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Guidelines

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

Recurrent EOC

r V N
Assessment of the following factors [I-II, AJ:
* Histotype * TFip
e Number of prior lines * Residual toxicity — anticancer therapy BSC
* Exposure and response ¢ Patient’s general condition
to prior treatment * Patient preference

h'd

Platinum is not the best option
when® [ll-IV, A]:
* Progression during platinum
* Early symptomatic progression
* Platinum intolerance®

Early palliative care [1, A]
Single agent (non-platinum)© [1, B]
+ bevacizumab, if not contraindicated

or previously exposed [, A; MCBS 4]
Trabectedin—PLD (if TFlp >6 months

and platinum intolerant) [Il, C; MCBS 2]

Gonzalez-Martin, Ann Oncol 2023

L

Y
Platinum is the best option when:
* Prior response to platinum
¢ No contraindication

N ]
First relapse and positive

l Yes

No
AGO score?

Consider surgery by

expert team [, A]

U

W

No priority for symptomatic response

i

Y

Priority for symptomatic response
and no contraindication to bevacizumab
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Evolution of platinum-resistance definition

o ANNALS &

Arbitrary 6 months cut-off
The systemic treatment of recurrent ovarian cancer revisited

T. Baert'', A Ferrero’, J. Sehoull’, D. M. O'Donnell’, A. Gonzdler-Martin®, F. Joly', J. van der Velden", P. Blecharzs”,
D. S P Tan'"", D, Querleu'’, N. Colombo' """, A. du Bols'' & 1. A, Ledermann'"’

A , Platinum-eligibility

Surgery
e : 60 -
FOFPEPEOEOED
chemotherapy
40 -
Refractory Resistant Partially sensitive Sensitive -
=
z
o
0% <10% 30% > 50%
) Q & & & & &
Tapia, 2013 Fe & & & e Ko Fo
pia, & & o A S B

& o o Baert, Ann Oncol 2021
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Progression to PARPI

Effect of platinum after PD to PARPi in PAOLAL1 trial

100 T PBC as FST Progression Prslon Control
d laparib
Platinum PARP Inhibitor 90 - \‘ e uring olapari, |ESSEERENES _
‘ . : (n=132) (n=162)
Resistance Immunosuppreasive Resistance _ 80+ \ %X
‘j’:‘,"“"""“"' g 1 % Wk Events, n (%) 150 (96) 103 (78) 139 (86)
A g N Median (95% CI)
— maRes g 60 - \\ \.\ months : 73(57-84) 120(10.3-14.8) 12.9(11.8-14.1)
Transgorters .® $ 90 ke % HR (95% C1) 23(18-29)  1.1(08-14)
.S = g 1 \ %
E‘ 30 4 \\ "\;‘\
20 4 s ey I Progression after olaparil
10 4 s i D . Control
] e —_— L. Progression during olaparib
' L\l ) L 1
0 12 24 36 48 60

Time from FST to SST (months)

Patients at risk
‘;‘ Progresson atier olaparis 132 113 97 83 60 46 35 25 21 14 1 5 2 1 0
i Progression during olaparib 157 130 88 54 31 17 14 11 10 6 6 4 4 3 2 1 1 1 1
moplastic stroma
Control 162 150 139 120 90 58 45 33 28 24 19 18 14 12 9 8 5 1 0

— Onegabiend in e clapanh am o oot recetee sy trestrent aeed s 1ot incliided o s anabus.

McMullen, Cancers 2020

Harter, Ann Oncol 2025
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Target therapies in platinum resistant ovarian cancer
AURELIA Trial: Bevacizumab plus single agent chemotherapy

w— CT wes BEV+CT
w— T we BEV +CT i
1.0 4 (n=182) (n=179) 1.0 n=182) (n=179)
Events, n (%) 166(91%)  135(75%) 3’9“1‘?5' ’B‘S%’ " '3‘2 ‘37:%’ ‘28' gé%’
il Median PFS, months 34 6.7 0.8 - edian 0S, months : i
= 0.8 95% 291037 571079 . ®%Cl 119t 164 13710190
= HR (unstratified) 048 é'. HR (unstratified) 0.85
= 95% CI 03810 0.60 = %%l 06610 1.08
g 0.6 Log-rank P value < 001 = .0 A Log-rank P value <174
o — (2-sided, unstratified) -8 (2-sided, unstratified)
b —
2 04- 2 04+
w %)
o o
0.2 - 0.2 -
34 ’
T T L T T -T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 0 6 12 18 24 30 36 42
- Time (months) _ Time (months)
0. at risk No, at risk
CT 182 3 37 20 8 1 1 0 0 cT 182 130 98 63 29 12 1 0
BEV + CT 179 140 88 49 18 4 1 1 0 BEV+CT 179 148 106 75 39 13 1 0

Pujade-Lauraine, JCO 2014
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Treatment options to overcome resistance

10 combos:
« Dostarlimab + Paclitaxel + Bev
« Oregovomab + PLD

ADCs:
« FOLR1

(Mirvetuximab soravtansine)
« NaPi2b

(Upifitamab rilsodotin)
* Mesothelin

(Anetumab ravtansine)
* Tissue factor

(Tisotumab vedotin)

_rr =

Restoration of HR
NE;

DI

Reversion mutation of HR genes
Methylation

L J L J
Promoter BRCA1/2 RADS1

Overcoming
resistance

Replication fork stability

EZH2 - MUS81
PTIP- MRET

progression

Bypassing
resistance

Gonzalez-Ochoa E, Oza AM CCR 2023
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Drug delivery

'« OReO (Olaparib) “
« MOLTO (Olaparib)
* QUADRA (Niraparib)

" PARPi

| !
_ rechallenge
A = ‘\.‘ - p

Targeted therapies +/- PARPi:
* ATR (Camonsertib, Ceralasertib)
* CHK1 (Prexasertib)
« Wee-1 (Adavosertib)
* PIK3CA/AKT (Capivasertib)
* MAPK/ERK (Selumetinib)
« VEGFi (Cediranib, Bev)
10 combos
« (Dostarlimab + Niraparib + Bev)

~_Pol@ inhibitors (ARTS58)

4

~
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Mirvetuximab Soravtansine in Ovarian Cancer

The limited expression of FRat in ‘
non-malignant tissues and limited

functional relevance of this | Potentiat bystander
recel;)(_or in qdul: tissues might effect whereby the
result in minimal on-target, ‘ ;
ik | cytotoxic payload d
off-tumour toxicities and thus a |2 : ADC with .
fivesinable thbrapaitic index ety eytotoxic payload « Folate Receptor alfa (FRa) is a cell surface

o

FRa comml,;::es to folate ptake Overexpression of FRa folate receptor that mediates folate transport
non-malignant and, in oncentration of a - . .
p!nﬁ:ular. m%lignam cells ‘ Z)notoxlic ;')'aylo;d anibior |nt0 eplthel |a| Ce"S

‘ targeting of cells of the
immune system to

tumour cells * Involved in pro-survival signals in ovarian
5 cancer

complex

T cell

 Expression is limited in normal cells

Nor‘u-malignam \
cell Eviracaticl 5 Cytotoxic . . . .
s granules « High expression on the surface of epithelial
| P ) CAR T cell ovarian cancer cells as determined by
rpivai g Eniotonic immunohistochemistry
signalling via ERK granules
and/or STAB .
Possible direct ar;titumour ' Folic acid _’ A high affinity for non-physiological folate

effects owing to inhibition
of FRa, thus suppressing
cellular proliferation
and/or migration

substrates renders FRa a preferential
| target of folic acid conjugates, which can
have both therapeutic and theranostic
applications

conjugated to
admug and/or
imaging tracer \

Scaranti, Nat Rev Clin Oncol 2020
XXIl ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS A .
MaNGO

IT-ELAH-250076



Mirvetuximab Soravtansine: FORWARD 1 trial

Phase 3 trial in medium-high FRa

Mirvetuximab

Soravtansine

(n=248) ; :
Progression-free survival (PFS; by

>-5-f FORWARD | Ui (slor iem 2ock ek e BIRC®) for ITT and high FRa
. . . - populations
2:1 Randomization

Primary Endpoint

. FRq-posmve tumor expression o ) *BIRC = Blinded Independent Review Committee,
= ifi Fi 2
- Medium (50-74% cells positive) FRa expression (medlum o high) B A
- High (275% cells positive) P"'g; ;";'Zt;':; e( ,:1 g;’hde f; gr 3)
i y
. ECOQ perfonngnoe status O or 1 Secondary Endpoints
*  1-3 prior therapies : , .
Investigator’s Choice Overall response rate (ORR)
T : Chemotherapy ~ Overall survival (OS)
Statistical Assumptions Paciitaxel, PLD?, or Topotecan Patient reported outcomes (PRO)
» Hochberg procedure (n=118)
+ 0=0.05 (two-sided), power = 90% Paciitaxel: 80 mo/m* weskly

HR=0.58; control arm mPFS 3.5 mos PLD: 40 mg/n? ance every 4 weeks
Topotecan: 4 mg/im* on Days 1, 8, and 15
every 4 weeks, or 1.25 mg/m? on Days 1-5
every 3 weeks
TPegylated liposomal doxorubicin
ClinicalTrials.gov Identifier: NCT02631876

Moore, Ann Oncol 2021
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Mirvetuximab Soravtansine: FORWARD 1 trial

ITT population

1.04 — Mirvetoomal
—— Chamotharaphy : .
& Gancres The importance of the biomarker
08+
= 0.7 1
g . . .
§ o PS2+ Scoring 10X Scoring
0.5
» 0 * Inall prior studies, PS2+ scoring was used to assess FRa *  In FORWARD |, a simplified scoring method to assess FRa
& o3 expression expression was implemented
02 Eligibility determined by staining intensity and percentage of »  Eligibility was determined by scoring just the percentage of cells
0,14 Hazard a0 (95% Cf 0.98 (0.73-1.31) tumor cells staining at 0, 1+, 2+, or 3+ yn'lh m:embrane staining by <10X magnification, without regard to
P« 0897 I n
(- SSatertec s C O AN e S LA (S S S [\ S S | S R 1+ intensdy 2+ intensity 3+ intensity e J
0 1 2 3 4 5§ &6 7 8 9 10 %1 12 13 14 15 16 V7 8 3
Months
Number at risk 10X Scoring
Mirvetuximad 248 132 54 2% 1 4 0 PS2+ Scoring Positive: 2 50% of
Chemothersghy 118 50 27 12 0 posmve > 50% of 3
\ : s with tumor cells with FRa
sotbions membrane staining
. FRa membrane o
FRa high : visible at 10X
g staining with = 2+ A
10 Intensity ot
- objective
094
058
el Bridging study indicated that 10X scoring was sufficient for patient selection
% 05 Exploratory analyses suggest that the change in scoring method from PS2+ to 10X introduced
3 os a population of patients into FORWARD | with lower levels of FRa expression than intended
5 o)
& as
039
024
0.1 Mazard satio (5% C) 0.63 (0.48-1.00)
A LT A, | S ——— Moore, Ann Oncol 2021
0 1 2 3 4 5 6 7 8 9 %W 1 12 13 14 15 6 17 18
Months '
b ot ek AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS
Mirvetuomab 14 &8 38 19 10 3 0 NG
Chemotheraphy 71 28 14 7 o MaNGO
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Mirvetuximab Soravtansine: the importance of biomarker

Efficacy according the FRa scoring

LK g S Ko PFS Hazard Ratio Plot
FRa: exprsseion Efficacy Parameter/PS2+ Level Hazard Ratio P Value
o
0 34% below intended PFS (BIRC)
40% SOOW
FRa Medium FRa <50% inclusion cutoff FRa High o 0.015|
n=134 n=114 = o Medium » 0.954
FRa <50% » 0.143
PFS (INV)
Intended FRa: e igh . 0037
expression FRoc Medium - 0.343
A (medium/high) FRa < 50% o 0.545
FRa High
n=198 f : ' X
0.2 1.0 15 20 15
- -—
4 Mirvetuximab better IC Chemo better

P values from unstratified log-rank test

M High (275%) B Medium (50-74%)  <50%
Moore, Ann Oncol 2021

XXII ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS

n
MaNGO

IT-ELAH-250076



Mirvetuximab Soravtansine: MIRASOL trial

High FRa expression

An open-label, phase 3 randomized trial of MIRV vs investigator’s choice

chemotherapy in patients with FRa-high platinum-resistant ovarian cancer

Patient Population Primary Endpoint
(N=453) Treatment Regimen-Experimental PES by INV
S MIRV (BICR sensitivity analysis)
i i i = | 3W
Platinum-resistant disease 8 (6 mg/kg AIBW Q3W) Koy Seconsiary Endpolnts
(PF1 <6 mo) £
FRa detected by IHC with PS2+ intensity 3 1) °'2‘)R°‘g’ INV
among 275% of viable tumor cells & Treatment Regimen-Control 3) PROs®
High-grade serous histology b !
1° platinum-refractory disease excluded '“VGSﬁgator s Choice Secondary Endpoints
(primary PF1 <3 mo) _Chemotherapy Safety and tolerability
1-3 prior lines of therapy (Paclitaxel, PLD, or Topotecan) DOR
Prior BEV and PARPI allowed S cati ctors CA-125 response®
Patients with BRCA mutations allowed IC chemo: paclitaxel, PLD, or topotecan PFS2
Prior lines of therapy: 1vs 2vs 3

Moore, NEJIM 2023
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MIRASOL trial: Efficacy

Primary Endpoint: Progression-Free Survival by Investigator

1.0 T
E MIRV IC Chemo
= 08 - (n=227) (n=226)
% mPFS (95% Cl) 562 (4.34, 595) 3.98(2.86,447)
g 06 Events, n (%) 176 (77.5) 166 (73.5)
§ HR (95% CI) 0.65 (0.52, 0.81)
alue <0.0001
g 04- i
“w
g 0.2 -
+ Censored ﬁ———————*
0.0 - N
1 | 1 | 1 | | 1 | |
0 3 6 9 12 15 18 21 24 27
Time (months)
No. Participants at Risk MIRV == IC Chemo
MIRV 227 151 GE) 38 18 10 3 3 1 0
IC Chemo 226 98 48 19 3 3 2 1 0

Moore, NEJIM 2023
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MIRASOL trial: Efficacy

Overall Survival

MIRY IC Chemo
1.0 = (n=227) (n=226)
mOS (95% Cl) | 16.46 (14.46,24.57) | 12.75 (10.91, 14.36)
08 = Events, n (%) 90 (39.6) 114 (50.4)
2 HR (95% CI) 0.67 (0.50, 0.89)
g 0.6 - p-value* 0.0046
s 0.4
02 -
+ Censored
0.0 -
1 I I I I I I I | I |
0 3 6 9 12 15 18 21 24 27 20
Time (months)
No. Participants at Risk = MRV IC Chemo
MIRY 227 204 175 128 82 53 28 15 i) E] 0
IC Cheamo 226 185 157 107 68 39 18 9 5 2 0

Moore, NEJM 2023
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MIRASOL trial: Efficacy

MIRV IC Chemo
g 42% ORR g ™
Sl (confirmed) :
¥ B
N — B
B S
ol l‘l‘l’l”l e ’\“V“”J’I IWH’W ‘H W P
é e 80% with tumor [ EE 55% with tumor
i.mm i.mJ

Moore, NEJIM 2023
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MIRASOL trial: Safety

N o
+
MIRV (N=218) 1/ 56% chlar AE
” ! IC Chemo* (N=207) I Il Majority resolved to G=<1

No G4
Median time onset: 5.4 weeks
32

35
2 b g 2 2 4 pts (1.8%) discontinue due to
ocular AE
* No corneal ulceration or
12 13 perforations and no permanent
L é alterations
3 4, 43
1 000 0

"GH2BE2B pAo| EMofEraf|Elapesapesop|esep grepesag

Peripheral Blurred
Neuropathy® Vision Keratopathy Dry Eye

Hematologic General Gastrointestinal Ocular

41

29

4 4

1

Neutropenla  Anemia Thrombocytopenia Alopecia Dlarrhea Nausea  Stomatitis

Moore, NEJIM 2023
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How to manage safety?

Safety profile .
Risk factors CarZaé;sg:z
:g:vv :8 tr:\:arntutor \eége 50'(,0 Health care professionals
Dose optimization 6\\ . Specialists
c (@)
¥y @ A >
R4 M=
“ma
@
Pt
2 S
Baseline assessment ./9 Multidisciplinary

Reduce risk factors ef/b 1 ea(o team to manage
Prophylaxis n adverse events

created with biorender
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MIRASOL trial: Impact of dose reduction

55% of patients in the MIRV arm 50% of patients in the IC chemo arm had dose modifications

PFS: HR 0.58

meEs 1868, S 547 a
o B — ITT: PFS HR 0.65
g’ | HR &S O) lﬂ:::n) OS HR 0-67
i
Tt 1 =z = 3 ORR 60% 26%
No. Participants o Risk i (ovehe n, 95% CI 74, (505, 684) 30, (18.5, 354)
s W B o M W w = X B Best overall response, n (%)
CR 10 (8.1) 0
: IS
N OS: HR 04 =08 35 O 22074-) | mymann PR 64 (51.6) 30 (26.3)
- Events. 0 k-1 =
e p—T— SD 44 (35.5) 61 (53.5)
Not evaluable 1(0.8) 5(44)

Overall survival
probatdity
s

lIT population: ORR 42%

1 vGemscred
s 3 € : t f 1 = z »
Neo Partcpaets ot Saa
- = = ®m » & &£ = & % 2 ¢ Banerjee, ESMO Gyne 2024
W O L e M L Q n 2 € 3 1 L
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MIRASOL - QOL

Responder® analysis for OV28 abdominal/Gl 2506 - P=0.0023

symptom subscale scores by treatment group 22.9%
at Week 8/9 n=39/170
P=0.2611¢ P=0.0318¢

20% -+

0% 1 e P=0.0038

n=47/162 :
P=0.0672

159% P=0.0386 14.3%

n=34/162 11.8% n=24/168

n=23/150 10%

n=17/168

Frequency of patients with
improved abdominal/Gl symptoms

Frequency of patients with improved scores

5%
Primary analysis Sensitivity® analysis IC chemo IC chemo
(15-pointd threshold) (11-point threshold) 0%
GHS/QolL Physical Role Fatigue
functioning functioning symptoms

Konecny, SGO 2024, Garcia ESGO 2025
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Mirvetuximab Soravtansine: The FUTURE

Can we move Mirve in earlier settings? PICCOLO Trial in platinum-sensitive OC

TUUY
8 807 . .
fo Maximum Tumor % Change From Baseline
40‘ . "
Bl PICCOLO: ORR by Subgroups [IETBETE
g 01 Total population ORR: 51.9% (95% ClI, 40.4-63.3) . FARED ot (5% C1)
| s Naive _ 88(35NR)
40 Treated  83(55108)
407 PD with PARPi® 7.3(5.0-108) ﬁ
é 60 o AP 415"035‘ No PD with PARPI 84 (7.0-NR)
-804 460809 aianly 7%
100 6‘07?9,57 57.4% 580
o o 49.0%
Primary Endpoint N=79 g ceas | DA%
ORR, n (%) 41(51.9) -
95% Cl | 404-63.3 Secondary Endpoints
Best Response, n (%) .
PR 35 (443) Months (95% Cl) - 8.25(56-10.8)
SD 9 (36.7) Median PFS | N=79 o tor2 3 22 Postue Negate Naive Treated | D with | NoPD Nohe Treated PARP and s12mo  >12mo
PD 7 (89) Months (95% Cl) 6.93 (5.8-9.6) o s il liadg BEV
‘ \Y: No. Prior Lines BRCA Mutation PARPi Exposure BEVExposure  Both PARPI&  Most Recent
of Therapy BEV Exposure PFI®

Alvarez Secord, Ann Oncol 2025
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Mirvetuximab Soravtansine: The FUTURE

Can we use Mirve as maintenance strateqy? _ . ”
. . : : = GLORIOSA Trial in platinum-sensitive OC
Can we combine Mirve with Bevacizumab?

Phase 3 GLORIOSA Study Design

| Prescreening and Triplet Run-In I Main Study Randomization and Treatment |

ps
Off study Main study
Two options for patient Run-in enrollment enrollment
enrollment . MIRV
l l 6 mg/kg AIBW Q3W
* Run-in option: prior to triplet . : +
therapy (if triplet therapy is not rPSOC ) Stratification bevacizumab 3
the local SOC) appropriate [FRO-NIGN| 5| tripjet o 15 mg/kg Q3W B
- Main study option: following for 2L triplet or SD : = o

triplet therapy, prior to therapy \ S PR q ; -
maintenance therapy ~ — : Bevacizumab
15 mg/kg Q3W

IT-ELAH-250076



The ADC revolution in oncology

@ Global 60 -

@ China
40 55 Approved by FDA

i

) ‘ In clinical development
E 30 50 -

i

'§

45 -
40 -

35 -

30 -

2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

251

20 -

# ADCs entering clinical development

15 -

10 -

I 1 5 | i
1985 1990 1995 2000 2005 2010 2015 2020 Aug
2024

Year

Ruan, Cancer Communications 2023; Colombo R, Cancer Discovery 2024
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Targeting FRoi: The FUTURE

Can we expand the indication for FRa targeting ADC using a different payload and regardless FRa expression?

) Rinatabart
Rinatabart sesutecan (Rina-S) is an investigational, FRa FRa

novel ADC composed of'!:
* A human monoclonal antibody directed at FRa ; linker

* A novel hydrophilic protease-cleavable linker

exatecan

+ Exatecan, a topoisomerase | inhibitor
——— Sesutecan (LD038) ——

Rina-S features a high, homogenous drug-to-antibody ratio of 8'0

Response by FRa Expression

Rina-?ﬂl % ;\g/m‘ ‘“““’?n‘:":g;’g’ 40 ) Best Change in Target Lesion SoD by FRa PS2+ Status
z
Median on-study follow-up, weeks (range)  46.4 (6.8, 65.3) 48.1(10.9-65.9) g o8 300 mg/m Rina-$ 120 mg/m*
Confirmed ORR®, % 22.7 55.6 § ll FRa PS2+ Status
(95% Cl) (7.8-45.4) (30.8-78.5) s 9 W FRa PS2r 2750
2 'I FRa PS2+ <75%*
Confirmed response, n (%) “g 8 Uninown
CR 1(4.5) 2(11.1) g
PR 4{18.2) 8(44.4) 'g-
SD 14 (63.6) 6(33.3) 5 -50
NE 0 1(5.8) %
Disease control rate, % 86.4 88.9 Z
(95% Cl) (65.1-97.1) (65.3-98.6)
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The FUTURE: which are other promising new targets and ADCs?

Cadherin 6 Preliminary antitumor activity of R-DXd is promising in heavily
o pretreated patients with OVC receiving doses of 4.8-6.4 mg/kg
R
o _. e . 48.6% (18/37; 95% CI: 31.9-65.6) 97.4% (95% Cl: 86.2-99.9)
F) 50 Including 1 CR,17 PRs, 18 SDs and 0 PD
° s. ’ —_ 4 unconfirmed responses were ongoing at the data cutoff
o 2
s 3' ) EE = g
. W o 3§ o B
Y T 85 oms
00 1 - B
—Q-‘. ; '§'§ -20 -
- 3 gg 40~
Z i
cmv&«ncc Paom;rylcc Serous OVC #07
Humanized anti . B0
COHE IgG1 mAb* PENDivom 100~ Starting dose level .4.8 mg'kg (n=9) . 5.6 mgkg (n=4) .5.4 mag’kg (n=23)

f -+ n
Sl ity
e d g{,@? Raludotatug Deruxtecan (R-DXd)

Toporsamerase | P oeces Suzuki, Mol Cancer Ther 2024; Moore SGO 2025
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The FUTURE: which are other promising targets in OC?

Claudine 6

A CLDN6 2
@
o ==
? 151 ) 2
% | . 21& =
% 103 y o : € PN | !;'.. é
S :Qgctccgtczgtggscccsgtg g §§
sEEZBEEE §§§ g5 §s g 58
SHUBBHBHINL I HY
..g g;ggzggggg'gg g.gg 3813 §. 32 g,gg.g e . . . . .
2 g 288 8 3 - RS 8 ggz s 6% Overall response M Progressive Disease (PD) Ml Stable Disease (SD) Il Partial Response (PR) M Compiete Response (CR)
3 §u§ § 5’§§ 58 e F
g § iix 3 §§ E § g
g 8 g S
© 3 gg Activity in CLDN6+ PROC

TORL-1-23 * ORR, 50% (4/8) at the 2.4 mg/kg dose

: : : * ORR, 42% (5/12) at the 3.0 mg/kg d
CLDNG6 targeting ADC with a ve-MMAE linker- Db SR
payload and a DAR ~4 McDermott CCR 2023; Konecny, ESMO 2024

XXII ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS A .
MaNGO

IT-ELAH-250076



Targeting HER2

DESTINY-PanTumor02 study

« Advanced solid tumors not eligible | S° Cervical cancer Primary endpoint
for curative therapy « Confirmed ORR
. 2L+ patient population 5’%‘3 Endometrial cancer (investigator)©
« HER2 expression (IHC 3+ or 2+) TDXd W ) , Secon:iary endpoints
* Local test or central test by 54mg/kg 8 . * DOR
HercepTest if local test not q3w (ﬁ{ Biliary tract cancer + DCRe
feasible (ASCO/CAP gastric : « PFS¢
» Prior HER2-targeting thera cohort \ \
allowed 9eing Py planned W & Biladder cancer - Safety
. ECOG/WHO PS 0-1 e et \ % e, s Data cut-off for analysis:
were to be closed) er tumors e Nov 16, 2022

Meric-Bernstam, JCO 2024
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Targeting HER2: THE PRESENT

Median PFS in months (85% CI)

10+ we= Ovarian cancer IHC 3+ 12.5 (3.1, NR)
& == Ovarian cancer: IMC 2+ 4.1 (2.3, 12.6)
0.8+ === Ovanan cancer Total 59 (4.0,83)
100 - 5
° 06+
- £
% - ® B % 04+
T o X =2 L
o & © 0.2+
80 - X8 °
o o 00‘ Ll Al 1 ) Al LR a.* L) A 2K L L
0 3 6 9 12 16 18 21 24 27 30
70 3 Time from first dose (months)

63.6

Confirmatory Phase 3 trials in OC
Phase 3 DESTINY-Ovarian01: T-DXd + Bevacizumab as 1L

Maintenance Therapy in HER2-Expressing Ovarian Cancer’

Confirmed ORR, %
3

40 - Tissue
e Main screening Treatment Follow-up
30 = 4 Koy Eligibility Criteria )
« Epithefal high-grade

avanan, faliopian ube.

20 of prmary pevitoneal
HERZ e (" swatification
axprassion « FIGO stage IN or IV + HERZ IHE 1+ vs 2+
(IHC 3%2¢/1 ) + NonPD afler 8 3+
10 i De{:::!:»\soo oorrdmmm#nd + Residual dkease . 40d (74 A
- camoplatin-pacitaxel aRar sUrgery of ro
cancer [HG || bevacizumab —  supervvamo $ :';‘9'”"“ Sl
0 - um:z o « Eigibie for bevaczumab reskual disease
9 ey Y mantenance as per At surgery
n= 40 1 1 1 9 corfrmation ;ﬁ:;: :‘:‘:a’ ; + Serous vs nonseraus
| N
ov I'i s e e Bevacizumab
MANENANCE &5 per
arian Investgator discresen 15 mgfikg QAW
N =552
HHC 342+ = 430 (B5%,)
\_ THC 1= » 32 (15%) ) Study Intervention

= T-DXd untl BICR PD or 34 cycies

Meric-Bernstam, JCO 2024 + Bevatizumab uni BICR PO or 16 cycles (maximum of 22 cycles

ncuding doses given with platinum-based chemomenapy )
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Targeting HER2: new ADC on the horizons

Patients with OC at 12 mg/kg Q3W dose
HER2 expression [0 |HC1+ [ IHC2+ [ IHC3+

HHARHAHAE

Topo | inhibitor

»

Trastuzumab * ok A

*

Maximum change in tumor size from baseline

-100% 1 *
* Confirmed Response

Shu, ESMO 2024
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Targeting TROP2 across Gyne Cancers

Trophoblast cell surface antigen 2 (TROP2) is a transmembrane calcium signal transducer promoting tumor proliferation by
regulating the calcium ion signaling pathway and cyclin expression and reducing fibronectin adhesion

58% of oral ALD, 82.5% of papillary thyroid carcinoma, but
— I = B nil of follicular adenomas, follicular

carcinomas and medullary carcinomas
64% of adenocarcinomas,
75% of squamous cell

carcinoma, and 18% of high-| " 1 Overall 80% of breast cancers; 88% of
grade neuroendocrine 7 TNBCs; HR+/HER2- breast cancers
tumor ' have higher Trop 2 expression than
other HER2# subtypes.
80% of l 55% of pancreatic cancers
urothelial cancers;
71% of prostate cancers
56% of gastric carcinoma
58.6% of epithelial ovarian
cancers; 71.8% of .
endometrial endometrioid 68.4% of colon cancers

carcinomas; 88.7% of
cervical cancers

TROP-2 is Highly Expressed in GYN cancers

TROP2 RNA expression In TCGA

Koy ronml papiifary cull
Cholangh

Uterinme ¢

Kiddnmy rennl ol
Skt
Touthcul
Liver hepatoseliul

Adrenocor carcinmm
CHOBIAROm mu Wi
Uysal Melanom
" e w sl Parapanghion
pnct
o

O 20 A s o 100%,
= TROP medium/expressed (Based on IHCIntarmed distibution) - THOPY Nah (top pancancer terile)

Wen Y et al. Ann Transl Med. 2022; Cheng Y, et al. Front. Oncol. 2022; . Liao, S et al. Preprints. 2020,

XXII ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS

IT-ELAH-250076




ADC Targeting TROP2 in Ovarian Cancer

Sacituzumab tirumotecan Datopotamab deruxtecan SHR A1921
(MK-2870) N=26 (PROC) Q 21 day dosing 3.0mg/kg (N=26)
5mg/kg D1, D15 Day 1, 8 2.0mg/kg (N=20)
N=35 (PROC)
Payload Belotecan derivative Topoisomerase @ Topoisomerase 1- deruxtecan Topoisomerase 1 (proprietary
| SHR9265)
DAR 7.4 4 4
c 101€ O1 DI O Cl CAUIC 0
. . a a
@

Prior NR 71.4% 76%

ORR 37.1% (PROC) 34.6% (95% Cl 17.2- 55.7) 42.3% (95% Cl 23.4-63.1)
(PROC) 58.8% (95% CI 32.9-81.6)

DOR 5.3 months (2.1, 24.4+) 5.6 months (2.9-NC) 9.9 months (4.5-NC)

(PROC) 6.3 months (3.0-NC)

mPFS 6.0 months (95% CI 3.9-7.3) 5.6 months (inclusive of PSOC) 7.9 (4.2-NR)
(inclusive of PSOC) 6.9 (4.2- 9.6)
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Open questions and challenges

Dose optimization
Treatment duration
Sequence
Safety
QoL
Biomarkers
Setting
Resistance Mechanisms

How to choose among many ADCs?
Which will be the best SoC arm in trials?
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{ Optimization of clinical monitoring protocols

J [ Analysis of pre-/post-ADC biological samples ]

[' Optimization of ADC dose and schedule

Understanding of linker stability

' Development of remote |

] [ Quantitative assessment of target expression J

Markers of internalization and R
of payload sensitivity )

\

outcomes for patients
receiving ADCs in
sequence

\ s

~
Prospective testing of ADC
sequencing strategies

\

- monitoring tools Computational pathology J
fPharmacogenomic Dissection of tumor |
testing ) biology |
r N ‘ N\
Retrospective analysis of Improved

understanding of ADC
resistance mechanisms

J

\

Development of rational
combinations

J

-

Clinical testing of innovative ADC payloads, including dual payloads, radionuclides, immune-
stimulating molecules, protein degraders, and beyond

Colombo R, Cancer Discovery 2024
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What else is coming beyond ADC?

ROSSELLA: Relacorilant

o

Population

* Epihelial ovanan, primary

pentoneal or faliopian tube
cancer

* ECOG performance status

Qort

* Progression <8 monihs afler

e last dose of platinum
Merapy (exchudng no
FASPONSS 10, OF DIOGIession
in <% month of primary
platnem)

* 13 prior lines of derapy
* Prioe bevacizwmab requred

Stratification Factors
»  Prior lines of therapy (1 va >1)
» Ragon (North America vs Europe vs Korea, Australa, & Latin America)

Progression-free Survival (%)

1004
Nab-paclitaxel Nab—h?:;:::‘lfaxcl
80+ __ Evemtsin(%) = N3(601) = 121(627)
Median PFS, m (95% CI) 6.54 (555-7 43) 6,52{354.588)
\ _ HR@s%C) 0.70(054-091) _
60 P=0.0078 (Log-rank Test)
404
m-
____________ g
04 [——a— Refacorilant + nab-paciitaxel ~ <0~ Nab-paclitaxel monotherapy |

KEYNOTE B96

Cell-cycle check points

) 2

4 & 8 10 12 14 16 18 20
Duration of Progression-free Survival (Months)

PRESS RELEASE

Phase 3 KEYNOTE-B96 trial,
also known as ENGOT-ov65,
met its primary endpoint of
progression-free survival
(PFS) for the treatment of
patients with platinum-
resistant recurrent ovarian
cancer whose tumors
expressed PD-L1 and in all
comers. The study also met a
secondary endpoint of overall
survival (OS) in patients
whose tumors express PD-L1

Olawaiye, ASCO 2025

Prevent Repair

Maximize Damage

ATRI
ATMi
WEE1I
CDK2i

Gourley, JCO 2019
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Guidelines

GOOD SCIENCE

Recurrent EOC

N )

BETTER MEDICINE Assessment of the following factors [I-l, AJ:
BEST PRACTICE * Histotype * TFlp

e Number of prior lines * Residual toxicity — anticancer therapy BSC

* Exposure and response ¢ Patient’s general condition

to prior treatment * Patient preference
| 1
N N
Platinum is not the best option . P::::::urr:si:uw:eﬂzsg:lzgﬁmwm“:
when® [lI-IV, A]: R
 Progression during platinum * No contraindication

MirvetuXimab |1l : rumetm spooressin

-

for | -
First relapse and positive
. l Yes l AGO score? No
high Vv
FR high tumors e w
Single agent (non-platinum)© [1, B] nsider surgery by
+ bevacizumab, if not contraindicated expert team [I, A]
or previously exposed [I, A; MCBS 4]
Trabectedin-PLD (if TFlp >6 months
and platinum intolerant) [Il, C; MCBS 2] l | l
\d N
Priority for symptomatic response
[ No priority for symptomatic response ] and no contraindication to bevacizumab

Gonzalez-Martin, Ann Oncol 2023 | |
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Take home message

* Platinum resistant ovarian cancer is still characterized by poor prognosis and few effective agents are
available

* In patients with high FRa expression, Mirvetuximab has improved PFS and OS and represents a
standard of care treatment in this biomarker-selected population

* Correct mitigation and management of adverse events is paramount to maintain patients under an
effective treatment and improve QoL

* Different ADCs are under development and will further reshape the treatment paradigm of ovarian
cancer

* Many open questions are still present, such as biomarkers selection, correct sequence and overcoming
mechanisms of resistance
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Thanks for your attention
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