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OVARIAN CANCER TRIALS - 1st line

Opening and recruiting trials
* ENGOT-ov62 / N-PLUS
» ENGOT-ov78 / SALVOVAR

Opening and planned trials
* ENGOT-ov85 / MK-2870-021
« ENGOT-ov89 / DESTINY Ov-01

* EARLY DIAGNOSIS: EVA TEST study (MaNGO)
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OVARIAN CANCER TRIALS - 1st line
Opening and recruiting trials

/EN@T-OVGZIN-PIus \

A Phase Il randomized, open-label non-inferiority
study of Niraparib maintenance after 3 vs. 6
cycles of platinum-based chemotherapy in
completely debulked advanced HRDpositive high- g e 3

DESCALATION

Paracigmshift X
PN rhtiom beyordd
BRCA M

\grade ovarian cancer patients in first-line therapy/

S0LO* Olaparib + e BELU
NCTO1844 RS RT3 NCTURMT 7644

ﬂ\u@omws / SALVOVAR: \ o

Several studies with | ARP Inhibitors maintenance for newly-diagnosed advanced ovarian cancer®®

A pragmatic randomized phase Ill trial to assess the
utility of adjusting chemotherapy dose & dosing
schedule with the SALVage weekly dose-dense
regimen in patients with poor prognostic OVARian
cancers based on the tumor unfavorable primary
@emosensitivity and incomplete debulking surgety INTENSIFICATION

__
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ENGOT-ov62 / N-PLUS

ENGOT-ov62 / N-PLUS A Phase Il randomized, open label non-inferiority study of NiraParib
maintenance after 3 vs. 6 cycles of platinum-based chemotherapy in completelLy debUlked
advanced HRDpositive high-grade ovarian cancer patientS in first line therapy

* ENGOT Model: B (academic)
e Sponsor & Lead Group: NOGGO (Germany)
* Participating Groups: MaNGO, CEEGOG, AGO, BGOG, GEICO

oop\g EEGOG G e l C O ENG?T NOGGO
k. S European Network of

Gynaecological Oncological Trial groups el gy

MaNGO




i | Stratification factors: BRCAmut vs. BRCAwt/NOGGO GIS Score®,
R* : FIGO stage Ill vs IV; countries

ENGOT-ov62 / N-PLUS
i Primary Endpoint:

Clinical CR/NED RFS (Recurrence free

AlerSgos survival, defined as time from
treatment randomization to
the earliest date of

» = assessment of first relapse or
| death by any cause)

Clinical CR/ NED Secondary Endpoint:

i OS (time to event and rate at
3 and 5 years), TFST, TWIST
at baseline, 3, 6, and 12

| | : . months, PFS2, PROs
————————d (EORTC QLQ-C30 and

~ ™\ EORTC QLQ-0OV28), Safety
- Standard chemotherapy has to start within 8 weeks after primary assessment, Cost

surgery and may start before randomization effectiveness

- Randomization has to take place on C2D1 the latest K /
\ J
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tumors

al B2 B e ES 1S 4-8 weeks

MaNG




ENGOT-ov62 / N-PLUS

MaNGO sites & study updates (June 2025) GLOBAL STATUS

BTSN | ooy s ourenty active n Austra

Germany, Spain, Belgium, Czechia, Ital
Dionyssios Katsaros Yy, opain, g ’ ’ Yy

Ospedale Sant’Anna, Torino (MaNGO Lead PI) Agreement final  Planned No. of active sites 46
A?iend_a O_Spe.da"e'fo . Elena Massa No feed-back on * N2 randomized patients (07/06/2025): 11
Universitaria di Cagliari agreement
Ospedale Manzoni, Lecco P No feed-back on Planned No.-of patlgnts. 640 screened /
agreement 360 randomized ratio 1:1
Policlinico Sant’Orsola, Bologna Claudio Zamagni Agreement final e EU FPFV: 30Apri| 2024
Istituto Naz. dei Tumori, Milano Francesco Raspagliesi Agreement final * LPO (IaSt patient last VISIt): 30 Apr 2027

* End of Follow-up: 30 Apr 2032

No feed-back on

Spedali Civili di Brescia Valentina Zizioli
agreement
Azienda Ospedaliera
C loB I v 1 202
Universitaria Pisana armelo Bengala SIV done 10 June 2025 ITALY STATUS
e Active sites: 3/10
Bt Cnesieren VEmE; Giulia Tasca SIV done 21 May 2025 « Agreement under negotiation for other sites
padova . . . . .
* Activation of new sites is ongoin
Ospedale Mauriziano, Torino Anna Maria Ferrero SIV done 20 June 2025 §01ng
IRCCS di Reggio Emilia Alessandra Bologna Agreement final
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ENGOT-ov78 / SALVOVAR

ENGOT-ov78 / SALVOVAR A pragmatic randomized phase lll trial to assess the utility of adjusting
chemotherapy dose & dosing schedule with the SALVage weekly dose-dense

regimen in patients with poor prognostic OVARian cancers based on the tumor

unfavorable primary chemosensitivity and incomplete debulking surgery

e ENGOT model A

* Sponsors: ARCAGY-GINECO

* Cooperating groups: CEEGOG, DGOG,GTG-UK, ISGO, JGOG, MaNGO
e ManGO lead PI: Gabriella Parma, IEO
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Screening phase - EARLY INCLUSION

Chemosensitivity Chemosensitivity
of the disease = of the disease = %
and/or +
Surgery Surgery
eligibility =

Screen failed Inclusion in the

(= 70% of patients) SALVOVAR trial
l (= 30% of patients)

Surgery Randomization
Option A = Standard of Care Option B = Study of Care
(control arm) (investigational arm)

+ 3 cycles of chemotherapy every 30 e oF & tnss tians

3 n'weeks _ chemotherapy every week
(carboplatm-pachtaxel) (carboplatin-paclitaxel)
+/- bevacizumab +/- bevacizumab

h /

Standard of Care
(e.g Maintenance treatment
+/- surgery)
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iy (8 gmmm LATE INCLUSION

ENGOT-ov78 / SALVOVAR

Primary Objective:

To demonstrate the superiority in terms of efficacy of a
densification of the chemotherapy with the salvage
weekly dose-dense carboplatin-paclitaxel regimen
compared to the continuation of the standard 3-
weekly carboplatin-paclitaxel, in ovarian cancer
patients found to have a poor prognostic disease

Co-Primary Endpoints:

Percentage of patients operated with late complete
debulking surgery (expected increase from 5% to 20%)

Overall survival improvement by 49% (HR = 0.61) in
the whole population translating in an improvement in
median OS from 20 months (control arm) to 32.8
months (experimental arm) with a 1:1 randomization

n
MaNGO



ENGOT-ov78 / SALVOVAR

Study Global Updates MaNGO sites & study updates — June 2025

Imm n “
Name

* No. of sites: Planned: 98, Active: 26
* No. of recruited patients: GINECO: 29 in
screening, 28 randomized & 14 in observational

Istituto Europeo di

) . Gabriella  Parma* *MaNGO PI/ Planned SIV
Oncologia, Milano

Ospedale SS Antonio e

cohort . : Giulia Galizzi Contract finalization
_ Biagio, Alessandria
* Planned no. of patients: 250
Ospedale Manzoni, Lecco Federica Villa Contract finalization
Policlinico S. Orsola, Active site since March

Claudio Zamagni

Bologna 2025 — awaiting enrollment

Policlinico Careggi,

. Cristina Petrella Contract finalization
Firenze

Ospedale di Mirano, Alessandr
Mirano

Baldoni Contract finalization
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Ovarian cancer trials st line —Opening & planned ENGOT-ov85 / MK-2870-021

ENGOT-ov85 — MK2870-021

CONFIDENTIAL

L) O°

% ~
=D B@@ GLEG0G e Geico

® ireland




Ovarian cancer trials 1stline — Opening & planned ENGOT-ov89 / DESTINY Ov-01

CONFIDENTIAL
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EVA TEST STUDY

RATIONALE FOR A NON-INVASIVE TEST
FOR EARLY DIAGNOSIS OF OVARIAN CANCER

—— = The lead time for the development of high-grade serous
‘r; :"r;acnnnnnnn | ' OC is estimated to be between 5 to 9 years.

s o '""aep“he"a' = Tumor cells can be shed into the uterine cavity, and their

Carcinoma SﬂC)
I ) N\l ok 1%
. mam ‘!m

components can be detected in a cervical swab.

= Some molecular alterations that characterize high-grade
serous OC are also present at early stages, including in
STIC:

« Pathogenic TP53 mutation
* Methylation changes

Shih et al. Am J Pathol. 2021 « Copy number alterations
resulting from genomic instability
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EVA TEST STUDY
APPROACH
e o —
m women who ,\,.-_—\\ health
5 TR N

250 Pap samples
0 - 13.5 years before diagnosis

.. Diagnosis
& T gl S %

DNA
Shallow Whole Genome Sequencing (coverage 0.5x)

\ 4
Copy Number Alterations (CNAs) analysis

\ 4
Copy number Profile Abnormality (CPA)

score

Paracchini, Mannarino, Romualdi et al. Sci Trans|l Med 2023
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EVA TEST STUDY
Background - RESULTS

negative positive Sensitivity: 75% (95% ClI, 65 — 86%)
|
Specificity: 96% (95% CI, 88 — 100%)
08|  Women Accuracy: 81%
% 0.6 women who
S progressed . .
0 g4 towards HGSOC Longitudinal samples
0.2
- 12402 @ @
: 96 1240-31 ® @
< e *:e 1240-28 ® e
1240-24 @ @
978-5 © ® 1240-41 ® (2]
women who 1240-18 @ ©
progressed =5 :‘i'\‘:.i*—'4 vy 1240-11 o0 o
towards HGSOC . 978-6 ® :‘g&gg ) o 1) e
1240-14 @
o784 o 1240-19 (&2
Healthy ] 10 8 6 4 2 0
women Time before diagnosis (years)
978-1 Q (€]
@ Positive — high genomic instability
04 99 19 CPA ¥9 0 % 10 8 6 4 2 0 @ Negative — low genomic instability
Time before diagnosis (years)
O Uncertain result

Paracchini, Mannarino, Romualdi et al. Sci Transl Med 2023
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EVA TEST STUDY
Study Design

Early diagnosis of epithelial ovarian cancers and p53 abnormal endometrial cancer by molecular

analysis of cervical swab. A retrospective study

Patients with Patients with p53abn Healthy women |

ovarian cancer endometrial cancer |

n =320 n =200 n =400 |

|

Objectives ]
: : Pap test samples | _FFPE tumor samples |

= To assess the diagnostic accuracy of the EVA :

test for the early detection of ovarian cancer and
p53abn endometrial cancer DNA purification ----- DNA purification i

!
= To validate the test by demonstrating that DNA Analysis of CNAs " Amaysis of oNAs |

exhibiting chromosomal abnormalities in Pap

samples is derived from primary tumors
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EVA TEST STUDY
Study Objective

Diagnosis of malignant ovarian cancer precursor lesions through the analysis of DNA derived

from Pap samples (EVATEST study)

_ _ Type of study: retrospective + prospective
Risk-reducing

O surgery
4 |& A I > Objective
Women with EVA test To assess the concordance between the histological
germline BRCA mutations . . . findings of malignant tubal and ovarian lesions and the
opting for risk-reducing histological analysis of : :
<urger tubal and ovarian tissues results of the EVA test collected before risk-reducing
gery (Reference) surgery.
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Ovarian cancer trials = Opening EVA TEST STUDY

Sponsor: IRCCS Istituto Clinico Humanitas

Participating centers: 47 Italian clinical centers

Management and statistical analysis: Istituto di Ricerche
Farmacologiche Mario Negri IRCCS

Status: Approved by Comitato Etico Territoriale Lombardia 5

Agreement Mario Negri- Humanitas finalized

Sites will be contacted soon to finalize the activation process

B

e/
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