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Endometrial cancer is not one disease!!l
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ENDOMETRIAL CARCINOMA
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First line systemic thera in unresectable stage III-1IV or recurrent endometrial carcinoma with no prior

chemothera except in the adjuvant settin includin atients with residual disease after surger

UNRESECTABLE STAGE Iil-IV OR RECURRENT ENDOMETRIAL CARCINOMA WITH NO PRIOR CHEMOTHERAPY EXCEPT IN THE ADJUVANT SETTING

Non-MMRd tumours

[ MMRd tumours }

— 2)
v
Symptomatic advanced disease OR Low-grade ER+ . .
rapidly growing recurrent disease :.)o;v volume/asymptomatic advanced disease
A | * slowly growing recurrent disease
Chemotherapy® + ICl in = Chemotherapy® -
e Endocrine
combination, followed by ICI Chemotherapy [, Al therapy
as maintenance therapy® ! contraindicated : v
[, Al B Y - RLLELLELEEL v

: ! Addition of ICl to Addition of ICI to v MPA or MA Aromatase inhibitors
! ! chemotherapy, followed by chemotherapy, followed by ICI (+ PARPi) [, A] Tamoxifen
! ! ICl as maintenance therapy® ICI +PARPi as maintenance contraindicated | [v, C]
! v [1, B] therapy® . | i
1 ] ' ; [] R] = ! 1
! Recurrent EC with prior ! : Patients with HER2 3+ tumour: i !
! chemotherapy (adj/neoad;] ! . addition of trastuzumab to | |
! setting): pembrolizumab + i | chemotherapy : !
1 lenvatinib : 1 81 : :
| L.Cl v v ‘ ! :
| ! :

24
Surgery or definitive EBRT + brachytherapy in patients responding to systemic treatments | ___________
[V, B]

®The standard chemotherapy regimen is carboplatin + paclitaxel.

@Immune checkpoint inhibitor (ICl): dostarlimab or durvalumab or pembrolizumab (drugs in alphabetical order).

®ICI: dostarlimab or pembrolizumab.

@ICl + poly(ADP-ribose) polymerase inhibitor (PARPi): durvalumab + olaparib.

Adj/neoadj adjuvant/neoadjuvant; EBRT external beam radiotherapy; ER+ estrogen receptor positive; MA megestrol acetate; MMRd mismatch repair deficiency, MPA medroxyprogesterone
acetate; non-MMRd non-mismatch repair deficiency; NSMP non-specific molecular profile.
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Endocrine Therapy of Endometrial Cancer

Number | Median OR

Reference Patients (%)
. 568 24
Progestin Piver (1980), Podratz (1984), Thigpen (1999) (114-155) (16-37) 3 11
_ 179 23
Tamoxifen O R R . 9_2 5 0/0 (17-68) (17-68) 2-12  6-16

117 16

e PFS: 1-12 months @953 (03 24 13
Aromatase inhibitor OS 6 16 mOnthS (zéc_)gl) (9_910) 1-3 6-11

Progestin + Tamoxifen _ et i ‘ 245 30
g vvnhney(2004) (42-89) (19-37) 3-12 916
. . 56 25
Endocrine plus mTOR; Fleming (2014), Slomovitz (2015) (21-35) (14-32) 34 10-14
Endocrine plus Cdk4/6i Mirza (2020) 77 64 DCR 8 ;
A Modified from Willem Jan Van Weelden et al., Front. Oncol., 2019, and Gaducci and Cosio, Cancers 2021
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SYSTEMATIC REVIEW

The effect of progestin therapy in advanced and recurrent
endometrial cancer: A systematic review and meta-analysis

Willem Jan van Weelden' © | Philine B. Birkendahl' | Roy L Lalisang™ |
Joanna IntHout' | Roy F. P. M. Kruitwagen™® | Andrea Romano’ |
Johanna M. A. Pijnenborg’ ©

* Twenty- six studies (1639 patients)
* ORR of progestin therapy was 30% (95% Cl 25— 36)
* The clinical benefit rate was 52% (95% Cl 42— 61)

* In PR- positive EC, the ORR was 55%, compared with 12% in PR- negative
disease (risk difference 43%, 95% CI 15— 71).

* Severe toxicity occurred in 6.5%.
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FIRST LINE SYSTEMIC THERAPY

in unresectable stage II1/1IV or recurrent EC with no prior chemotherapy except in
the adjuvant setting (including patients with residual disease after surgery)

« The MMR status should be taken into consideration to determine the choice
of first line therapy:

» Patients with MMRd tumours should be offered an ICI e.g.
dostarlimab or durvalumab or pembrolizumab (drugs mentioned in
alphabetical order) in combination with carboplatin-paclitaxel
chemotherapy followed by ICI as maintenance therapy [I, A].
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The immunotherapy «Miracle»

Bob Marley died at the age of 36, in 1981,
of lung and brain metasases from
melanoma

Jimmy Carter was diagnosed with melanoma,
y/{\g%}g with liver and brain metasases in 2015,

V- at the age 90. He received immunotherapy
and died 10 years later at age 100
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ENDOMETRIAL CANCER: A CINDERELLA STORY

Once upon a time...

Carboplatin
and paclitaxel

Sa
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ICarbopIatin and Paclitaxel for Advanced -Journal o! C'inica' Onco‘ogy .

Endometrial cancer: Final Dvera" surVivaI and An American Society of Clinical Oncology Journal
Adverse Event Analysis of a Phase Il Trial y

2020

Treatmentgroup Event Total Median

(NRG Oncology/G0G0209) Paccabo 48 &2 370
David S. Miller, MD'; Virginla L. Filiaci, PhD*; Robert S. Mannel, MD?; David E. Cohn, MD*; Takashl Matsumoto, MD*; i - ;::ard ratio m::;ﬁed;sisooz S
Krishnansu S. Tewari, MD®; Paul DiSilvestro, MD”; Michael L. Pearl, MD*; Peter A. Argenta, MD?; Matthew A. Powell, MD'?; g 0.8 90% confidence limit: 0.895 to 1.121
Susan L. Zweizig, MD''; David P. Warshal, MD'?; Parviz Hanjani, MD'?; Michael E. Camey, MD'*; Helen Huang, MS?; David Cella, PhD'"; ‘E
Richard Zaino, MD*%; and Gini F. Fleming, MD'” o
Q.
o
é 0.6
s
* For decades, the standard 1L therapy for €.
w @ =
advanced or recurrent EC has been =
carboplatin and paclitaxel with LIMITED .
EFFICACY (5-year OS: 15-20%).
+ Censored
* The GOG-209 study was a non-inferiority 0F 922800 SO0 7204 SR TH1132:15¢ 110
dy. Fi d in 2012 and th me {monthe)
Stu y' IrSt presente In an t en Pac-carbo 672 525 392 325 281 243 214 195 184 167 136 33 19 8 1
published in 2020. TAP 656 497 392 338 285 247 221 205 193 178 137 39 17 2 0O
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Endometrial Cancer: A Cinderella Stor
First-line Treatment
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Immune Checkpoint Inhibitor plus Chemotherapy in First-line Endometrial Cancer: PFS in dMMR Tumors

100; s 104
¥ 90 § 0.9
_:_: 30- Gg 0.87' Pachitaxel—<carboplatins
broliz b
g 70~ + Dostarlimab group . 0.74 ok P<0.0001
@ - . =
|
j_‘ur 50- | 614 (95% CI, 46.3-73.4) 5 0.5+
3 40~ | g 0.4-7
a 30 Placebo group ' S 0,3..‘
= 20 = !} =z 0.2 Paclitaxel-carboplatin+
g 10- R 4 ' ' 3 \ placebo
' 15.7 (95% €I, 7.2-27.0) -g |
0 T T T T T ; T T T T T T T 3 T T T T 1 & 004 . T - ' rr .
0 2 B 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 138 0 6 12 18 24 10 16
Months since Randomization Months
L f DUO'E
- HR 0.42
. T, e g (0.22-0.80) 3 =T
. | & Z HR 0.36
< . P : P<0.005
:UE 0 i l‘ o = v50.-Hh .
o % ‘ ' g
: i
20
. 16.0% '
o L . L Ll LB T . L]
No. at risk 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months 0 6 12 18 4 30 30 42 48

Mansoor R. Mirza et al. NEJM August 2023, Ramez N. Eskander et al. NEJM August 2023, Westin SN, et al. J Clin Oncol 2024, Nicolett3 ¥8ombo et al., Lancet Oncol 2024




OS (dMMR/MSI-H population) — prespecified exploratory

subgroup analysis’?

Hazard ratio 0.32 (95% CI 0.17-0.63)
Nominal P = 0.0002

82.8%

57.5%
95% Cl 44.4-68.6

mDOF2: 36.6 months

H '. ' I Dostarlimab + CP
95% CIl 69.5-90.7 | et —

+ Censored

100 —
80 —
g
(%)) —
o) 60
©
2
%
3 40 —
e
o
20
0 I —
0 2 4 6
No. at risk | Chemotherapy period |
(No. of events)
53 52 50 48
Dostarlimab+CP  (0) (1) (3) (5)
65 63 62 59
Placebo+CP (0) (2) (3) (6)

I
8

46
(6)
56
9

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Months from randomization

45 45 44 44 44 44 43 42 41 41
o O O O O O 6@ © © ©

55 51 48 43 41 39 37 34 33 31 31 23

41 34

28 19 14 8 6 2 1 0

(9 (10) 11 (11 (12) (12) (12) (12) (12) (12)

19 12 11 7 6 1 0

(10) (13) (16) (20) (21) (23) (25) (27) (28) (29) (29) (32) (33) (33) (33) (34) (34) (35) (35)

No. with Median
event, % (95% ClI), mo
Dostarlimab + CP 22.6 NE (NE-NE)
Placebo + CP 53.8 31.4 (20.3—NE)
OS maturity, % 40
%, (n/N) Dostarlimab Placebo + CP
+CP
Received any FUACT  28.3 (15/53) 60.0(39/65)

Received subsequent

10 15.1(8/53) 41.5(27/65)
Proportion of FUACT
that was 10 53.3(8/15) 69.2(27/39)

2mDOF, median duration of follow-up, is defined as time in months from
randomization to data cutoff date; expected mDoF: 31.0-48.7 months.

Cl = confidence interval; CP = carboplatin-paclitaxel; dMMR = mismatch repair
deficient; FUACT = follow-up anticancer therapy; IA1 = interim analysis 1; 10 =
immunotherapy, mOS = median overall survival; MSI-H = microsatellite instability-
high; MSS = microsatellite stable;

MMRp = mismatch repair proficient; mo = months; NE = not estimable; No. =
number; OS = overall survival.

1. Used with permission of The Authors, from Overall survival in patients with
endometrial cancer treated with dostarlimab plus carboplatin-paclitaxel in the
randomized ENGOT-EN6/GOG-3031/RUBY trial, Powell MA, et al., 35, 2024;
permission conveyed through Copyright Clearance Center, Inc. 2. Powell MA, et al.
presented at the SGO Annual Meeting on Women’s Cancer 2024 (Oral
Presentation), 16-18 Mar, San Diego, CA. 1
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WILL IClIs alone replace chemotherapy
in the front line setting of dMMR EC ?
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dMMR EC :Do wee need chemo in this

ENGOT-en13

Pembrolizumab Dostarlimab

Primary endpoints: Primary endpoint:
PES, OS PFS
Key secondary endpoints: Key secondary endpoints:
ORR, DCR, DOR OS, PROs, ORR, DOR
Recruitment ongoing Recruitment ongoing

|dMMR|patient population patient population ]

| contenuti si riferiscono a prodotti p disegni di studi clinici investigazionali
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Can we do better?

How to personalize?

MMRd

Paclitaxel-carboplatin+
pembrolizumab

Paclitaxel-carboplatin+ -
0.2-
placebo |

I
0.0 T T T I I 1

0 6 12 18 24 30 36
Months

Probability of Progression-free Survival
o
T

~30% “bad MMRd” ~70% “good MMRd”
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NRG 018: PFS by Methylation Status in dMMR Population

Methylation
Pembro + CP vs Placebo + CP
Events Median HR
niN (95% CI), mo (95% Cl)
Placebo + CP 5177 7.5(6.4-11.3)
0.307 (0.19-0.49)
Pembro + CP 28/83 NR (22.3-NR) P<0.0001

' HR 0.307

P<0.0001

E N WA O N oo B
o o o & 8 8 38 & & & 8
| | | | | | | | | |

Proportion Alive and Progression-Free, %

6 12 18 24 30 36 42 48

0
Months from Randomization
Number at risk (Cumulative number censored)
Placebo + CP 77 (2) 55 (3) 23 (9) 11 (16) 4 (22) 3 (23) 2 (24) 0 (26)
Pembro+CP 83 (0) 76 (1) 56 (7) 30 (28) 18 (38) 6 (50) 5 (50) 3 (52) 0 (55)

No Methylation
Pembro + CP vs Placebo + CP

Methylation Status
Pembro + CP Arm

Events Median HR Events Median
niN (95% ClI), mo (95% ClI) n/N (95% Cl), mo
Placebo + CP 117 8.3 (4.4-NR) No Methylation 3113 NR (14.2-NR)
0.263 (0.07-0.99)
P=0.0172 .
Pembro + CP 313 NR (14.2-NR) Methylation 28/83 NR (22.3-NR)
100 ~ 100
90 - 90 4
80- 80 No Methylation
70- L] T T L) T 70- T
60 - 1 60 - .
Methylation
0 | HR 0.263 -~ -t
P<0.0001
40 - 40 -
30 - } —+— 30
20 - 20 -
10 A 10 -
0 T T T T T T T T C T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months from Randomization Months from Randomization
Number at risk (Cumulative number censored) Number at risk (Cumulative number censored)
Placebo +CP 17 (0) 11 (1) 4(2) 3(3) 2(4) 0 (6) No Methylation 13 (0) 12 (0) 10 (1) 6(4) 4(6) 1(9) 1(9) 0 (10)
Pembro+CP 13 (0) 12 (0) 10(1) 6(4) 4(6) 1(9) 1(9) 0 (10) Methylation 83 (0) 76 (1) 56 (7) 30 (28) 18 (38) 6 (50) 5 (50) 3 (52) O (55)

Eskander, ESGO 2023
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RUBY: Dostarlimab response among Hypermethylated and Mutated dMMR Endometrial Carcinoma

T

PFS

T

Mutated-dMMR

+ Dostarlimab +CP

-4
B d

HR 0.15

95%CI 0.0-0.7
P=0.02

s+ Placebo +CP

AL A N S S S S . S A S S A S A A A S A

———
D2406800GH &Miﬁﬁdddﬂﬂh.‘.ﬂﬂﬂ«&&.ﬂ
Morttn wnce rarderremion

o

PFS

Methylated-dMMR

Dostarlimab +CP

HR 0.39
95%CI 0.2-0.8

P=0.005
Placebo +CP

vavvv‘varvvvvvivivviv

~——
D34680GMHY laﬁﬂdddﬂdﬁhlﬁd“di.ﬂ

Morttn ynce rordomgion

Mansoor Mirza et al. ASCO 2024
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Immune predictors of response to immune checkpoint inhibitors in MMRd EC

Good immunotherapy

candidate
Considering
immunotherapy
TIL IHC
(CD3/CD8/CD79a,
CD138/CD79a,
PD-1/CD8/PD-L1,
FoxP3/PD-1/CD3)
Poor immunotherapy ‘n: sw =a ?-" Q.&g‘,
candidate R e N T RS

Grau Bejar JF, Alexandra Leary, et al. Journal for ImmunoTherapy of Cancer 2024; Mary M.
Mullen and David G. Mutch, Clin Cancer Res 2019




Immune predictors of response to immune checkpoint inhibitors in MMRd EC

Cluster=Desert = Chusster=High Tind Cluster=intermediate Tinf Cluster=Desert = Cluster=High Tinf Cluster=intermeadiate Tind

> 1.00+1 —— 1.004
: 2
f% 0.751 § 0.751
£ g
3 8
Z 050 = 0.501
3 . g
8 2
é 0.251 T 025
% g
o o
g p =0.0024 p < 0.0001
@ 0.001 0.001

0 6 12 18 24 30 36 42 48 654 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Time (months) Time (months)
Number at risk (number censored) Number at risk (number censored)

e Assessment of Immune response (rather than molecular ¥
subtype) may better predict response to |mmunotherapy

T— T e —— .l

Grau Bejar JF, Alexandra Leary, et al. Journal for ImmunoTherapy of Cancer 2024
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FIRST LINE SYSTEMIC THERAPY

in unresectable stage III/IV or recurrent EC with no prior chemotherapy except in
the adjuvant setting (including patients with residual disease after surgery)

» Patients with non-MMRd tumours with rapidly growing/symptomatic
disease should be offered carboplatin- paclitaxel chemotherapy [I,
A]. The addition of ICI to chemotherapy followed by ICI as
maintenance therapy, e.g. dostarlimab or pembrolizumab (drugs
mentioned in alphabetical order), or the addition of ICI followed by
a combination of ICI and PARPi as maintenance therapy, i.e.

durvalumab and olaparib, can be considered [I, B].
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Immune Checkpoint Inhibitor plus Chemotherapy in First-line Endometrial Cancer:

PFS non-MMRd Tumors

NRG-GY018
HR 0.54
P<0.0001

Progression-free Survival (%)
S

Probability of Progression-free Survival

Dostarlimab group ; 0.5+ Paclitaxel-carboplatin+
40— ' 28.4 (95% Cl, 21.2-36.0) 0.4 embrolizumab
30 \—;—4-‘._;_“_ 03-
20~ | Placebo group e ﬁ‘_‘ivﬁ—‘—y 4+ . + 0.2
10- | ' 18.8 (95% CI, 12.8-25.7) 0.1 Paclitaxel-carboplatin+
G T T T 1 T t T T T T . ; . T T I ! ' i placebo
4 : | | T | T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 6 12 18 24 30
Months since Randomization Months
100 - o0 4
an - s _— v\lt:‘:;::::nd-
w0 - SN DUO-E N
- ‘\ HR 0.77 (CPCP+D) o

a0 -
Ty e
50 - \ o 6 ot

a0 - H—:\ : ;u\
30 - e s

| | Lo CPe 4 \\ZLIQM
20 - ‘ | .

PFS, %

Progression Free Survival
E &

! ! | 10 4 16 4% ||
10 - . : I {
{ : o Y T ' 2 T T T T
0 1 T T (i T |I T I T i i I i I i I ° . 32 L 2z »o » a2 B
. Monih
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 Mansoor R. Mirza et al. NEJM August 2023, Ramez N. Eskander et al. NEJM
P IT.DET-PPTX. 250003, Giugrs 2005 Liremss o lves  fovors 6 Grmosiing apen Y othe e sed hostbiang oprghtpemisions AUQU_S'E 2023, Nicoletta Colombo et al., Lamnvet Oncology 2024, Shannon N.
Westin, et al. ESGO 2023

T *JEMPERLI & attualmente approvato in Europa (dalla European Medicines Agency, EMA) in associazione a carboplatino e paclitaxel per il trattamento di prima linea di pazienti adulte affette da CE primario avanzato o ricorrente e che sono candidate per la terapia sistemica. Tuttavia, in Italia, questa indicazione non & rimborsata per le pazienti con CE primario
avanzato o ricorrente in assenza di deficit del sistema di mismatch repair (MMR proficient, MMRp)/con stabilita dei microsatelliti (Microsatellite Stable, MSS) e che sono candidate per la terapia sistemica.
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Dostarlimab for Primary Advanced or Recurrent Endometrial Cancer: OS

RUBY/ENGOT-en6

Overall population MMRp/MSS Population®

100

160 [nn.o.n ]
{15% €1, 0.80-1.04)
801 . Wadian durstion of
Dostarlimab + CP - A ——

Dostariimab + CP

Probability of survival, %
Probability of survival, %
&

40 4 y 41.9%
‘ HR O 69 T Placebo + CP
‘ y . 20 Vasin B Cl o Bvents, 2N %) -
(95% CI, 0.54-0.89) Dostarlimab s CF A0 (RG-NE) s e 717% of paterms in the placebe + CP arm
| ’ + Placsbo + CP WARISIEE) vowrsa pmav) -
. Placebo + CP 01 D8 metrty e i T s U
g 2 4 6 0 W N7 M WM N R MNHTNE N R MY N O L2 MM a0
b A itieth Time since randomization, mo
0 Foiine0o | ShE) WAl ITNE St WIS 10MS1 S THLAT THR00). TSR FETSs SOon SN SRIE) SA6T) Py FOND, Sels ‘st Ml Wiy 1o A By TR
0 ¢ 12 ® 2“ o % “ “ A clear trend favoring dostarlimab was observed, suggesting a

21% reduction in the risk of death. This analysis was
exploratory, so the P value less than 0.05 is not formally

Powell, M.A. et al. Annals of Oncology, Volume 35, Issue 8, 728 — 738, 2024, considered statistically significant

*JEMPERLI e attualmente approvato in Europa (dalla European Medicines Agency, EMA) in associazione a carboplatino e paclitaxel per il trattamento di prima linea di pazienti adulte affette da CE primario avanzato o ricorrente e che sono candidate per la terapia sistemica. Tuttavia, in Italia, questa indicazione non é rimborsata per le
pazienti con CE primario avanzato o ricorrente in assenza di deficit del sistema di mismatch repair (MMR proficient, MMRp)/con stabilita dei microsatelliti (Microsatellite Stable, MSS) e che sono candidate per la terapia sistemica.
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NRG-018: non-MMRd population

NRG-GY01823 — Data maturity: NA

1 0 Updated Descriptive Analysis (DA)**. Median follow-up: 15.3 months
¥ NRG-GY018 10
0.9+ 0.57 (0.44~ DA HR 0.74**
(95%, 0.61-0.91)
0.8- 3(7)32): ) P < 0,0022 (nominal)

0,8

0,6

Probability of Progression-free Survival

0.5 Paclitaxel—carboplatin+ Pembrolizumab + CP
- pembrolizumab .
0.3 | ” o
0' 2-‘ 0.2 Placebo + CP
0.1 Paclitaxel-carboplatin+ )
placebo

00 I : ! | T 0,0

0 6 12 18 24 %

Months

DA, descriptive analysis at the request of the European Regulatory
Authority after unblinding. DCO 18.08.2023

Ramez N. Eskander et al. NEJM August 2023
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NRG-018: OS in non-MMRd population

A) Follow-up
Events, Duration*, median Median OS HR (95% CI)®,
n/N (range), mo (95% Cl), mo P-value®
Pembro + CT 77/298 15.7 (0.5-45.4) 28.9 (26.8-NR) 0.80 (0.59-1.08)
Placebo + CT 92/299 15.0 (0.945.6) 28.7 (24.0-34.6) P=0.0683

Overall Survival, %

L) L) L] L)

0 6 12 18 24 30 36
Time from Randomization, months

No. at risk
Pembro + CT 288 271 168 a4 49 14 1"
Placebo + CT 299 268 158 89 47 13 7

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

Sensitivity analysis in the pMMR population at ad hoc

analvsis

<) S e h o HRSWCH

Pembro+CT  77/298 28.9 (24.9-NR)
Placebo+ CT  92/299 24.8 (19.3-NR)

0.70 (0.50-0.98)

50. TS g 2. laa. i
40 4

Overall Survival, %

L\l L) L) L\l L)

0 6 12 18 24 30 36 42 48
Time from Randomization, months
No. at risk

Pembro + CT 283 269 166 a7 43 12 7 2 0
Placebo + CT 204 262 148 68 28 3 2 1 0

Ramez Eskander et al. Nat Med. 2025 May;31(5):1539-1546.
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Can we identify the best responders

among the non-MMRd patients?
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RUBY: OS according to molecular subgroup

100 } ; } b 100 _Hl"\___ HR 0,402
90 90 . (95 %-KI, 0,19-0,83)
80 80
70 II 70
) -~ —_
S B 60 HR NA V) 60
= v =
g 38 50 (95% TO, NA) E 38
O . [5+]
—~ S O 40 . Dostarlimab + CP Sl o 5
O B S O +
a N 30 = & 30
20 . Placebo + CP o 20
10 10
+ Censored + Censored
0 0
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 50 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 50
Number under risk Number under risk
Dostarlimab+CP 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1 1 0 0 0 0 0 O Dostarlimab+CP 39 38 37 35 34 34 34 33 33 33 33 32 31 30 30 30 2317 12 9 6 5 2 1 0 0
Placebo+CP 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 2 2 2 2 1 1 0 0 0 0 Placebo+CP 52 51 50 47 45 44 40 38 33 32 32 31 28 27 2525 18 14 8 7 3 2 0 0 0 O

100 - 100 -
) HR 0.59 )
80 (95%-Kl, 0.33-1.03) 80 (95%-K], 0.61-1.29)
- 70 70
S e f
E = n 60 = n 60
e} 0
(39) © 9 50 © 9 50
9 2 o o 5
Q. o w 40 O w 40
~ o 30 o 30
20 20
10 + Censored 10 + Censored
0 0
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 50 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 50
) Months after randomization Months after randomization
Number under risk Number under risk
Dostarlimab+CP 47 45 44 44 42 40 40 39 38 37 35 34 33 31 27 25 201512 8 7 5 3 1 0 O Dostarlimab+CP 103102101 97 91 86 84 79 76 74 70 67 67 64 61 57 51 43 34 28 21 6 1 0 O O
Placebo+CP 41 41 40 39 37 34 32 28 25 23 19 16 14 13 12 11 11 8 3 1 0 0 0 0 0 O Placebo+ CP 113 112110105105 97 93 87 83 76 72 71 69 66 64 60 54 45 32 24 14 7 3 2 0 O

*JEMPERLI & attualmente approvato in Europa (dalla European Medicines Agency, EMA) in associazione a carboplatino e paclitaxel per il trattamento di prima linea di pazienti adulte affette da CE primario avanzato o ricorrente e che sono candidate per la terapia sistemica. Tuttavia, in Italia, questa indicazione non & rimborsata per le pazienti con CE primario
avanzato o ricorrente in assenza di deficit del sistema di mismatch repair (MMR proficient, MMRp)/con stabilita dei microsatelliti (Microsatellite Stable, MSS) e che sono candidate per la terapia sistemica.

aAnalysis shown on this slide is post hoc exploratory analysis of 91 patients with dAMMR/MSI-H EC and WES results. In the prespecified OS analysis of the dMMR/MSI-H population (n=118), shown earlier, HR was 0.32.
Cl, confidence interval; CP, carboplatin-paclitaxel; Dost, dostarlimab; dMMR, mismatch repair deficient; EC, endometrial cancer; HR, hazard ratio; MSI-H, microsatellite instability-high; mut, mutated; NA, not applicable; NSMP, no specific molecular profile; OS, overall survival; PBO, placebo; POLe, polymerase epsilon; TP53,

tumor protein 53; WES, whole-exome sequencing. am— g
Powell MA, et al. Presented at the ESMO Gynaecological Cancers Meeting 2024. Presentation 37MO. :



10 and PFS in non-dMMR TP53mut and TP53wt
ENGOT-en6/RUBY MITO END-3 DUO-E

1.004

HR, 0.77
(95% Cl, 0.55-1.07)

"’0'8 N 0.75
5o % Avelumab + CP
g Dostarlimab + CP %050
g° g
) 0254\
0.2 . .
o Detrimental B Indifferent

4

"0 HR, 0.55 |
08 (95% CI, 0.30-0.99) K 75~§ ' '
» ,
v & — -
5 06 Dostarlimab + CP :o; o501 TP53m 0-80 (0-57 1-1 1)
: = TP53 wt + 0.69 (0.44-1.04)
04 0 [}
: 2% £ i . 1.05(0.56-1.96)
0.2 : ‘
Placebo + CP 17.8% — SN
@ | so0. Avelumab + CP 1= ) Favours CP+D Favours CP
0 2 4 6 8 10 12 14 16 18 20 22 2'4 26 28 30 32 34 36 38 0 ¢ 12 18 24 0 36 42 48
Atrisk Months from randomisation Manths from randomizatian

Nicoletta Colombo
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DUO-E :pMMR biomarker-known subpopulation: co-prevalence of HRRm, TP53m and BRCAm.

The pMMR biomarker-known (n=486) subpopulation
was heterogeneous, with a large overlap of biomarkers:

» 84% of patients were positive for one or

more biomarkers

* PD-L1 positive and TP53m were the most

prevalent biomarkers

PD-L1
positive

TP53m | 44% 59% 14% 6% 2%

67% 44% 16% 6% 2%

HRRm 16% 14% 21% 8% 2%

B o o

2% 2% 2% 1% 2%

20% 24% 6% 3% 0%

PD-L1 TP53m HRRm POLEm
positive

20%
24%
6%
3%

0%

el

’ RCAm: 37

(8%)

ARRm: 101
(21%)

PD-L1: 327 TP53m: 286
(67%) (59%)

Serous: 132
(27%)

O pMMR

O PD-L1 positive

O TP53m
HRRm

© BRCAmM

© Serous

Westin et al, IGCS2024; Moore S
2024; Westin ASCO 2025
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PMMR subpopulation: PFS by biomarker subgroup

CP + durvalumabvs CP

Post hoc exploratory analysis HR (95% CI)
All pMMR patients 0.77 (0.60-0.97)

PD-L1 expression* Positive (TAP score 21%) 0.71(0.53-0.95)
Negative (TAP score <1%) 0.95 (0.61-1.45)
| LR L) 1 9 A AANIOL i

NC (NC-NC)™
0.80(0.57-1.11)
0.69 (0.44-1.04)

HRRm status’

Non-HRRm 0.82(0.61-1.08)
Unknown? 1.05 (0.56-1.96)
BRCAm status! BRCAmM NC (NC-NC)™!
Non-BRCAmM 0.77 (0.59-1.00)
Unknown' 1.05 (0.56-1.96)
Histological type at diagnosis Endometrioid 0.74 (0.52-1.04)
Serous 0.76 (0.49-1.18)
Other'"* .93 (0.54 :

0.61 (0.4-0.88)
NC (NC-NC)™
0.81(0.58-1.13)

Detected
Not detected
Unknown?

|
|
|
|
l
!
|
il
1
!
1
1
!
|
i

0.25 0.5 1 2
4~ Favors CP+D Favors CP —»
DCO: Apiil 12, 2023, *PO-L1 cxpresscn was oviluatad using tne VENTANA PO-L1 (SP263) assay. PO-L1 poanhve 0ofinod as TAP 21%, PO-L1 negative defined as TAR <1%; "Status o APCCTVSly I DD ways: Mom iasue asmples (FoundatenOne 'COx assay, Foundaton Medicing, Inc. ), and by
motecular profiling of CtONA {FoundationOne “Liquic COx:. Foundation Medicineg, nc. ) from biood umolcs' ITPSIm matus dotinod a8 & sample with a Sele1erious of suspected deletenous MULation in TRPS3 cxcluding SUmEics with 0 olr1enous OF suapected celetonous mutation in POLE. TPSI wild-type satus
defined as a sampis with no deleterious or suspocied deleterious musation in TRPSS excluding ples with a deloterious of suapected deleterious mesation in POLE; YPoaitive HRAM status defined a8 @ sample with o doleteriows of suapected deletonous eutation in any af the following prespecifiod gonos:
Am swcu BRCA2, BARDT, BRFT, COK12, CHEK], CHEK2, FANCL, PALE2 RADSTE, RADSIC, RADS 1D, and RADSYL; nogative MRRM status (non-MARM| defined as a samgio with na deloterioun or suspected deletenous metatons i any of the prespecified genes: ktDNA was anatyzed using the
maotey basoy Gy Infinity™ sasay (Guardant Health, Pulo Alto, CAL YUnknown' status included DOTHaS 1ecruiod i Chang fwhett moloculsd Toating Wik not Perfarmod) and/of DAUaE who Wit row COnaant ANcVor thase withou! svailatie anmgies: " Other’ InClutes Carcmomarcoma,

mis -m Anithrdal risas coll LAAMAAAREIAA Muwinrad ARA 2ahar TINASR £ lrs datad Mo 10 b sunn? manhars NC nons ralralahls

‘\(r‘ Moore et al, SGO 2025
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No predictive biomarkers to predict the benefit of ICils+ chemotherapy in the non-MMRD population

Biomarkers s
Predictive

Anti-$ Treatment
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Like the Duke with Cinderella’s glass slipper, we aim to find the
perfect fit—for every woman, the right treatment...




IO + chemotherapy

RUBY 1° endpoint: Statistically significant OS benefit in overall population

100 —
80 —
X
©
=2
Z 60—
S
2 Dostarlims
o
+
> . CP
S 40 —
@©
re 42.9% A .
S
o Placebo + CP
20 — Median (95% CI) mo Events, n/N (%)
Imab + CP 44.6 (32.6-NE 109/245 (44.5 : :
( ) (44.5) 38.2% of patients in the placebo + CP arm
Placebo + CP 28.2 (22.1-35.6) 144/249 (57.8) received subsequent immunotherapy
0~ OS maturity ‘ 253/494 (51.2) + Censored
[ [ I I I I I I I I I I I I I I I I I I I I I
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
No. at risk (events) Time since randomization, mo
Dostarlimab + CP 245(0) 239(3) 232(9) 223(16) 211(27) 201(37) 198(40) 188(48) 184(51) 181(54) 175(60) 168(67) 164(71) 154(80) 146(86) 137(93) 118(98) 95(102) 70(104) 52(107) 37(107) 17(108) 6(108) 2(109)  0(109)
Placebo + CP 249(0) 244(3) 239(8) 228(18) 223(23) 210(36) 197(47) 181(63) 168(74) 156(84) 143(97) 135(105) 127(111) 122(116) 117(120) 112(123) 96(127) 78(131) 53(134) 39(139) 22(142) 13(143) 4(144) 2(144)  0(144)

*JEMPERLI e attualmente approvato in Europa (dalla European Medicines Agency, EMA) in associazione a carboplatino e paclitaxel per il trattamento di prima linea di pazienti adulte affette da CE primario avanzato o ricorrente e che sono candidate per la terapia sistemica. Tuttavia, in Italia, questa indicazione non é rimborsata per le pazienti con CE primario
avanzato o ricorrente in assenza di deficit del sistema di mismatch repair (MMR proficient, MMRp)/con stabilita dei microsatelliti (Microsatellite Stable, MSS) e che sono candidate per la terapia sistemica.

A & Powell, M.A. et al. Annals of Oncology, Volume 35, Issue 8, 728 — 738, 2024
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DUO-E study design

Patients

* Newly diagnosed
FIGO 2009 Stage
III/IV or recurrent
endometrial cancer

« Known MMR status

» Naive to first-line
systemic anticancer
treatment for
advanced disease

* Naive to PARP
inhibitors and
immune-mediated
therapy

+ Adjuvant
chemotherapy
allowed if 212
months from last
treatment to relapse

« All histologies except
sarcomas

*Six cycles of carboplatin at an area under the concentration-time curve of 5 or 6 mg per mL/min and paclitaxel 175 mg/m?2.

cp
arm
N=718
CP+D

arm
Stratified by:
MMR status
(proficient vs
deficient) CP+D+0O
Disease status
(recurrent vs arm

newly diagnosed)

Geographic region
(Asia vs non-Asia)

CP* (q3w)
+
Durvalumab pbo (IV q3w)

CP* (q3w)
+
Durvalumab (1120 mg IV q3w)

CP* (q3w)
+
Durvalumab (1120 mg IV q3w)

Patients without disease progression

Durvalumab pbo (IV g4w)
+
Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV g4w)
+
Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV g4w)
+
Olaparib (300 mg tablets bid)

Treatment until disease progression, unacceptable toxicity or
other discontinuation criteria were met

bid, twice daily; CP, carboplatin/paclitaxel; D, durvalumab; FIGO, International Federation of Gynaecology and Obstetrics;

HRRm, homologous recombination repair mutation; IV, intravenously; O, olaparib; pbo, placebo; q3(4)w, every 3(4) weeks; R, randomisation;

RECIST, Response Evaluation Criteria for Solid Tumours.

MaNGO

Marin Negn Gynecoloar Dneckogy

Endpoints

Primary

PFS (RECIST per
investigator) in:

— CP+D arm vs CP arm
— CP+D+0 arm vs CP arm

Key secondary
OS (analytical)
Safety

Exploratory

PFS in CP+D+0 arm vs
CP+D arm

Subgroup analyses of PFS

— Including MMR, PD-L1,
and HRRm

Westin SN et al. J Clin Oncol 2024;42:283-99
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PFS: ITT population CP+Darm  CP+D+0 arm

(N=238) (N=239)
Dual primary endpoints Events, n (%) 173 (71.8) 139 (58.4) 126 (52.7)
Median PFS (95% CI),* months 9.6 (9.0-9.9) 10.2 (9.7-14.7) 15.1 (12.6-20.7)
0.71 (0.57- 0.55 (0.43-
100 - HR (95% CI) vs CP arm? 0.89); 0.69);
P=0.003 P<0.0001
907 12 HR (95% CI) vs CP+D arm' 0.78 (0.61-0.99)
807 months Overall data maturity 61.0%
70 . 18 months
46.3%
© 601 | 37.8%
° 50 : 21.7%
Tl !
o 404 | CP+D+0 arm
30+ | CP+D arm
20_ i I
10 | i CP arm
0 I I I : I :I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months since randomisation
CP+D+0 239 214 198 169 139 95 51 30 16 7 3 0
CP+D 238 211 188 138 105 69 45 26 13 5 0 0
CP 241 213 184 125 86 45 26 10 3 1

The median (range) duration of follow-up for PFS was 12.6 (0.0-31.6), 15.4 (0.0-29.1), and 15.4 (0.0-31.7) months in censored patients for the CP, CP+D, and CP+D+0 arms, respectively. PFS rates were estimated by the KM
method. *CI for median PFS is derived based on the Brookmeyer-Crowley method;

The primary PFS analysis for each comparison was performed separately. The HR and CI were estimated from a Cox proportional hazards model stratified by MMR and disease status. The CI was calculated using a profile likelihood
approach. The P value was calculated using a log-rank test stratified by MMR and disease status. ITT, intent-to-treat; KM, Kaplan-Meier.

Figure borrowed with permission from Westin SN et al. J Clin Oncol 2024;42:283-99 ©American Society of Clinical Oncology.

A Westin SN et al. J Clin Oncol 2024;42:283-99
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Prespecified exploratory analysis
Subgroup analysis of PFS by MMR status

dMMR (20% of population)

PMMR (80% of population)

100 1 12 months 18 months 100 7
90 - 70.0% 62.7% 90 12 months
80 - 67.9% 67.9% 80 - 59.4%
43.3% 31.7% 44.4% 18 months
70 70
° 6o | il CP+D+0 arm o o 40.8% 42.0%
i 4 i
> : ' CP+D arm & 31.3%
w50 ! i H——t w50 - 20.0%
& 40 - [ : & 40 -
o ! : o | CP+D+0 arm
30 | ; CP arm 30 1 ! o
1 1
20 1 ! i 20 | CP+D arm
1 I I
10 - ! ' 10 - ! .
’ : i . ! ! CP arm
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Months since randomisation No. at risk Months since randomisation
CP+D+0O 48 46 46 41 38 32 32 23 18 16 16 10 4 3 2 1 0 CP+D+0 191 183 164 157 134 114 107 75 46 35 31 19 12 10 5 2 0
CP+D 46 40 37 36 32 27 26 19 17 14 11 9 5 5 2 0 0 CP+D 192 182 169 152 113 83 79 53 36 31 27 15 7 2 0
CP 49 43 39 28 17 16 13 9 7 5 4 2 2 2 0 0 0 CP 192 178 170 156 113 77 73 40 25 21 13 7 1 1 1 1 0
CP arm CP+D arm CP+D+0 arm CP arm CP+D arm CP+D+0 arm
(N=49) (N=46) (N=48) (N=192) (N=192) (N=191)
Events, n (%) 25 (51.0) 15 (32.6) 18 (37.5) Events, n (%) 148 (77.1) 124 (64.6) 108 (56.5)
Median PFS (95% CI),* months 7.0 (6.7-14.8) NR (NR-NR) 31.8 (12.4-NR) Median PFS (95% CI),* months 9.7 (9.2-10.1) 9.9 (9.4-12.5)  15.0 (12.4-18.0)
0.42 (0.22- 0.41 (0.21- 0.77 (0.60- 0.57 (0.44-
o, t ) t
HR (95% CI) vs CP arm 0.80) 0.75) HR (95% CI) vs CP arm 0.97) 0.73)
0.97 (0.49- 0.76 (0.59-
0, t 0, 1t
HR (95% CI) vs CP+D arm 1.98) HR (95% CI) vs CP+D arm 1.99)

MaNGO
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PMMR subpopulation: PFS by biomarker subgroup &

ANNUAL MEETING

CP + durvalumab + olaparibvs CP

Post hoc exploratory analysis HR (95% Cl)
All pMMR patients —— 0.57 (0.44-0.73)
PD-L1 expression* Positive (TAP score 21%) ——t 0.44 (0.31-0.61)
Negative (TAP score <1%) i 0.87 (0.59-1.28)

Unknown? NC (NC-NC)!

POLEm and TP53m status'# POLEmM NC (NC-NC)'t
TP53m ——— 0.47 (0.32-0.67)
TP53 wild-type ’ —8 4 0.71(0.47-1.07)
Unknown? ¥ - 4 0.74(0.37-1.45)
HRRm status’* HRRm : - . 0.47 (0.26-0.86)
Non-HRRm — e —— 0.58 (0.43-0.78)
Unknown? ' i 0.74 (0.37-1.45)

BRCAm status' BRCAmM NC (NC-NC)
Non-BRCAmM e an) 0.57 (0.43-0.75)
Unknown? » { 0.74 (0.37-1.45)
Histological type at diagnosis Endometrioid P 0.60 (0.42-0.85)
Serous b - { 0.46 (0.27-0.76)
Other™ b - \ 0.64 (0.38-1.06)
Baseline ctDNA! Detected R . 4 0.36 (0.23-0.56)

Not detected NC (NC-NC)1!
Unknown? ————— 0.69 (0.49-0.96)

0.25 0.5 1 2
4~ Favors CP+*D+0O Favors CP  eep

DCO: Apri 12, 2022, *PO-LY oaprossion wik ovatuaiod usng the VENTANA 2011 (SP253) ossay. POLT positive dofined as TAP > 1%, PO-L1 nagative dofinod as TAR <1%: "Status dotormnined retroapectivedy in two wiys: from tissuo samplos (FoendationQne 'COx aasay: Foundabion Madicing, Ina. ), and by
molecutar profiting of otDNA (FoundationOna ' Liguid CDx; Foundation Modiomna, Inc. ) trom Blood samplos; 'FP53m status dofinod 4e 0 samoks with & delstonous of suspocted delotenous mutation in 7P52 oucluding sampien with a Seletonious or suapoctod delotonous MUtaton In POLE; TPS3 wild typo stirtus
Gelrwd 43 3 Sempin With N0 Seletnnicun of Suspected Geletnioun MULALKON in TAST ercludmg SAamion With & delelerious 0f suspectng Gelelnrious mutation m AOLE; SPostiee MRRM Vs Gefined &9 & BampLe with o de o Surpected Gnletafioun IRAMCE in ary O e 10Udeng p1vesectind grons
ATM, BRCAT, BACAZ, BARDY, AT COX 12, OMEXT, CHERZ, FANCL PALB2, RADSTE, RADSTC, BADS1D, ned RADSIL: negitive MRAm status (non-HARM | dofinod o5 # sample with no deleterous or suspocted dololerious rmatntions in noy of 1he proapeciting gooes: IDNA was snatyzod using the
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FIRST LINE SYSTEMIC THERAPY

in unresectable stage III/1IV or recurrent EC with no prior chemotherapy except in
the adjuvant setting (including patients with residual disease after surgery)

> If chemotherapy is contraindicated, in patients with non-MMRd
relapsed disease and with prior chemotherapy in the
adjuvant/neoadjuvant setting, a combination of pembrolizumab and
the multi-tyrosine-kinase inhibitor lenvatinib may be considered

[1II, C].
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ENGOT-en9/LEAP-001 Progression-Free Survival2 Improved With LEN/PEMBRO vs TC

In Prior Neoadjuvant/Adjuvant Chemotherapy Subgroup

Progression-Free Survival, %

PMMR Population

Events, Median HR
n/N (95% CI), mo (95% Cl)

LEN/PEMBRO 37/53 12.5 (6.5-20.3) .
TC 35/51 8.3 (6.1-10.2) (0.37-0.97)
100

90

80 _

151.0%

707 £ 25.4%

60- :

50-

40-

30- 5

20 R

10 L .

O 1 1 1 1 1 1 1 | 1 1 1 1 1 1
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, mo

53 45 34 26 23 20 17 14 12 11 4 3 2 0 0
51 40 28 15 9 5 3 3 3 3 2 1 1 0 0

Progression-Free Survival, %

All-comers
Events, Median HR
n/N (95% CI), mo (95% CI)
LEN/PEMBRO 42/63 15.0 (8.3—21.0) 0.52
39/58 8.3 (6.2-10.2) (0.33-0.82)

No. at risk

3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time, mo
55 42 34 30 27 24 20 17 15 8 6 3 0 0
46 34 16 10 5 3 3 3 3 2 1 1 0 0
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in unresectable stage III/IV or recurrent EC with no prior chemotherapy except in
the adjuvant setting (including patients with residual disease after surgery)

> If ICI (£ PARPi) is contraindicated, for patients with a HER2 3+
tumour, a combination of carboplatin-paclitaxel plus trastuzumab
may be considered [II, B].

> The standard chemotherapy regimen is 6 cycles of carboplatin-

paclitaxel [I, A].
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Carboplatin/paclitaxel+/-Trastuzumab (NCT01367002)

Updated Survival analysis stage IlI/IV

Overall Survival vs Trastuzumab, Advanced (IlIC or IV)
With Number of Subjects at Risk

PFS vs Trastuzumab, Advanced (IlIC or IV)
With Number of Subjects at Risk
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In a subset analysis of pts restricted to stage IlIC/IV disease, the addition of trastuzumab (n=17)
continued to provide both (left) PFS benefit over control (n=19) and OS benefit over control (21.1
versus 31.9 months, HR 0.440 90% CI 0.219-0.882 p=0.0230).

Amanda N. Fader et al.,J Clin Oncol. 2018 Jul 10;36(20):2044-2051

A | Amanda N. Fader et al. , JCO 2020
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First line treatment endometrial cancer

Trt\e MMR status should be taken into consideration to determine the choice of first line
therapy:

MMRd: should be offered chemotherapy + ICl (dostarlimab or durvalumab or
pembrolizumab) followed by ICl as maintenance therapy

Non-MMRd tumours with rapidly growing/symptomatic disease: can be considered
chemotherapy +/-ICl followed by ICl as maintenance therapy, e.g. dostarlimab or
pembrolizumab or durvalumab. All patients can be considered since there are no
predictive biomarkers to select a particular group of patients.

NON-MMRd: can be considered Chemotherapy +ICl followed by a combination of ICl and
PARPi as maintenance therapy, ie durvalumab and Olaparib.

In patients with prior chemotherapy in the adjuvant or neoadjuvant setting, a
combination of lenvatinib and pembrolizumab may be considered

If ICI (+ PARPi) is contraindicated, for patients with a HER2 3+ tumour, a combination of
carboplatin-paclitaxel plus trastuzumab may be considered

In low-grade ER-positive, low volume/asymptomatic advanced or slowly growing recurrent
tumours, endocrine therapy is the preferred systemic therapy
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