARPund Immuncheckpoininhibitoren

(b) cGAS-STING pathway activation (c) Upregulation of PD-L1

(a) Generation of neoantigen

Cell membrane

Type I IFN response

-
o

_— ) - ‘ \7
PD-L1 upregulation ), ‘
w—— -

Cytosolic dsDNA

WA
WAR
cGAS ) > OV
) ()
e® %, ATP GTP
K S
AGO . Medizinische Fakultit Mannheim [/
STUDY GROUP o der Universitat Heidelberg B\
° Peyraud: et aI., Cancers 2020, 12, 1502 Universitétsklinikum Mannheim



T SCIENTIFIC REPg}RTS

A RTlC LE | M) Check for updates |

OPEN
Immunogenomic profiling determines responses to OPEN. Nlraparlb actlvates mterferon

combined PARP and PD-1 inhibition in ovarian 5|gna||ng and potentlates antl PD-1

cancer
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PARP+ IClcombofor OC¢ earlyclinicalevidence

Mediola
A Population: non-gBRCASROQ-2 prior Lines (=31,n=32)
A Olaparib+ Durvalumab (ORR 34.4%)

A Olaparib+ Durvalumab+ Bevacizinab (ORR 87.1%)

Topacio
A Population: all comerPROGN=60)

A Niraparib+ Pembrolizumab
ORR all: 18%
ORR HRD+:  14%
ORRHRD  19%

MOONSTONE
A Population: non-gBRCAPROC1-3 prior Lines (=41)
A Niraparib+ Dostarlimab (ORR 7.3 %)
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ANITA/ENGEIV41/GEICO &) (NCT03598270) trial desi

Placeba@ontrolled multicentre randomised phase 3 trial

4 N CT phase Maintenance phase
A Measurable highade serous,

endometrioid or undifferentiated rOC

Atezolizumély Atezolizumab 1200 mg q
A TFlp >6 months carboplatin douBlet niraparib 1SDi®1ng21d
AO2 prior |lines |of CT (mps
including platinum)
A No prior PARPi for ROC 6 CyC|eS CR, PRr SDper Continued until PD

RECIST v1.1
A No prior immune checkpoint inhibitor

(any setting)
AECOG PS 01
\A Mandatory de novo bibpsy

Placebo + Placebo d1 +

carboplatin douBlet niraparib ISDid1 g21d

Stratification factors: AUC = area under the curve; CR = complete response; d = day; ECOG PS = Eastern Cooperative Oncology Gr

tus IC =immune cells; ISD = individualised starting dose (300 mg, or 200 mg if baseline weight is <7’

A Carboplatin doublet (PLD vs gemcitabine vs pacllta)g? elet count is <150£00PD = progressive disease; PLD = pegylated liposomal doxorubicin; PR = patrtial
A TFIp (612 vs >12 months) g21d = every 21 days; R = randomisation; RE€§&Inse Evaluation Criteria in Solid T&Dw@ab[e disease

®Prior PARPi afterflont ne t her apy per mi tBREAhu i &t € @ h t BROAMIANDE). D0

A BRC/status (mutated vs moutated) bimplemented after randomisation of 82 patients fwhesatiPDwas analysed in archival tissue

APDL1 status ( | Ginfermative)v SAtez@zym,@kQOQn@ d1q24dpr 840 mg d1&8 g28d, depending on CCasmiplatin AUCS d1 + paclitaxel 175 mg/r

1 qg21d OR Carboplatln AUC4 d1 + gemcitabine 2@0@&&qgahd OR carboplatin AUC5 d1 + PLD?3(1 m2au.
®PDLIexpressing IC on tumour area, determined by SP142-edeayation cases were capped at <109

ongress
MADRID
m Antonio Gonzaldglartin, MD, PhD Content of this presentation is copydgiesponsibility of the author. Permission is requised for re



ANITA/ENGQGAv41 Phase llI:
PlatinDoublet+ Atezoi Atezo+ Niraparibfor PSOC

1.0 1 Atezolizumab + CT Placebo + CT 100 - ORR: 45% ORR: 43%
— Atezolizumab + — Placebo + 90 - (5% CI: 39-52%) (95% CI: 36-49%)
0.9 - : / . 4
Niraparib Niraparib 80 |
0.8 - PFS (n =208) (n =209)
.a 70 1 SD: 44% SD: 46%
£ 7. Events, No. (%) 170 (82) 174 (83) 2 g | o
i) 06 - Median, months (95% CI) ~ 11.2 (10.1-12.1) 10.1 (9.2-11.2) g 5
= HR (95% CI) 0.89 (0.71-1.10); P=.28 7 .
o 0b4t———————— =
| - 30 4
0. 04 - 1 20 -
& 0.3 7 : : 10 4
o 0
0.2 - : : Atezo + CT Placebo + CT
Gl 1011 111.2 amam i T —
0 T i i T T T T T T T 1 Sr——— -——
0 6 12 18 24 30 36 42 48 54 PD-L1 negative PD-L1 positive
Atezolizumab + CT  Placebo + CT  Atezolizumab + CT  Placebo + CT
— Atezolizumab + — Placebo + — Atezolizumab + — Placebo +
Niraparib Niraparib Niraparib Niraparib
o 1.0 4 PFS (n=117) (n-112) (n - 76) (n-73)
A PFS (ITT) = priméarer Endpunkt 0.9 - Events, No. (%) o7 (e3) %2 ®2) 61 (@8) 50 2)
_ . 0.8 - Median, months (95% CI) 10.5(9.2-11.8) 9.2 (8.3-11.1) 12.8 (10.2-15.4) 11.1 (9.7-12.7)
A OS = sekundarer Endpunkt (@50% events) e HR (95% CI) 0.93 (0.70-1.24) 0.87 (0.61-1.25)
A Daten zu Gesamtiiberleben noch ausstehend 5 ;5]
= 05
| -
o 0.4
9D 03
o Tl —
0.2 1.__1_11._ 1""‘-‘H———
01 1 ; :ll""l'—.— W WS ey e e —— e —— -
..oo.. 0 e I
Y T T 1 T T L] L] T 1
AGO & 0 6 12 18 24 30 36 42 48 54
[ ]

STUD:?E?U.P.: GonzaleaViartin A et al., LlinOncol2024 Time (months)



PFS subgroup analysis

Population HR (95% CI)
All patients o 0.89 (0.711..10)
Age <70 years o1 0.89 (0.7a..15)
O70 vyears —e—— 1.01 (0.66..56)
BRCAstatus Nonmutated — Fo— 0.79 (0.6®.99)
Mutated ® | 1.84 (1.03.37)
BESTCT TEeSPONSECRIPR —o— 0.90 (0.69.25)
SD —er— 0.95 (0.7@..29)
Histology Highgrade serous o 0.91 (0.73.14)
Other : ® | 0.92 (0.42.05)
No. of prior lines 1 o 0.87 (0.69..10)
2 — 124 (n ﬁm_
PDL1 status Positive F—o—+— 0.87 (0.61..25)
Negative —or— 0.93 (0.70..24)
Noninformative/missing | ® | 1.09 (0.52.23)
Prior bevacizumatNo o— 0.82 (0.60..13)
Yes —e— 0.98 (0.73.30)
Prior PARPI No e 0.89 (0.71..12)
Yes : ® : +=+6-(0-62-18)
CT backbone Gemcitabine ‘ —o— 0.54 (0.3D.94)
PLD : | 0.97 (0.52.81)
Paclitaxel 4—1 0.99 (0.712.27)
TFIp >12 months 0.88 (0.64.14)
6/ 12 months | % | | | 1.01 (0.711.44)
0 1 2 3 4
Atezo + CT + nira bett®acebo + CT + nira better aHR and 95% CI from the multivariate primary anal;

ongress
MADRID
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ANITA/ENGQGAv41 Phase llI:
PlatinDoublet+ Atezoi Atezo+ Niraparibfor PSOC

OS probability Atezo + CT — Placebo + CT —
1.0 os atezo + nira (n=208) | placebo + nira (n=209)
’ Events, n (%) 125 (60) 133 (64)
0.9 - Median, months 322 271
(95% Cl) (27.1-34.8) (23.2-32.3)
0.8 HR (95% Cl) 0.91 (0.71-1.18)
0.7
0.6 —
0.5
0.4 —
Placebo + CT — placebo + nira
0.3 -
0.2 Figure 5. Subgroup analysis of OS
0.1 1
Median OS, months
0.0 : . : : . : : . | poputat HR (58% G HR (35% C1)
0 6 12 18 24 30 36 42 48 5{ Al patients 322 27.1 —a— 0.96 (0.75-1.22)°
) Time (months) Age 270 years 30.0 305 — 0.93 (0.58-1.50)
nts at risk 2 <70 years 328 27.1 [ - 0.97 (0.73-1.29)
- AF?I‘O %8?' }(9)1 1“6_3 113(‘? 1183 gﬁ o5 30 b 4 BReAsttus Mutated 377 NE i : = | 173(0.77-3.87)
R i i - i oc - - i Non-mutated 20.4 242 - 0.85 (0.66-1.10)
Best CT response CR/PR 38.4 371 I—i—l—i—| 0.96 (0.65-1.41)
sD 293 254 —— 0.93 (0.64-1.34)
Histology High-grade serous 31.0 295 - 1.00 (0.78-1.30)
Other 328 19.1 —.— ; 0.36 (0.15-0.85)
No. of prior lines 1 30.3 253 —— 0.95 (0.73-1.24)
2 35.1 323 — T 0.99 (0.50-1.95)
PD-L1 status Positive 417 352 —— 0.81(0.53-1.25)
Negative 24.4 245 —ra— 1.09 (0.78-1.51)
Non-informative 238 228 b H - 1l 1.11 (0.50-2.46)
Prior bevacizumab Yes 28.1 271 —— 1.00(0.73-1.38)
No 8.8 28.6 ——— 0.84 (0.57-1.24)
Prior PARPi Yes 334 29.2 — ! . 1.04 (0.49-2.21)
No 31.0 26.8 i 0.95 (0.73-1.23)
CT backbone Gemcitabine 322 16.2 - ! 0.46 (0.25-0.84)
PLD 30.3 29.9 - 1.05 (0.80-1.40)
Paclitaxel 37.6 426 - = 1.24 (0.49-3.16)
TFIp >12 months 35.1 332 H—a— 0.97 (0.70-1.35)
6-12 months 253 218 I 1.01 (0.70-1.45)
° o000, ° T T T T
° 0 2 3 4
AG O ® 2CRF = electronic case repart form; IWRS = Interactive web response system; NE = not estmable. AIBZO_ +CT—  Placebo + CT —
® . “Based on univariate analysis of eCRF data, which differed from IVWRS data in 6 patients (BRCA status) and 20 patients (CT backbone).  ateZ0 + nira better  placebo + nira better
vl Rubio Perez MJ et al. ESMO 2025
®eees® Rubio Perez MJ et ahnnalsof Oncology(2025) 36 (suppl_2): S7-88B05. 10.101@&nnondannonc1920 Universitétsklinikum Mannheim



ATHENA STUDY SCHEMA

Key Patient Eligibilit‘ — Randomization 4:4:1:1 » Study Analyses @
. @ Treatment for 24
ANewly diagnosed, stage )

Arm A (na400 monthéwith a veek ATHENA-COMBO

Ii 1V, advanced, higtade rucaparib 600 mg BID PO + leadin of rucaparib: AT m A (na400)

epithelial ovarian, fallopian tube, or nivolumab 480 mq IV
primary peritoneal cancer

study drugs could berucaparib 600 mg BID PO +

2 discontinued nivolumab 480 mg 1V
ACompleted frontline platitoublet AT m _ B (na400) independently 2
chemotherapy and surgery rucaparib 600 ma BID PO _ + Arm B (na400)
i Achieved investigatesessed placebo IV rucaparib 600 mg BID PO +
I Received cytoreductive surgery placebo PO + nivolumab 480 mg IV

(primary or interval; complete

resection permitted)
AECOGPSOor1

ANo prior frontline maintenance

Arm D (naioo0)
placebo PO + placebo IV

Randomization Stratification Factors

treatment for ovarian cancer ATumor HRD teghatud

A
2024

ADisease status pokemotherapy
ATiming of surgery

Primary endpointnvestigatolassessed PFS in the ITT population

NCT0352224€entrallgssessed, determined by FoundationOne @@reration sequencing assay (BRCA mutation, BR@Apveld L OH  h i BREA wilthp&/ HOHMfk®H/&116%], BR CA tyife/LOH
indeterminatéfreatment for 24 months or until radiographic progression, unacceptable toxicity, or other reason for dismwiamiationd #d ptacommence on Day 1 of Cycle 2 and treatment cap defined a
after the start of IV placebda®&ycles.

BID, twice daily; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; rlftiatibardefagensyeldor nirtereat; IV, intravenou®H, loss of heterozygdBRg
progressieftee survival; PO, by mouth; PR, partial response.



ATHENACOMBO: INVESTIGATASSESSED PFS (ITT)

Median 959% CI

10044
90- 7 Rucaparib + Nivolun 15.0 12.117.4
30- R~ Rucaparib + Place  20.2 15.624.0
_ o 1
70" 63% HR(95% CI 1.291.081.53
& 60 ~
® 50- S0 45%
O 40- i . 38% 33% Rucaparib + Placebo
30- E 38%') 5 : i A -
i ' 31%4 2691
20- — Rucaparib + Placebo: | E ’ |
u 1 . 1 . .
104 — Rucaparib + Nivoluab i | i Rucaparib + Nivolumab
0 + Censor ! ! : !
0 6 12 18 24 30 36 42 48 54 60 66
Patients at risk (events) Months
Ruca+Nivo 436 (0) 333 (69) 218 (174) 159 (224) 136 (244) 122 (253) 98 (267) 87 (272) 44 (280) 14 (282) 1 (283) 0 (283)
Ruca+Plac 427 (0) 352 (57) 246 (149) 197 (193) 166 (218) 136 (234) 123 (243) 113 (249) 68 (258) 24 (260) 4 (261) 0 (261)

BARCELONA MCIJHEI‘ESS Data cutoff date: May 17, 2024.
2024 Cl, confidence interval; HR, hazard ratio; IfotiesnNivo, nivolumab; PFS, progrresicnirvival; Plac, placBoma rucaparib.



ATHENACOMBO: INVESTIGATASSESSED PFS (ITT)

Median 95% CI

Rucaparib + Nivolur

15.0 121174

ey :
100 Rucaparib + Placi  20.2  15.624.0
907 o Placebo + Place 9.2 8.512.2
80 HR  95%Cl
. 70+ 63% Rucaparib + NivolumsBucaparib + Place  1.29  1.081.53
S’\i 60- ~ Rucaparib + Placaist’lacebo + Place  0.54  0.420.69
" 50- S6% 45%
L . 38% 0
407 : A . 33% Rucaparib + Placebo
30- | 38/9 T - -t :
204 ~ Rucaparib + Placeba : (:D " 26%'. , Rucaparib + Nivolumg
— Rucaparib + Nivolumab ! : ' ' : ' 1 -+ Placebo + Placebo
10~ — Placebo + Placebo ! ! i !
+ Censor ! ! : !
O I I I I I I I I I I 1
0] 6 12 18 24 30 36 42 48 54 60 66
Patients at risk (events) Months
Ruca+Nivo 436 (0) 333(69)  218(174) 159 (224) 136 (244) 122 (253) 98 (267) 87 (272) 44 (280) 14 (282) 1 (283) 0 (283)
Ruca+Plac 427 (0) 352 (57)  246(149) 197 (193) 166 (218)  136(234)  123(243) 113 (249) 68 (258) 24 (260) 4 (261) 0 (261)
Plac+Plac 111 (0) 73 (34) 43 (61) 33 (69) 23 (78) 21 (80) 17 (83) 16 (84) 8 (84) 2 (85) 1(85) 0 (85)

BARCELONA ONEress
2024

Data cutoff date: May 17, 2024.
Cl, confidence interval; HR, hazard ratio; IiotiesnNivo, nivolumab; PFS, progresicuirvival; Plac, placBoma rucaparib.
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Rationale for combining
cancer immunotherapy with artMEGF therapy

Induces abnormal ‘ .

tumour vasculature

Reducing Tell trafficking and
infiltration into the tumour bed®®

Directly inhibits Fcell

function
Binds to VEGFR2 on T Cells

VEG F Indirectly inhibits Fcell

function

Reduces lymphocyte

adhesion to vessel walls Kills T cells bgmour
Decreases immuneell recruitment endotheliumproduced FasL

to the tumour site? ~ '
Stimulates

Inhibits dendritic cell function . :
. . _ immunosuppressive
Drives them into an immature sta?ce
regulatory T cells

Gavalagtal. BrJ Cancer 2012
Terme et al. Cancer Res 2013
Coukos. BrJ Cancer 2005
Bouzinet al. J Immunol 2007
Shrimaliet al. Cancer Res 2010 g e :
Chen & Mellman. Immunity 2013 Universitdtsklinikum Mannheim
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AGO-OVAR 2.29/ENGOT-0v34;:
Trial Design

Main Inclusion Criteria :
A Epithelial ovarian, fallopian tube
or peritoneal cancer
Alstor 2™ relapse: TFIp < 6
months

PLD or Paclitaxel + Bevacizumab Primary endpoints :
" A Overall survival

A Progression-free survival
Placebo

AOR 31 relapse

Secondary endpoints :

REC(:.‘jn'[ & archivel biopsy Treatment until disease progression, intolerable toxicity or a A ORR & DOR
manaator ! A ili
y . maximum duration of 24 months, whatever occured first A Safety & tolerability
ECOG PS O 1 A0S, PFS, ORR & DOR by
I|f(=T expectancy > 3 months PD-L1 status
Prior Bevacizumab allowed _ _ A HrQolL/PROs
PLD or Paclitaxel + Bevacizumab
Stratification factors :
A Number of prior lines (1-2 vs 3) _+ Explora_tory & .
A Planned chemotherapy (PLD vs paclitaxel) Atezolizumab translational endpomts
A Prior bevacizumab (yes vs no)
A PD-L1 status (SP142 IC 1/2/3 vs 0 vs non-
informative)* PLD: 40 mg/m2d1, q28d;
A PDL1statusvasprospectivelgstedbuintroduceasa Paclitel: 80 mg/m? d1, 8, 15, 22, q28d;

Bevacizumab: 10 mg/kg d1, ql14d;
Atezolizumab OR Placebo: 840 mg d1, q14d

stratificatidactormspartofanamendment
A Tumorsvithnoninformativiestresultsweretobe

cappedt 10% PLD, pegylated lipopsomal doxorubicin; PS, performance status; TFlp, treatment-free intervall for platinum

2024 ASCO rrResenteD BY: Frederik Marmé ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Primary Endpoint : Overall Survival (ITT)

1.00 ey
Atezo + CT/Bev Placebo +
ON) _ _

0.751 (n=285) CT/Bev (n=289)
= Events, n (%) 197 (69.1) 221 (76.5)
o)
[ .
g 0.50 - HR (95% CI) 0.83 (0.68i1 1.01); p=0.06
o
%)) Median (95% CI), months 14.2 (13.0116.1) 13.0 (11.91 15.1)
O

Median follow-up for OS: 26.9 mos, IQR: 20.5-31.4 mos (73% maturity)
0.251
0.00 - - - - ; : . . .
0 6 12 18 24 30 36 42 48 54 60
Time (months)
== Atezolizumab =+ Placebo
Number at Risk
Atezolizumab 285 226 153 99 53 18 9 4 3 1
Placebo 289 228 153 89 42 13 4 1 1 0
2024 ASCO  [PIRTITTY  cocsoveoer: Frederik Marmé ASCO s
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Response & Duration of Response

100% 1.00-
. . ' Atezo + CT/Bev Placebo +
90% ORR: 39.6% ORR: 43.5% (h=101) CT/Bev (n=108)
(95% CI: 33.85.6%) (95% CI: 37.49.7%) Q
80% S Median (95% CI), months
70% 2 .
0 g 8.6 (6.97 10.4) 6.1 (5.31 7.2)
0 £
60% SD: 35.7% SD: 35.1% _g’
50% = 0.50
40% 5
30% PR: 35.3% PR: 41.1% =
- 0.251
20% re
o —
10%
—+— Atezolizumab -+ Placebo =
0% 0.00 : ; : . .
0 6 12 18 24 30
Time (months)
Atezolizumab 101 59 22 10 3
Placebo 108 56 18 10 1
2024 ASCO rresaneo o Frederik Marmé [ suencusooeryor
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. ﬁﬁs;QONQUERS CANCER



Treatment Effects on OS according to Subgroups

Subgroup Atezo N/E  Placebo N/E Hazard Ratio 95% ClI
Overall 285/197 289/221 —a— 0.83 (0.68;1.01)
PD-L1 atrando
PD-L1 pos 63/40 68/49 < i l 0.76 (0.49;1.17)
PD-L1 neg 153/106 153/124 —= I 0.73 (057;0.95)  Pinterac=0.18
PD-L1 non-informative/missing 69/51 68/48 : = : 1.18 (0.79;1.76)
Previous Beva
No 75/56 83/60 : = : 1.18 (08L;171)  p._ =0.065
Yes 210/141 206/161 —a— 0.74 (0.59;0.93)
Planned Chemo
PLD 129/93 135/102 l = l 0.91 (0.69;1.21) Pinteraci= 0-32
Paclitaxel 156/104 154/119 i L i 0.75 (0.57;0.98)
No of prior lines
1or2 183/129 182/141 I = I 0.83 (0.65; 1.06) _ ~ 0.87
3 102/68 107/80 | = | 0.85 (061;1.19)  Pinteract= Y
Previous PARPI
No 171/120 169/130 I - I 0.86 (0.67; 1.11) _
| = | . Pinteract= 0-77
Yes 114/77 120/91 I 1 0.78 (0.58;1.07)
Latest previous line containing Pt
No 119/85 139/107 I = I 0.81 (0.61;1.09)  Pinterac= 0.99
Yes 166/112 149/113 I = I 0.87 (0.66; 1.13)
075 O.I75 0.235 1 l.l25 175 ;
Atezo better Placebo better
2024 ASCO I reesevreosr. Frederik Marmé ASCO amsisessy
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Exploratory Post-hoc Analyses

Patients with prior Bevacizumab Patients receiving Paclitaxel

1.00 oS Atezo + CT/Bev Placebo + 1.00 os Atezo + CT/Bev Placebo +
(n=210) CT/Bev (n=206) (n=156) CT/Bev (n=154)
Events, n (%) 141 (67.1) 161 (78.2) Events, n (%) 104 (66.7) 119 (77.3)
- T . 0 . . -
Median (95% CI), months  14.9 (13.3i118.8) 12.6 (11.61 14.4) Median (95% CI), months ~ 16.2 (13.9 20.8) 14.3 (12.3i 15.9)
>
= 2
E z
o 0.501 < 0507
o o
S S
3 o
] O ]
0.25 0.25
000 ! ! T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60

0.00 - - ' - - - - - - -
0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
—— Atezolizumab -+ Placebo

Number at Risk

Atezolizumab 156 132 93 64 34 9 6 3 2 0
Placebo 154 132 88 48 21 8 2 0 0 O

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

2024 ASCO #ASCO24 presentensy: Frederik Marme
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER
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—— Atezolizumab -+ Placebo
Number at Risk

Atezolizumab 210 168 116 75 40 13 7 4 3 1
Placebo 206 158 105 57 27 6 3 1 1 0



y GCIG
(]
v } GINECO ENGQT
European Network of L) J GYNECOLOGIC
Gynaecological Oncological Trial groups b CANCER INTERGROUP

ATALANTE trial design

A Relapsedon-mucinous N
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Hazard ratio8.83 [0.690.99]

P=.041

Hazard ratio6.86 [0.631.16]

P=.30
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