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ICIs in recurrent/metastatic EC
Positive results both in 1st and 2nd line, next step adjuvant

FIRST-LINE

dMMR/MSI ALL COMERS

1’y CBDCA + PTX + dostarlimab as CBDCA + PTX + pembrolizumab Chemotherapy + ICls
15 CBDCA + PTX + pembrolizumab

SUBSEQUENT LINES ‘

dMMR/MSI ALL COMERS
4 N 4 N
1 dostarlimab 15 pembrolizumab + lenvatinib
15 pembrolizumab ICls +/- TKI

10 pembrolizumab + lenvatinib
\_ J J




Post ICls: emerging issues

Patient selection

eDefinition of resistance
eWhatis the current options postICls

mmmm Factorsto integrate

eTime to progression, definition of resistance to ICl,
MSS status, other biomarkers,

s DBypassingresistance

e |Cls combinational approaches
e alternative strategies after ICls failure




Immunotherapy paradigm shift: who benefits?
The TGCA molecular classification

Copy Number Copy Number
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StellooE, et al. Clin Cancer Res. 2016;22;4215-4224.



dMMR/MSI-H population: non responders

|IClsin combination

PFS in RUBY study (NCT03981796) \ PFS in NRG-GY018 study (NCT03914612)
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pMMR/MSS population: responders

|ICl + chemotherapy , ,
About 15 to 20% of MSS patients do benefit to

combination

PFS in RUBY study (NCT03981796) PFS in NRG-GY018 study (NCT03914612)
Events (%) mPFS (95%Cl) Events(n) mPFS(95%Cl)
7 i 60495 ~ 60.49.9(3.0- 7 Pembro+CT 95/293  11.7(10.5-158)
- Dostarlimab +CP (9.0-13.3) 13.3) " .
2 70.77.9 & Placebo + CT 136/295  8.7(8.4-10.7)
2 77.9(7.6-9. 80
5 o8 cebo + CP (7.6-9.8) 70.77.9(7.6-9.8) -§
] @ 70
E &
5 06 g 60 -
ﬁ B 50
5 ©
E 0.4+ g 40 -
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B o, 30.6% | § 20
o L 4 e
£ 18.8%  Placebo +CP s 10 PI?CEQO +CP
0.0— + Censored 0 | | : : : | | |
I N T A " o e m o m o m o wm e w
Chomotherapy Period Months from Randomization Months from Randomization
At Risk (Events) Number at Risk (Cumulative number censored)
Dostarlimab + CP 192(0)  172(3) 153(19) 118(a5) 96(65) 74(86) 64(92) 61(%4) 56(99) 51(103) 41(108) 33(10%) 21(112) 14(113) 13(113) 8(114) 1(115) 0(116) Placebo + CT 295 (14) 133 (112) 34 (140) 10 (152) 2(157) 1(158) 0(159)

Placebo + CP 184(0) 162(10) 146(22) 110(53) 77(83) 60(100) 47(112) 45(114) 37(122) 34(124) 31(124) 25(125) 16(128) 11(129) 10(129) 3(130) 1(130) 1(130) 1(130) 0(130) Pembro +CT 293 (11) 152 (110) 45 (164) 23 (179) 7 (192) 4 (194) 0(198)



STIC consensus to define resistance to ICls in addition

to CT or TKI

Combination with chemotherapy

Tl M e st o, oo o pmay s inune il b
chemcherpy conbineons h aaned s

ICI- targeted therapy combination

Resitincephentpe~ Exposure rquirment Tning of RECKST pogression”  Confmatr s

Table 1 Clinical definition for primary resistance to
immunatherapy-targeted therapy combinations

Pl b Aot Not e
Secncay r et SBmon i Not e
Ragadass of s spon,
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50 e s o sl e st
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phenotype requirement

Resistance ~ Drug exposure
Best response

Primary resistance 8-12weeks' | PD
(2 cycles| S0 <6 months

'Inthe absence of toxicity or progression while on
{reatment.
PD, progressive disease; SO, stable disease.

Table 2 Clinical definiton for secondary resistance fo
mmunotherapy-targeted therapy combinations

Resistance Drug exposure
phenotype requirement Best response

secondary 36 monthg (R, PR
fBsistance S0 26 monihs

CR, complata raspanse; PR, partal response; S0, stable
disaaze,

Journal of immunotherapy of cancer 2023
http://dx.doi.org/10.1136/jitc-2022-005923



http://dx.doi.org/10.1136/jitc-2022-005923

Efficacy of subsequent therapies post ICls
Keynote 755: Subsequent Systemic Anticancer Therapies Received

* most commonly doxorubicin (n = 58) in the lenvatinib + pembrolizumab arm and paclitaxel (n = 57) inthe TPCarm.

» 78/200(39%) patientsin the TPC arm received lenvatinib + pembrolizumab as a subsequent therapy.

Subsequent Therapies Received by Treatment Type

PMMR Group
Lenvatinib + Pembrolizumab (n = 346) TPC (n = 351)
Chemotherapy 26.6 (92) Chemotherapy S 33.9 (119)

Hormonal therapy 6.9 (24)

Hormonal therapy | 14.5 (51)

VEGF/VEGFR inhibitor 2.9(10) VEGF/VEGFR inhibitor ;l 12.3 (43)
Targeted therapy 2.3(8) PD-1/PD-L1 checkpoint inhibitor | 12.0 (42)
Other therapy 20(7) Lenvatinib + pembrolizumab _ 9.1(32)
PD-1/PD-L1 checkpoint inhibitor 1.2 (4) Other therapy ? 3.7 (13)
Lenvatinib + pembrolizumab | 0.9 (3) Targeted therapy 3.4 (12)
Other immuno-oncology therapy |0 Other immuno-oncology therapy “)
0 10 20 30 40 0 10 20 30 40

Subsequent Therapy, % (n) Subsequent Therapy, % (n)

All-comer Group

Lenvatinib + Pembrolizumab (n = 411) TPC (n = 416)
Chemotherapy 23.6 (97) Chemotherapy 31.0 (129)
Hormonal therapy 6.1 (25) Hormonal therapy 13.2 (55)
VEGF/VEGFR inhibitor 24 (10) PD-1/PD-L1 checkpoint inhibitor 12.7 (53)
Targeted therapy | 1.9 (8) VEGF/VEGFR inhibitor 11.1 (46)
Other therapy 1.7(7) Lenvatinib + pembrolizumab 7.7 (32)
PD-1/PD-L1 checkpoint inhibitor | 1.0 (4) Other therapy 3.8(16)
Lenvatinib + pembrolizumab | 0.7 (3) Targeted therapy 29(12)
Other immuno-oncology therapy |0 Other immuno-oncology therapy | 0.5 (2)
0 10 20 30 40 0 10 20 30 40

Subsequent Therapy, % (n) Subsequent Therapy, % (n)

Subsequent Therapies Received by Treatment
and by Number of Subsequent Therapy Lines

p MMR Group All-comer Group
LEN +

Subsequent Anticancer LEN + Pembro TPC Pembro TPC Total
Therapies, n (%) (n =346) (n =351) (n =411) (n =416) (N =827)
jszs:fssft‘;i?;py 109 (31.5) 176(50.1) | 115(28.0) | 200(48.1) | 315(38.1)
Subsequentanticancer therapies received in >5% of all patients

Paclitaxel 33(95) ) 50(142) [ 35(85) ) 57(13.7) | 92(111)

Carboplatin 30(8.7) | 47(13.4) 30(7.3) 52(12.5) 82(9.9)

Doxorubicin 16 (4.6) 23 (14.1) 4 18(4.3) 76(9.2)

Gemcitabine 34(9.7) 15(3.6) 35(8.4) 50 (6.0)

Pembrolizumab .2) ] 38(10.8) 4(1.0) 46(11.1) 50(6.0)
Subsequent LEN + pembro 3(0.9) j 32(9.1) 3(0.7) 32(7.7) 35(4.2)
Number of lines of subsequent anticancer therapy received

1 6 (1.7) 11 (3.1) 6 (1.5) 13 (3.1) 19 (2.3)

2 81 (23.4) 134 (38.2) 85 (20.7) 152 (36.5) 237 (28.7)

23 55 (15.9) 78 (22.2) 58 (14.1) 85 (20.4) 143 (17.3)

Percentages are out of all patients, regardless of whether subsequent therapy was received; patients may have received > 1 subsequent therapy regimen.

Vicky Makker, MD




Impact of IClon next PFS ?
PFS2 data Outcomes post-progression Keynote 755

‘ 1st next line therapy ‘

Lenvatinib pembrolizumab

Or chemotherapies

PFS1 > PFS n°2
PFS2
e 7,3 months 8,7 months ] T
Chemotherapy 3,8 months 5,7 months
Lenva Pembro 6,7 months 7,7 months
~ pMMR
Chemotherapy 3,8 months 6,0 months

No significant difference in PFSn°2
Progressing on Lenva Pembro has no impact on efficacy for subsequent lines




Post ICl treatment summary

* In 15t line (RUBY & NRG GY018)
« dMMR 10% progressed during CT, 20% at 6 months and 40% at 2 years
* pPMMR 10% progressed during CT, 30% at 6 months and 70% at 2 years

* In relapse post platinum based CT (Keynote 755)
* dMMR 35% progressed at 6 months and 40% at 2 years
* pPMMR 50% progressed at 6 months and 80% at 2 years

e Standard therapy remains chemotherapy (monotherapy or combo)

* No data to suggest detrimental impact (perhaps better to receive 10
in 15t line for efficacy in the next line)



Post ICls: emerging issues

e Patient selection

eDefinition of resistance
eWhat is the currentoptions

Factorsto integrate

e Time to progression, definition of resistance to ICl,
e MSS status, other biomarkers

s DBypassingresistance

e |Cl combinational approaches
e alternative strategies after ICls failure




Could mechanisms underlying dMMR/MSI-H ECs alter

responses to IC|?
Data from Pembrolizumab studies

Objective Response Rates Recurrence-Free Survival Overall Survival
1.00
o\ B hMLH1 s +  hMLH1 * hMLH1
pord B g/s-dMMR + g/s-dMMR - + gls-dMMR
100 075
. :: 050 050
L
2 gl 025 ' ' 021 [o=0037
é °] 0.00 0.00
& 0 10 20 30 40 0 10 20 30 40
-40 Time (months) Time (months)
-60
804 Number at risk Number at risk
100+ 8 12 3 ! 1 1 7 12 3 1 1 1
& 6 5 2 2 1 & 6 6 2 2 1
OR stands for objective response (i.e. PR+CR) 0 10 ) 20 30 40 0 10 20 30 40
Time (months) Time (months)
ORR: 38.8%(7/18 pts)
g/s-dMMR:66.7%(4/6 pts) Median RFS Median OS
hMLH1:25.0%(3/12pts) hMLH1: 4.0 mos hMLH1: 8.5mos
P=0.141 g/s-dMMR: NR g/s-dMMR:NR
Lindsay Borden etal. Presented at SGO Meeting, March 2022 Median follow-up: 9.5 months

Courtesy Ana Oaknin, MD PhD



Molecular background behind ICls response
distinct AMMR/MSI-H populations

A manihy D PR G e distinct molecular and immune profiles
| = | [ i MLH1ph
§ 6 ccmmco § 150 - . g 6 — . .VS. .
% < - ¢ T somatic or germline MMR mutations
= 4 - = 100 et = 4-
2- : T o
1 .L 50 2 -
" it 1L 5 =
" Germline Somatic MLH1ph ¢ Germline Somatic MLH7ph . Germline Somatic MLH7ph

MMR MMR MMR MMR MMR MMR

Should be considered for the next
line of treatment ?

Intratumoral TIL scoring

Manning-Geist et al., Clinical Cancer Research, 2022



Molecular background behind ICls response
distinct pMMR/MSS populations

GY0O18 About 10 - 15% of MSS patients do benefit: who are these patients? RUBY
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g 5
T
- = 0.8
o -
@ 4
s & .
= "'-'8 i S 06
5 :
c 30 g
o w a 04
£ of- s
8_ %0 §' Dostarlimab + CP
O Eg N 3 02
o Q
2 ;
9 ] 00 - H —+ Censol
I I I I I I I I I I I I I
8 0 2 4 6 8 10 12 14 16 18 2 22 3% 38
I I I I I I I I H*"”"* “““““““ —{ Months from randomization
0 6 1 1 2 3 3 4 At Risk(Events)
Dostarlimab + CP 192(0) 172(9) 153(19) 118(45) 96(65) 74(86) 64(92) 61(94) 56(99) 51(103) 41(108) 33(109) 21(112) 14(113) 13(113) 8(114) 1(115) 0(116) "
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n/N (95%Cl), mo
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Pembro+CT 95/293 11.7(10.5-15.6)
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PFS maturity 65.4



Beyond dMMR/MSI-H:

Tumour Mutational Burden(TMB)as biomarker

KEYNOTE-158 GARNET

1109 [EtTMB-high dMMR/MSI-H EC
[ Non-tTMB-high , :
1004 : 0.}.1 '2']" = \ B TMBH
[r— 1 B TMB-L
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3 T m 201
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TMB-high (TMB-H):>10 mutations/Mb
Marabelle Aet al;Lancet Oncol.20200ct;21(10):1353-1365; OakninA. et al. Presented at ESMO 2021

Need to be considered for the next

line of treatment ?
Courtesy Ana Oaknin, MD PhD



Post ICls: emerging issues

e Patient selection

eDefinition of resistance
eWhat is the currentoptions

mmmm Factorsto integrate

e Time to progression, definition of resistance to ICl,
e MSS status, other biomarkers

Bypassing resistance

e |Cl combinational approaches
e alternative strategies after ICls failure




ICls after ICls as monotherapy

ORR of 4.6%

Table 1 Summary of results of clinical trials with anti-PD-1/PD-L1 as single agents (only data for anti-PD-1/PD-L1 arms are reported)

Study name/ Study Type of Cancer Treatment Patients Time to first tumor ORR by ORR by immune- Rate of patients ORR First author and
code (NCT) phase evaluated for  assessment RECIST related response treated beyond after date of
response (weeks) criteria criteria progression initial PD publication

15-286 2 Adrenocortical Pembrolizumab 39 9 9 (23.1%) Not reported Not reported 2 (5.1%) Raj 2020 [12]

(NCT02673333) carcinoma

16-032 2 Breast cancer Pembrolizumab 17 13 3 (17 6%) 3 (17.6%) Not reported Not Ho 2019 [13]

(NCT02730130) plus RT reported

2014-1315 2 Thymic Pembrolizumab 40 6 9 (225%) Not reported Not reported 0 (0%) Giaccone 2018 [14]

(NCT02364076) carcinoma

20,151,049 2 Hepatocellular Pembrolizumab 28 9 9 (32.1%) Mot reported 5 (536%) 1 (3.6%) Feun 2019 [15]

(NCT02658019) carcinoma

Alliance 2 Sarcoma Nivolumab 38 6 2 (5.3%) Not reported 18 (47 4%) 0 (0%) D'Angelo 2018 [16]

A091401

(NCT02500797)

Attraction-2 3 Gastric cancer Nivolumab 268 6 30(112%) Not reported 95 (355%) Not Kang 2017 [17]

(NCT02267343) reported

CD-ON- 1/2 ucC Durvalumab 42 6 13(310%) Not reported 2 (4.8%) 2 (4.8%) Massard 2016 [18]

?‘!IEO%M736— NSCLC 256 39 (152%) 99 (38.7%) Not Antonia 2019 [19]

(NCT01693562) reported

CA-210-001 1 Advanced solid Nivolumab 160 6 17 (106%) Not reported Not reported 4 (2.5%) Brahmer 2012 [20]

(NCT00729664) tumors

CheckMate- 1 RCC Nivolumab 34 8 10 (294%) Not reported Not reported 3 (8.8%) MCDemott 2015

003 [21]

(NCT00730635) Melanoma 107 33 (308%) Mot reported Not reported 4 (3.7%) Topalian 2014 [22]
NSCLC 129 22(171%)  Not reported Not reported 6 (4.7%) Gettinger 2015 [23]

CheckMate- 1 Melanoma Nivolumab 30 8 6 (20.0%) Not reported Not reported 3(100%) Wolchock 2013

004 [24]

(NCT01024231)

CheckMate- 2 RCC Nivolumab 168 6 35(208%) 38 (22.8%) 36 (21 4%) 2(1.2%)°  Motzer 2015 [25],

010 George 2016 [8],

(NCT01354431) Pignon 2019 [6]

CheckMate- 1 NSCLC Nivolumab 52 11 12(231%) Not reported Not reported 3 (5.8%) Gettinger 2016 [26]

012

(NCT01454102)

CheckMate- 3 Squamous NSCLC  Nivolumab 135 9 27 (200%)  Not reported 27 (200%) 9 (6.7%) Brahmer 2015 [27]

017

(NCT01642004)

CheckMate- 3 RCC Nivolumab 406 8 Not Not reported 153 (37.7%) 20 (49%) Escudier 2017 [28]

025 reported

(NCT01668784)

CheckMate- 3 NSCLC Nivolumab 21 6 55(261%) Not reported 77 (365%) Not Carbone 2017 [29]

026 reported

44 clinical trials included
30% of patients received
ICIs beyond PD

232/5053 pts achieved a
response

Spagnolo et al.,, BMCCancer (2021) 21:425



Continuation of Pembrolizumab with Additional Chemotherapy after Progression
with PD-1/PD-L1 Inhibitor Monotherapy in Patients with Advanced NSCLC: A
Randomized, Placebo-Controlled Phase Il Study: 98 pts

Phase IIR: Adding 1-O to ‘RECIST’ Progression to 1-O
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Jung HA et al, Clin Cancer Res 2022



|Cls after ICls: combination approaches
Chemotherapy + NP137 +/- Pembrolizumab

NP137 blocking
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ICls after ICls: combination approaches
ICls+TKlIs combo in ICls pretreated patients

o Lt opsins o __Lom ) e monts it

KaiHe et al, 2023 NSCLC
(MRTX-500)

Lee et al, 2021 RCC
(Keynote 146)

Arance et al, 2023 Melanoma
(LEAP 004)

Lheureux et al, 2022 Endometrial

0S (n=68)

oo
©

®

» :

Median 0S (95% CI) 149(9321.1)
| Events/censored, n( %)

46 (68)/22( 32)

Kai He et al.,J Thoracic Surgery 2023
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Nivolumab
Sitravatinib

Pembrolizumab
Lenvatinib

104

Pembrolizumab
Lenvatinib

103

Nivolumab
Cabozantinib

20 post ICI

55%
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12.2

33.3% 4.2

% 5.5
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Any increase B(52%) LOH AN

No change 2(1%%) DB mint

Any decrease 67 (85.0%) .mp%(fn"l 4

Not evaluabie* 8(18%)

W Prior nivolumab + ipilimumab
1 No prior anti-CTLA4

Lee etal., Lancet Oncol 2021.

Aranceet al., JCO 2023
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ICls after ICls: combination approaches
ICl + Lag3 inh (relatlimab): ANGY trial proposal

ANGY Clinical trial design
ENGOT GIMECO growp, multicentric, open-label, phasa |/1] trial

H < Phasell trial: adaptive Bayesian approach allowing to guickly stop treatmant cohorts without evidence of efficacy and)or select promising treatment cohorts
Ratlonale LAG3 and Gvn cancer e Bayes ) wing hly mer W f lcacy and/for ming tr I

Praliminary stap = assess clinical activity of the proposed therapewtic combinationin 2-3 tumor types (4 indapendant cohorts)

Fareach cahart; clinical activity will be ossessed by sequentiol statistica) onalysis ot specific time points

Transhational studies from the ohiective 2 will be anolyzed in porafel of gctivation af the extension cohorts to defing treatment arms and patient selection
occording to indiddual tumor bomarkers

Lag3 is expressed by activated CO4 and COB Tcells, NK cells and pDd

L&G3 plays a protective role in autoimmune diseases by dampening CO4+ T cell
Fesponses by promoting Treg suppression

overexpressed along with other ICP [PD-1 for example) et tiell minthostetd ISR Syttt it o)
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Alternative immunotherapy after ICls:

ADCs: new frontiers

HER2

Folate receptor alpha

Trop2

Tissue factor
Napi2B
FGRF2

Target antigen Function Expression ADC
Folate receptor Transmembrane protein involved in Ovanan: Mirvetuximab
alpha transport of folate into cells necessary for BO-965% sOraviansine
metabolism, DNA synthesis, repair, and g STRO-002
proliferation 414% MORAB.202
Tissue Factor Thromboplastin or factor I, involved in Ovanan: %% Tisotumab vedotmn
extrinsic coagulation pathway leading to ol
generation of thrombin/clot formaton. | 56
Cervical: 34%
NaPi2b Sodium-dependent phosphate transport Ovanan: Lifastuzumab vedotm
protein expressed in epithelial cells. B0-100% XMT-1536
Mesothelin Hypothestzed to be mvolved in cell Ovarian: Anetumab ravtansine
adhesion. Expressed on mesothelial cells. Bl—RR% DMOTA039A
BMS-986148
MUCl& Transmembrane protein with role in Ovarian: 80% DMUC4064A

adhesion/penitoneal metastases. CA-125
represents the extracellular, cleaved
portion.




Alternative immunotherapy after ICls:

Humanized anti-HER2 Deruxtecan®?

1
o
o
c HO \—CH,

ADCs: anti-HER?2 M
WW ‘3%"8?%

Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload
(DXd=DX-8951f derivative)

An penael, maiicentersucy (NCTO82309 Best Percentage Change in
Target Lesion From Baseline
ORR by HER2 status
* Advanced solid tumors not eligible
for curative therapy

84.6

% Endometrial cancer

%F QOvarian cancer

+ 2L+ patient population
* HER? expression (IHC 3+ or 2+) T-DXd

* Local test or central test by 5.4mgfkg
HercepTest if local test not feasible 4w
(ASCO/CAP gastric cancer

\’
Ermacdorreeaetria=al
(ra=—-133)
11 (Bs8_6)

Biliarytract cancer

(ap]
D
=
=
o
i
o
%)
=
o
D
-

guidelines!)? =40 per Pancreatic cancer
» Prior HER2-targeting therapy cohort
allowed planned W Bladder cancer
(Cohortswith no objective
U ECOG/W HO PS 0—1 responsesin the first 15 patients

Othertumorst

were to be closed)

40 13 17 Kaplan-Meier estimate of Endometrial
Endometrial response at 12 months (%) 72.3

Bardia, et al, Annals of Oncology, 2021



Alternative immunotherapy after ICls:

ADCs: anti-Folates

\67

linker

MORAb-202 (FZEC)
/A!Qf

Farletuzuma PEG2-val-cit-PAB Eribulin

b linker
Bind 4 eribulin

MORADb-202 Preclinical Antitumor Activity

= Conlrol + Conlrol
= Eribalin fre fammj 0.1 mgikg = Eribulin {fres famn) 0.1 mgikg
+= Farletuzumab (A} 5 mgiyg + Farletuzumal [Ab) 5 mgkg

— 500— * MORAL-202 (ADC) 5 myikg 00— + MORAB-202 (ADC) 5 mgikg
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Sngle .
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+ In a mouse model, antitumor activity was significantly better in FRa-high-expressing tumor cell lines,
even at doses that did not show antitumor effects in the equivalent eribulin- or antibody-only groups

ADG, amibody-drug conjugate; FRa, folabe receptor apha 1. Koganemaru 5 et al JE00EArua Mesting 2022 Abstract Mo, 1-83-3

MORADb-202-G000-201: Dose Confirmation Study
Design

F clome bewnle: 0970 3016

+ Pie Bfddoue; polling B disign

MORAb-202 (farletuzumab ecteribulin) is an antibody—
drug conjugate comprised of the humanized anti-folate
receptor-alpha (FRa) monoclonal antibody, farletuzumab,
conjugated to the potent cytotoxic microtubuleinhibitor,
eribulin, by a cathepsin B-cleavable linker

@

DOSE ESCALATHOM

DOSE COMFIRPATION

M A3 migfm? 2 mad B dsbiprcts
L Lz d

25 mig/m?
.
Tatal N = 36 .
Fmmgim? |
ek

Skl Tusess (O, THBC,
PSOLE, EC)

- Backfll 1o achiove up B 10
tresrman paliesls per dove

] # 246 wwmnty 33 mgfm® |
Wk " W

Confidential, For internal Eisai wse only, Do not copy or distribube,



Alternative immunotherapy after ICls:
ADCs: anti-trop?2

Sacituzumab-govitecan (anti-Trop-2 + SN-38)

IMMU-132-01: Single ARM, PI/Il, open label, basket trial

evaluating Sacituzumab govitecan

| EndometrialGa

Total, n

Dose (mg/ke)
ORR, % (95% Cl)
CR, n (%)

PR, n (%)

SD, n (%)

Median DOR, months (95% Cl)
Median OS, months (95% Cl)
Median PFS, months (95% Cl)

CBR, n (%) [95% Cl]

18

10

22.2 (6.4-47.6)

0

4(22.2)

6 (33.3)

NR (9.1-NR)

11.9 (4.7-NR)
3.2(1.9-9.4)

8 (44.4) [21.5-69.2]

G Endometrial
90 *P2 Inv Initiated

. ;:: Study in 2LEC (n=
3 20 50) that is 2+ IHC
: 101 for TROP2 is still

—-10 4 oy
E ) recruiting (FPE Feb
2 5o 2020)
§ -70

—50

~110 - NCT04251416

Bardia, et al, Annals of Oncology, 2021

MK-2870/SKB264 (anti-Trop-2 + anti-DNA topoisomeraseI)

MK-2870-001: PI/Il, Multicohort, open label, evaluating MK-2870/SKB264

Participants:
+Metastatic solid tumor
+Measurable disease
sECOGPS0-1

Primary endpoint:
+ORR by BICR
Secondary endpoints
*DoR per RECIST1.1
+PFS per RECIST1.1
QS

+Safety

Sample size:
40 patients for
each tumor type

Cohort 1: 2L+ TNBC (completed)

Cohort 2: 2L+ Epithelial Ovarian cancer (OC)

Cohort 4: 2L Gastric cancer (GC)

Red: Denotes cohorts added to original Kelun FIH study

| SKB264: 5 mg/kg Q2W

- Efficacy evaluation: Every

[ Buiksper RECIST11

€9 MERCK

* Endometrial cohort added with amendment Q4 of 2022. FPE T: 12/30/2022, LPI for CN:12/30/2023
(30pts) and 10pts US (LPI: March 2024).
Enrolled patient population expected to be mostly 10 naive as 10 in EC not currently approved/widely

accessible in China

Data from EC cohort, can be used to check the assumptions used for the Ph3 component of the study
and adjust SAP if warranted (though small sample size, different tx setting to be taken into

consideration)

. .....Courtesy Ketta Lorusso




Alternative immunotherapy after ICls:
ADCs: MK-2870-005

Randomized Phase 3 study in post platinum/post ICls in Endometrial cancer,
evaluating MK-2870 versus TPC

Design: Phase 3 multi-center, randomized, open-label study

Key Eligibility Criteria: MK-2870 Dual Primary Endpoints
= Radiologically apparent - measurable, or 5mg/kg IV Q2W?2 - PFS (BICR)*
not measurable disease - 0S
= Endometrial Carcinoma and
Carcinosarcoma .
Key S d. End, t
« Prior platinum exposure AND prior N=~710 e]f g;oRn ary =ndpoin
PD1/PDL1 exposure (could be given
separately or in combination) in_ any
sefting 'Secondary Endpoints
. - - - . - . ) . , . DOR
hg\:{;tqg;:”pnor lines of Tx (not including Treatment of Physician’s . ooL
- ECOG0-1 Choice (TPC) = Safety/Tolerability
Dox or Taxol
Planned Stratifications:
« MMR (dMMR or pMMR) *Futility Analysis for PFS at 280 patients, with 4 months of follow
. TROP2' 7 up, is planned to ensure a minimal threshold of efficacy is being

» Prior therapies (<2 or 3) met early in the conduct of the study

Courtesy Ketta Lorusso



Molecular Profile of Endometrial Cancers
potential targets via molecular alterations

Histology

TCGA subtype

Mutation load
SCNA load
Grade

TPEZ inuwauun

213K alterations

KRAS mutation
Erbb alterations

FGFR amplification or

mutation

Wnt/Bcatenin
(014,113

‘POLE-ultramutated’

Endometrioid

‘MSS copy-numberlow’

1,23
———
PTEN M+ (94%)
PIK3CA M+ (71%)
PIK3R1 M+(65%)

>50%
0]

ARID1A M+ (75%)

PTEN M+ (75-85%)
PIK3CA M+(50-60%)
PIK3R1 M+(40-50%)

20-30%
low

FGFR1 A+/M+ (7%)
FGFR2 A+/M+ (13%)
FGFR3 A+/M+ (5%)
CTNNB1 M+ (>50%)
ARID1A M+(35-40%)

Serous and High-Grade
Endometrioid

‘copy-numberhigh
serous-like’

3
—

PTEN (11%)
PIK3CA A+ (45%)
PIK3CA M+ (35%)
PIK3R1 M+ (12%)

3%

ErbB2 A+ 25-30% (serous)

PPP2R1A M+(20%)
FBXW7 M+(20% of UC)

Carcinosarcoma

Clear Cell

High
oU-IU70
PTEN M+ (19%)
PIK3CA M+ (35%)
PIK3CA A+ (14%)

17%

ErbB2 A+ (13-20%)
ErbB3 A+/M+ (13%)

FGFR3 A+ (20%)

ARID1A (25%)
PPP2R1A (28%)

FBXW7 M+(35-40%)

CCNEL A+ (42%)
Sox17 A+ (25%)

High
2270
PTEN loss (80%)
PIK3CA (18%)

0%
ErbB2 M+ (12%)
ErbB2 A+ (16%)

ARID1A (25%)
TERT promoter
mutations

Morice. Lancet. 2016;387:1094; Levine, Nature volume 497, pages 67—73 (02 May 2013)



Molecular targetable alterations
FGFR 1-4 alterations in cancer

A
All FGFR alternations
9.2%
‘m
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Melancma B Mutation
Lung cancer 8 Reamangement
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0 FGFR4
Brain cancer . )
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® mut @ mutation @ CNV 0 Fusion @ Normal

A

Number of Cases

Number of Cases

2501
200+
150+
100+

60‘:

FN
=)
1

20+

]

Endometrial carcinoma

we= UCEC wmm SKCM === BRCA COADREAD
wes STAD w== LUSC wmm BLCA === LUAD
wes CHOL wmm LIHC == OV  wmm CESC
m=m GBM w== HNSC === KIRC PRAD
w=m THCA wmm LGG ww= UCS === ACC
== DLBC LAML === PCPG === UVM

Likely Inconclusive

D icll Likely

Neutral

== Unknown
= Oncogenic
= Likely Oncogenic
mm Likely Neutral
B Inconclusive

D A A\
& \(\4"6 N §\
O
) (%)
K &

8.3%
1

/"

2.8%
Py

» FGFR2 mutation
+ FGFR4 mutation
= No aberration

»  FGFR1 mutation
»  FGFR3 mutation
® FGFR3 rearrangement

Am J Cancer Res 2021;11(8):3893-3906

Front. Oncol., 21 April 2021



Phase I Dose-Escalation Study of JNJ-42756493, an Oral
Pan—Fibroblast Growth Factor Receptor Inhibitor, in

Patients With Advanced Solid Tumors

Josep Tabernero, Rastislav Bahleda, Rodrigo Dienstmann, Jeffrey R. Infante, Alain Mita, Antoine Italiano,
Emiliano Calvo, Victor Moreno, Barbara Adamo, Anas Gazzah, Bob Zhong, Suso J. Platero, Johan W. Smit,
Kim Stuyckens, Moitreyee Chatterjee-Kishore, Jordi Rodon, Vijay Peddareddigari, Feng R. Luo,

and Jean-Charles Soria

1060 ~

a0 -

—210) -

a 8§ 1% a8 9-1nr1ummrﬂTul_“13tuu 8 1% 1 126 3

—40 -

80 -

—810 -

Maximal Tumar Reduction From Baseline (%)
=}

FGFR status

B Amplification
Mutation
Transhocation

—100 -

B = & mg daily

9 = 9 mg daily

12 = 12 mag daily

108 = 10 mg 7 days on'? days off
128 = 12 mg 7 days on'? days off

Fg 2 Relstive changs from bessline in
tanget lesion size (3t best tumor response).
Figure shsws the percent change of the low-
est sum of the longest demeters from base-
line for patients with fibroblast growth fector
receptor (FGFA} alternations i tumor recei-
ing JM 2756453 Bt doses greater than 6 mg
n = Z3.

Journal of Clinical Oncology 32(15_suppl):2501-2501



https://www.researchgate.net/journal/Journal-of-Clinical-Oncology-1527-7755

Molecular targetable alterations
Rational for Parpi in Endometrial carcinoma

Dendritic
cell

B7

Ipilumab

PTEN-deficient EC cell

Yoy

T cell ‘
a — \\ PAR inhibitors
— P
RADS1 nucleoproteln
MDM2 filaments
e
AL -
Pembrolizumab -\ & )
Nivoumab g iguma P53 —— ATM/AR
Gy Avelumab -
Durvalumab
CHKY/2 @
BARD1

Figure | Overview of the HR pathway in PTEN-deficient EC cells. When DSBs occur, ATM, ATR and CHK /2 kinases phosphorylate BRCAI, that is stabilized by BARD.
BRCA?, whose correct conformation is maintained by DSSI and PALB2, carries RADS| to the site of DNA damage, where it forms nucleoprotein filaments and stabilizes
DNA double strands. The EGFR activates PI3K/AKT pathway, that i turn inhibits p53. Conversely, PTEN inhibits the PI3K pathway and thus activates p53, that induces cell
apoptosis and cycle arrest and increases the expression of the RADSI and the MRN complex (RADS0, MREI I, NBSI), involved in the DSBs repair. Moreover, PTEN
upregulates RADS . Therefore, mutant PTEN inhibits p53 and RADS | expression, thus impairing the HR system. Similarly, mutant p53 downregulates the MRN complex and
RADS! levels.

Musacchio et al, Cancer mangement & Research 2020

&

Functional HR-assay

De Jonge et al, Cancer Research 2019
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SCNA  BRCAT || e
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Molecular targetable alterations
ICl’s Activity and PARP inhibitors: Combination Approaches

= Phase 2:Talazoparib 1mg PO daily and Avelumab 10 mg/kg IV every = Phase2 DOMEC trial: Durvalumab 1500 mgi.v. every 4weeks and Olaparib
2 weeks in N= 35 previously pretreated recurrent MSS EC patients. 300mg/12h in N=50 previously pretreated recurrent (20%dMMR) EC patients.

ORR: 11,40/0 |:| Partial Response

PFS at 6 months:22,9% - festonll ORR:16%
PFS at 6 months:34%

+20% progression

ercent change from baseline (%)

-30% response

[

[

[ ]
|
[ |
—

Change from baseline (%)

T @ (3rcinosarcoma Endometrioid Grade 3
N L | e (lear Cell Serous
7 o @ Endometrioid Grade 1/2  ®= Undifferentiated
o
T

B0 45 34 61 57 51 59 44 47 62 48 64 36 52 53 39 70 38 69 55 49 66 68 37 46 43 67 42 65 50 54 35 40
Case Number

Panagiotis Konstantinopoulos MD, PhD et al. Jama 2022 C.C.B. Post et al; Gynecol Oncol. 2022 May;165(2):223-229



Molecular targetable alterations
Parpialone orin combinationin 15tline ?

in which population?

(, a0 The UTOLA trial
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Combination Approaches:Leveraging ICI's Activity
Adding an ICl to standard 1 Line Chemotherapy(PC*)
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ENGOT

Network of
Gynaecological Oncological Trial groups

PARPI + ATRI
allocation based on ARID1A expression & histological subtype

MOLECULAR TARGETABLE ALTERATIONS CRei
[ Potentially eligible patients with relapsed gynaecological cancers ]
ATARI trial (Olaparib + ceralasertib) |

Design: I\/Iulti-centre, international, open- Clear cell carcinoma Endometroid,
label, multiple two-stage parallel cohorts —ml4 il

. . carcinosarcoma
platform phase |l clinical trial [ ARIDIA Loss ] [ ARID1A ]

No Loss

Primary endpoint: Objective response rate T R S
(ORR) by RECIST 1.1 7
Secondary endpoints: Disease Control Rate Ceralasertlh Ceralasertib + olaparib
(DCR; OR or SD for 16 weeks or more), 160mg orally 160mg ceralasertib OD D1-D7
duration OR (DOR), PFS, OS, safety & BD D1-D14 300 mg olaparib BD D1-D28

tolerability

Each cohort = Two-stage optimal Simon design with
p0=10%, p1=30%, a=0.05 and 80% power

e Stage 1: 2+ responses/10 evaluable patients
ESMG CYNAECGLOGICAL CANCERS Susan Baneriee » Stage 2: 6+ responses/29 evaluable patients

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



ENGOT

ste European Network of
Gynaecological Oncological Trial groups

) ) ICR Snivieseat, B N
PARPi + ATRI
ATARI TRIAL COHORT 3: NON-CLEAR CELL SUBTYPES

Time on treatment
Cohort 3 (N=29 evaluable)

L PR : . oR * g ] Endpoint N=29
%P'H : - Objective Response Rate* 6 (21%)
) Unconfirmed OR 1 (3%)
E— 0 B—
EEmmmsDE e | .
=_ | Median DOR (weeks), IQR 41.0(32.9-49.9)
: q'SR = > '] Carcinosarcomas (endometrial)
: |__Carcinosarcomas (ovarian) DCR (ORR orSD>16 Weeks) 15 (52%)
E [ Cervical (squamous)
I | Cervical (adenocarcinomas) Treated 224 Weeks 13 (45%)
— & Endometrial endometriold carcinoma PFS at 16 weeks (95%Cl) 54% (35, 70)
e SD Endometrioid ovarian carcinoma
e I
TTTSh ! PR #& )
. ! ~ Continued treatment Median PFS, months (95%Cl) 5.5(1.8,8.3)
T T T | T T T T T T T T T T T T *Responses confirmed or ascertained by central review
0 8 16 24 32 40 48 56W 6k4 72 80 88 96 104 112 120 **N ot estimable
Each bar represents duration on treatment for one subject in the steujy.S Medlan OS, mOnthS (95%C|) 21.5 (6.0, NE**)

uPR = unconfirmed response, PR by local review but SD via central review

ESMG GY"AEC&‘-OG'GAL GANCERS Susana Banerjee

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Conclusion

* |Cls have radically reshaped the EC treatment paradigm & are currently approved in
the 2L+ setting, but moving upfront

New issues have to be addressed:

» A better understanding beyond dMMR/MSIand MMRp/MSS dichotomic classification
is required to better select patients for ICls therapy AND subsequent therapies

» Clinical trials are needed to investigate the rechallenge with ICls after ICls failure,
probably more in combination than alone

» Alternative immunotherapeutic approaches and alternative non immunotherapy
based treatments deserve further investigation after failure of ICls even in EC

* Lessons from the past:
* Phase Il # access to the drugs but give signals
e Anticipated biomarkers and subgroups are the future
 International collaborations will help (ENGOT, GOG, GCIG, and other friends)



