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OVARIAN CANCER TRIALS SUMMARY

Accrual closed

* ENGOT-ov49 / NEWTON
* ENGOT-ov51 / MITO 33 / Nitche
* ENGOT-ov65 / KEYNOTE-B96
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NEWTON

NEWTON study: NEW dosing maintTenance therapy Ovarian cancer
A multicenter, open-label phase Il trial of a new customized dosing (Rational Adjustment of Dose to reduce

Adverse Reactions “RADAR” dosing) of niraparib as maintenance therapy in platinum sensitive ovarian,
fallopian tube or primary peritoneal recurrent cancer patients

ENGOT model: A

{ Start at 200 mg RADAR } Sponsor: MaNGO
el PI: Nicoletta Colombo (IEO Milano)

, ~ Two primary objectives:
* weight 258 and <77kg { Start at 200 mg RADAR } 1) comparison of RADAR vs 300 mg in the randomized

CRIPR after OR dosing cohort in terms of severe thromobocytopenia during the
22 platinum | -+ weight 277kg and
based lines platelet count

— weight <58

first 3 cycles

] <150,000/pL 2) evaluation of RADAR safety in the entire RADAR cohort in
Niraparib 300 mg . . .
RANDOMIZED COHORT terms of severe thromobocytopenia during the first 3 cycles
Sample-size 105 patients:
J 35 pts no random cohort > accrual reached

“ J

70 pts randomized cohort > accrual not reached:
48 pts randomized

! count 2150,000/pL dosing

>77kg and platelet { Start at 300 mg RADAR
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NEWTON

Poster with results presented at ESMO gynecological cancers 19-21 June 2025

Kaplan-Meier curves of PFS of randomized arms
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Kaplan-Meier curve of PFS of RADAR cohort
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Median PFS in the entire RADAR cohort was 10.0 [8.0-13.7] months.

E-mail: nicoletta.colombo®@ieo.it; mango@marionegri.it

RADAR Mutated Y (5LH) o [20.8) i 2
VUS 1{5.9) 2(8.3) 1«
Platelets 173 220 2
(1000/pL) (102-318)  (109-483) (107
300 mg MR: Mot Randomized. R: R,alndnmilzed. WUS: variant of uncertair
RADAR Data are presented as median {min-rmax) or n (36).
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Niraparib customized dosing regimen (RADAR) to manage thrombocytopenia events in platinum-sensitive recurrent ovarian cancer patients. N

=alliz, M. Lapresa’, G. Doria'l, 5. Ficarelli#, 5. Canova®, 5. Derio’, E. Bizgioli?,

MahMGO

siche Mario Megri-IRCCS, Milan, |taly, *U0 Dstetricia e Ginecologia, ASST Spadali Civili di Brescia, Brascia, Italy, "Medical Oncology
cale di Reggio Emilia, IRCCS, Regaio Emilia, taly, Seynecologic Oncology dept., Fondazionse IRCCS-Istitute Nazionale dei Tumeori,

y, Toring, Itkaly, “U05D Clinical Research Unit |I0V-Istituto Oncelogico Veneto IRCCS, Padova, ltaly
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Miraparib RADAR dosing seems to be a walid schedule to reduce severe

thrombocytopenia, with no apparent detrimental impact on PFS.

1.Mansoor B M., et al. M EnglJ

The authors thank the patients and their families, M.Colombo:  Advisory  Boand:
Med 2016, volume as well as all the investigators involved.  AbbVie, Gilead, BioMTach,
375(22):2154-2164; Funding/Product/both for this study was provided  MNowvocura, Cnxerna, Eizai,
2. Josep MLAC, et 3l J Clin by GlaxoSmithKline LLC. mﬂ'ﬂé provided the MMUNoEEN, . SO Marck,
Oncol 200%; Velume 37, no. 22, opportunity to provide a courtesy review of the  AstraZenaca, Roche
3. Sandhu SK et al. Lamcet preliminary  wersion of this poblication for  Invited Speaker: GSE, M50/Merck,
Oncol 14:882-92, 2013 accuracy only, but the authors are sclely  AstraZeneca

responsible for final content and interpretation.
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NItCHE

ENGOT-ov51/ MITO 33 A Randomized phase Il trial on Nlraparib-dostarlimab vs physiscian’s choice

CHEmotherapy in recurrent, platinum resistant ovarian, fallopian tube or primary peritoneal cancer: NItCHE
trial

* ENGOT Model: B

* Sponsor: MITO Group

* Lead Group: MaNGO

* Participating Groups: MaNGO, MITO, GINECO, NOGGO, CEEGOG

» Partecipating MaNGO sites IEO / Nicoletta Colombo ( MaNGO PI) , Spedali Civili/Germana Tognon, Ospedale S. Anna /Dionyssios
Katsaros, Ospedale Manzoni /Federica Villa

MaNGO sites & study updates

The study has currently closed the recruitment Take home messages:

To complete eCRF & solve pending queries

* N2enrolled patients :586

* N2 total screening failure :133

* N2randomized patients : 441

* N2 death events: 192 (a total number of 247 events are required )
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ENGOT-ov65 / KEYNOTE-B96

ENGOT-ov65 / MK-3475-B96 / KEYNOTE-B96: A Phase 3, Randomized, Double-Blind Study of
Pembrolizumab Versus Placebo in Combination With Paclitaxel With or Without Bevacizumab for the

Treatment of Platinum-resistant Recurrent Ovarian Cancer (KEYNOTE-B96/ENGOT-ov65) A
ENGOT j 4
0 MERCK 9 I aNGO
Statistical Considerations
- - Pembrolizumab - Prir;:snj e'cl;:psninﬁ: 00
Key Eligibility Criteria 'Side;'; >=1{a=0.021- e ENGOT Model: C
. . - PFSin all populati
« Platinum Resistant OC (020,005 1 o1 ded) with roll-  Sponsor: Merck Sharp & Dohme Corp.
patients (refractory Randomization over of alpha from PFS in
excluded) 11 CPST if positive * Lead Group: MaNGO
. . _ - Key secondary endpoints: .
* EC_OG' PSO,1 lacebo -0Sin all population
* Priorimmune oncology Stratification P Hierarchical approach:
allowed factors + 408 in CPS1 can be tested
e BV TR (s for randomization Paclitaxel only if b.u_th PFS analyses
= Priﬁr beva[:izumﬂb a"UWEd : Eg‘ffrgtllar:uasb use +j_ bevaCIzumab ¢:+?]rse |I:|)-|D:|I|tI:t[:; can be tested
* Prior 10 only if 0S in CPS1 will be

positive

e LPLV: 05/03/2025 >> Interim Analysis 2 / abstract sent to ESMO 2025
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Pembrolizumab Combo Improves PFS in Platinum-Resistant Ovarian
Cancer

May 21, 2025
By Russ Conroy
Fact checked by Ariana Pelosci

s
£ [x1inlo =18

KEYNOTE-B96 showed pembrolizumab-based therapy improved PFS and OS in PD-LT-positive platinum-resistant ovarian cancer.

The phase 3 KEYNOTE-B96/ENGQOT-ov65 trial (NCT05116189) found that
pembrolizumab (Keytruda) plus paclitaxel with or without bevacizumab
(Avastin) significantly improved progression-free survival (PFS) in patients
with platinum-resistant ovarian cancer, including those with PD-L1-positive
tumors, meeting the trial’s primary end point, according to a press release

from Merck.]

After an independent data monitoring committee conducted prespecified
interim analyses, data showed that pembrolizumab-based treatment

produced a clinically meaningful and statistically significant PFS improvement

s T e e e vs placebo plus chemotherapy with or without bevacizumab, regardless of



OVARIAN CANCER TRIALS SUMMARY

Accrual ongoing trials
* ENGOT-ov63 / NIRVANA-1 (first line)
* IOLANTHE (first line)
* ENGOT-ov76 / GLORIOSA (platinum sensitive)
* ENGOT-ov77 / DS6000-109 (platinum resistant)
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ENGOT-ov63/NIRVANA-1

ENGOT-ov63 / NIRVANA-1 A Randomized Study of Paclitaxel-Carboplatin followed by maintenance Niraparib
compared to Paclitaxel-Carboplatin-Bevacizumab followed by maintenance Niraparib+Bevacizumab in Patients
With Advanced Ovarian Cancer Following a Front-Line Complete Cytoreductive Surgery

Istituto Nazionale dei Tumori - Pl 13 patients randomized, 2 ENGOT Model: A
Francesco Raspagliesi (MaNGO PI) screen-failed Sponsor: ARCAGY GINECO

* The recruitment is currently ongoing
e 271 patients randomized (target 380 pts)
- - * Last randomized patient : Q1 2026 (estimated)
Ospedale di Sondrio - Pl Alessandro . .
Bertolini Open not yet recruited * Last patient last treatment: Q2 2028 (planned)
* Last patient last visit : Q1 2031 (planned)

AOQOU Careggi — Pl Maria Cristina Petrella 2 patients randomized,

Ospedale S. Gerardo - Pl Andrea Alberto . .
. . 6patients randomized
Lissoni Take home message:
- to identify new potential patients

- to complete eCRF & solve pending queries

Istituto Europeo di Oncologia — PI

Nicoletta Colombo 10 patients randomized

Ospedale Croce e Carle - PI Marcella

Occelli Open not yet recruited Ejﬁ?@\ g A s
2= MaNGO

m (V)GINE GeiCo

Ospedale Sant’Anna — PI Dionyssios Agreement not yet
I ot rerotiated EW DIRECTIONS IN GYNAECOLOGICAL CANCERS n D.
AaNG




IOLANTHE

IOlanTHe A phase H1b-1V trial Step 1 (screening & chemotherapy) Step 2 (maintenance)

testing Olaparib and Translational study
Bevacizumab as maintenance ok saais 2 (m:‘byp'c
frontline Treatment of HRD 1

positive ovarian tumours High grade P HRDtest 3 HRD+ and _ ‘
epithelial stage N Chatrothera Olaparib 300mg bid +
- py . ".

NI-IV* after T r?ﬁ\;)aomzumab 15mg/kg (q3w)
surgery or

Sponsor: Ymagine diagnostic biopsy

Pl: Federica Tomao (Sapienza Roma) N~190 « HRD- I

.. * HRD+ not *ovari -
No. of sites involved: 13 CRPR ; p‘;ﬁgig;ﬁ'ﬁgg: tube, or
i i -in* 15- - E— , CR/PR: complete
No. of pts registered: 198 1 (ctDNA) iscretion and twice a day, q3w: every 3 weeks;
P & study 1 (CtDNA) followed until PD PD: progression of disease

No. of screening failures: 25

No. of pts eligible for step 1: 134

12 months gﬂggrt;i
Closure of enrolment: end of Sep. accrual chemotherapy

2025
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24 months

olaparib maintenance Total: 42 months




Translational study no. 1 - aims HUMXNITAS
Plasma collection at specific timepoints for ctDNA longitudinal monitor
Cancer

Pharmacology group

primary surgery

(ql2w)
(T-1/T0)

(T3-1, T3-2,.. ||'

(T4)

(T1 and T2)

Bef Duri Prof. Maurizio
erore uring D’Incalci
diagnostic l Befg;teerand maintenance ™ At disease l
laparoscopy/ == chemotherapy = with olaparib s progression s

Mutational status of HR-
related genes and other
genes such as Tp53BP1,

Association between
residual tumour and

CtDNA levels i.e., % of Anticipate recurrence

POLQ, REV7 known to
Tumor Fraction (TF)

contribute to PARPI

resistance
o o il [EO

Translational study no. 2 - aims p— @ stituto Europeo

) di Oncologia

Organotypic model ® © o l
Fresh tumor tissue Healthy Ugo Cavallaro

omentu . .
\ } Unit of Gynecological

’ ‘ Oncology Research

The patients’ response to olaparib The cancer cells’ response is defined as the

XXIl ASSEMBLEA | and bevacizumab will be evaluated ) NEW oIREBSRCEALE L of either bulk or cancer stem cells \
in terms of 24 month PES which survive after 72-hour exposure to olaparib. .. 50



Exploratory aims:

Primary tumor tissues will be analysed with different in-house assays aimed at predicting the response

to platinum and olaparib.

The agreement between these assays and the commercial one (Myriad Mychoice CDxPlus) will be

evaluated.
These assays will include:

- the guantification by an immunofluorescence-based assay of number of RAD51/Gemin positive cells

(RAD51 score) - Evaluation performed at Mario Negri by Giovanna Damia group

- An academic HRD - Test developed by Humanitas/ D’Incalci group
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Ovarian cancer trials — Accrual ongoing IOLANTHE

Enrolment Status as of Jun 26, 2025

197 203

200
183

177
170

160

150

150
135
123 s 123
111 106
100 97 95
84 84
72
61
50 ,
o 2 3 3
2
159 6
Lat

2023/12 202417 2024/8 2024/9  2024/10 2024/11 2024/12 2025/1 2025/2 2025/3 2025/4  2025/5 2025/6

131 134 136 136

128

mmm No. pts registered === No. screening failures === No. pts eligible for step 1 mmmNo. pts eligible for step 2 ——Target
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ENGOT-ov76/GLORIOSA

ENGOT-ov76/GLORIOSA Randomized, multicenter, open-label, Phase 3 study
of mirvetuximab soravtansine in combination with bevacizumab versus
bevacizumab alone as maintenance therapy for patients with FRa-high

recurrent platinum-sensitive epithelial ovarian, fallopian tube, or primary
peritoneal cancers who have not progressed after second-line platinum-based
chemotherapy plus bevacizumab

* ENGOT model: C
* Sponsor: AbbVie

* Lead Group ENGOT: MITO N
g N
Naewwiss AT
MaNGO



ENGOT-ov76/GLORIOSA

Enrolment Global Enrolment updates MaNGO sites @11 June 2025

Hospital/Institution | Maintenance RuniIn Screening
Name Enrolled Enrolled failure

200
180
160

Sikokis Angelica AOU di Parma
140
120 Tomao Federica AOU Policlinico Umberto | 0 0 0
100 ASST Ospedale Al d
80 Villa Federica spedaie Aessandro 1 0 2
Manzoni
60
40 Porzio Rosa AUSL I.Dlacenza Ospedale 1 0 0
Guglielmo da Saliceto
20
0 AUSL RE Arcispedale Santa

Bologna Alessandra

ENGOT APGOT Others Maria Nuova

m Expec Random ® Actual Random .
Baldini Editta Azienda USL Toscana Nord 0 0 1
Ovest Ospedale San Luca

Total expected: 520
Total random: 333 Raspagliesi Francesco Fonda.zioneIRC.CS Istitu.to 5 1 6
Total screening failure: 1064

due to negative FRa: 808 Mammoliti Serafina  IRCCS AOU San Martino 1 1 3

Nazionale dei Tumori




ENGOT-ov77 /DS6000-109

ENGOT-ov77 / DS6000-109 A Phase 2/3, Multicenter, Randomized Study of Raludotatug
Deruxtecan (R-DXd), a CDH6-directed Antibody-drug Conjugate, in Subjects with Platinum-
resistant, High-grade Ovarian, Primary Peritoneal, or Fallopian Tube Cancers

Fopiliation Phase 2 part : Phase 3 part

Key Eligibility ‘ s :
¢ ENGOT model: C Dy bo00 :
* High-grade serous epithelial ovarian, 4.8 mg/kg, Q3W : DS-6000
. ee L. high-grade endometrioid ovarian, N=35 (~52%) : RP3 ke IV, Q3W
® Sponsor. Daiichi primary peritoneal, or fallopian tube 2 mg{ eI
cancer DS-6000 N=225
Sankyo, Inc 5.6 mg/kg, Q3W :
* Platinum-resistant disease N=35 (~52*) h
. = Investigator’s Choice
® Lea d G rou p E N G OT- * Prior bevacizumab DS-6000 : 11 (PLD, Topotecan, Gemcitabine, Paclitaxel)
GINECO *+ Measurable disease per RECIST v1.1 6.4 mg/kg, Q3W N=225
- ~ - e - 3
* ECOGPSO0-1 R ( :52 ) Dose selection E Crossover is not allowed
; analysis and Go/No :
* 1to 3 prior systemic lines of IA at 50% enroliment ’ /

SUCORF theraDy for Phase 3 part IA (ORR/DOR) to support AA

* Prior Mirve if aFR High Objective (Ph2) Objective (Ph3)

* Prior PARPi for BRCAmut « PoC (Go/No Go for Ph3)

* No patient selection based on CDH6 * Dose Optimization
expression level by IHC

Stratification Factors 7 Endpoints (Ph2) Endpoints (Ph3)

* Prior lines of therapy (1 vs 2/3) Dual Primary endpoint

* Registration (IA for AA, FA for full approval)

« CDH6 expression low vs High f"g‘;;"bz“g'é‘;'“t * PFS by BICR, ORR by BICR
* Investigator's choice of Secondary endpoints Key secondary '
chemotherapy (paclitaxel vs. others), » Safety, DOR by BICR OS (powered), QOL (to be determined by Ph2 part)
Ph3 only QOL endpoints (exploratory) . r Secondary endpoints
* EORTC QLQ-C30and QLQ-OV28 § + Safety, PFS by investigator, ORR, DOR, QOL

XXIl ASSEMBLEA MaNG

b . The enroliment will be continued after 35" patient-in until TLR (4 mo to 7 mo) to accumulate additional data to justify the RP3D. The diagram assumes S months.
**European Organization for Research and Treatment of Cancer (EORTC), Quality of Life Questionnaire (QLQ), core cancer module (C30) and ovarian cancer module {OV28)




Study Timelines & MaNGO Sites status

Phase Il (Optimization dose )
* First Patient In (ENGOT): 19-Jun-2024
* Last Patient In: 14-Oct-2024

* Phase Il expansion: for all site starting since Aug-2025 (Italy will
join only in case of remaining slots from US)

Phase IlI
* First Patient In expected: Q4 2025

SITE_I

D — SITE_NAME SIV Date

SITE_STATUS FIRST_NAME LAST_NAME

Date

Andrea

3901 Ospedale San Gerardo Monza 1. Notopen Alberto LISSONI

3903 AOU Careggi 3. Open - Active Maria Cristina PETRELLA 19-Jul-24 01-Aug-24
3904 Istituto Europeo diOncologia 3. Open- Active Nicoletta COLOMBO 15-Jul-24 17-Jul-24
3907 Ospedale Mauriziano 3. Open - Active Annamaria  FERRERO 11-Jul-24 11-Jul-24

Site Activation

ENGOT-ov77 /DS6000-109

Results Optimization dose
(107 pts) will be
presented at ESMO 2025

# Patient in # Patient # Patient TOTAL

screening  enrolled  Screenfailed  #Patient L
Phase 3
0 5 2 7
= 19 10 29
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Grazie per l'attenzione
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