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Bl CHIPOR : CHIP en rechute platine sensible

Hyperthermic intraperitoneal chemotherapy
in platinum-sensitive relapsed epithelial

ovarian cancer:
The CHIPOR randomized phase Il trial

Jean-Marc Classe, Pierre Meeus, Eric Leblanc, Romuald Wernert, Francois Quenet, Frédéric Marchal, Gilles Houvenaeghel,
Anne-Sophie Bats, Gwenael Ferron, Cecile Brigand, Dominique Berton, Laurence Gladieff, Florence Joly, Isabelle Laure
Ray-Coquard, Sylvaine Durand-Fontanier, Gabriel Liberale, Emilie Brument, Bernard Asselain, Loic Campion, Olivier Glehen
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CHIPOR : CHIP en rechute platine sensible

CHIPOR trial (NCT01376752):
1%r grande étude de grande ampleur [RLAULLICEICT@ ETglelol gy FA-To Mo  ELT-RI I RigFEL

Median laparotomy
Complete resection

Patientes tres sélectionnées

i i . &5 e HIPEC
* Platine sensible First relapse of epithelial T (Elbnktin T rodarie
* 6cyclesdett e during surgery 41°C for 60 min)
PFI =6 months n=207 SOC

* RC apres la chimiothérapie maintenance

Response to 6 cycles of R
* CCO-CC1 en per-opératoire plati[;um-based ghemotherapy 1:1 Al
Complete surgery achievable N?:IZI:EC
Stratification:
N=415 .
Y

Center
* Residual disease (none vs <0.25 cm)
* PFI (6-12 vs >12-18 vs >18 months)
* Planned PARP inhibitor (yes vs no)?

3Added Oct 8, 2020 CCO = no macroscopic residual; CC1 = residual <0.25 cm; PFI = platinum-free interval; SOC = standard of care

Début en 2011 ° Fin en 2021

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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* Primary endpointfOverall Survival

= 80% power at 2-dided alpha = 5% tgdetect a HR of 0.71 with vs without
HIPEC after 268 eve

= Univariate stratified Cox model

« Secondary endpoints: PFS, TTST, safety (morbidity and mortality within
30 days after surgery), surgical outcome, QoL

« Data cutoff: 8 January 2023, 268 events observed (median follow-up: 6.2 years)

HR = hazard ratio; OS = overall survival; PFS = progression-free survival; QoL = quality of life; TTST = time to subsequent treatment
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(n=208) (n=207)

59 (6367 62 (65-69)
—> 73 (35% 64 (31%
|:> Median PFI (IQR), months 17.8 (11.8-25.3) 17.4 (10.6-26.6)

High-grade serous or grade 3 endometrioid, n (%)? 165 (82%) 159 (79%)
:> Completed 6 cycles of chemotherapy, n (%) 189 (91%) 188 (91%)
:> Surgery to CCO, n (%) 180 (87%) 180 (87%)

No. of patients (%) No HIPEC HIPEC
(n=208) (n=207)

Severe kidney failure 3 (1.4%) 21 (10%)

Before thiosulfate amendment? 1/154 (0.7%) 19/156 (12%)
After thiosulfate amendment? 2154 (3.7%) 2/51 (3.9%)




2023 ASCO

ANNUAL MEETING

HIPOR trial: Severe morbidity and mortality (within 30
days after surgery)*

No. of patients (%) No HIPEC
(n=208) (n=207)

218 (160-282) 337 (272-401)
-> mEsw) 85
= owsn  2007%
m) 41 (20%) 82 (40%)

o@h) 28040

14 (7%) 18 (9%)

3 (1.4%) 0
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No. of patients (%) No HIPEC HIPEC
(n=208) (n=207)

16 (8%) 7 (3%)

Maintenance PARP inhibitor * 46 (22%) 35 (17%)

‘ Maintenance bevacizumab
A - BRCA mutation status 164 (79%) 167 (81%)
Mutated 51/164 (31%)  48/167 (29%)
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CHIPOR trial: Primary endpoint (OS, ITT population)

100 7 No HIPEC

5 os (n=208)

Events, n (%) 142 (68) 126 (61)

HR (95% Cl) 0.69 (0.51-0.94)
p=0.019
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No. at risk Time (months)
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CHIPOR trial: PFS (secondary endpoint)

100 No HIPEC
PFS n=208
Events, n (%) 185 (89) 181 (87)
HR (95% Cl) 0.72 (0.55-0.94)
p=0.017

CHIPOR trial: TTST (secondary endpoint)

100

No HIPEC

TTST n=208

Events, n (%) 169 (81) 169 (82)

HR (95% CI) 0.69 (0.53-0.91)
p=0.009
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18 24

Time (months) 24

No. at risk Time (months)

No. at risk
No HIPEC 6! 93 3 34
No HIPEC 38
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CONCLUSION : Pas de changement de pratique
dans I'immeédiat mais affaire a suivre...

L -
e 1%re &tude aussi |arge . rPéag,hcllﬁce\/aIldatlon de la chirg a apres chimio a la
* Bien conduite * Est-ce que cela fait mieux que la chirg premiere:
A * 2 essais randomisés chirg a la rechute:
* Bénéfice sur la SG + DESKTOP Il =+
+ GOG-0213:-
* Traitement de maintenance ne correspond pas a
la routine
* Manque données de qualité de vie (tox sous
platine)

e Quid du résultat dans les BRCA ?
e Attention aux tox
* Centre de référence



2023 ASCO

ANNUAL MEETING

B« SHAPE : hystérectomie simple vs radicale

An international randomized phase lll trial comparing radical
hysterectomy and pelvic node dissection vs simple
* hysterectomy and pelvic node dissection in patients with low-
risk early-stage cervical cancer

A Gynecologic Cancer Intergroup study led by the Canadian Cancer Trials Group
CCTG CX.5 - SHAPE
NCT01658930

Marie Plante, Janice Kwon, Sarah Ferguson, Vanessa Samouelian, Gwenael Ferron, Amandine Maulard, Cor de Kroon,
Willemien Van Driel, John Tidy, Sven Mahner, Stefan Kommoss, Frederic Goffin, Christian Marth, Karl Tamussino,
Brynhildur Eyjolfsdottir, Jae-Weon Kim, Noreen Gleeson, Juliana Ubi, Lori Brotto, Dongsheng Tu, Lois Shepherd

On behalf of the SHAPE investigators
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Low-risk cervical
cancer as defined by:

Squamous cell,
adenocarcinoma,
adenosquamous
carcinoma

Stage IA2 and IB1
< 10 mm stromal
invasion on
LEEP/cone

< 50% stromal
invasion on MRI
Max dimension of
<20 mm

Grade 1-3 or not
assessable

Etude de non -infériorité

Stratification:

1. Cooperative Group

2. Sentinel node mapping (Yes vs No)

3. Stage (IA2 vs IB1)

4 Histological type (Squamous vs
adenocarcinoma/adenosquamous)

5. Grade (1-2 vs 3 vs not assessable)

R
A
N
D
o
M
I
Z
E

Arm1l

(Control)
Radical

Hysterectomy*

—

Arm 2
(Experimental)

Simple
Hysterectomy*

Pelvic
recurrence
rate at 3 years

*Regardless of treatment assighment, surgery will include pelvic lymph node dissection with optional sentinel lymph
node (SN) mapping. If SN mapping is to be done, the mode is optional, but the laparoscopic approach is preferred.
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Carcinoma of the cervix uteri.

Stage | The carcinoma is strictly confined to the cervix (extension to the corpus 2009
would be disregarded)
IA Invasive carcinoma which can be diagnosed only by microscopy, with

deepest invasion <5 mm and largest extension =7 mm

IA1 Measured stromal invasion of <3.0 mm in depth and extension of <7.0 mm

IA2 Measured stromal invasion of >3.0 mm and not >5.0 mm with an extension
of not >7.0 mm

1B Clinically visible lesions limited to the cervix uteri or pre-clinical cancers

greater than stage IA *

IB1 Clinically visible lesion <4.0 cm in greatest dimension

IB2 Clinically visible lesion >4.0 cm in greatest dimension

VS

2018

e |A Invasive carcinoma that can be diagnosed only by microscopy, with maximum depth of invasion <5 mm?®

Plus de prise en compte de
I’"horizontale

o A1 Measured stromal invasion <3 mm in depth

o 1A2 Measured stromal invasion 23 mm and <5 mm in depth

e IB Invasive carcinoma with measureq deepest invasion =5 mm (greater than stage |A), lesion [imited to the cervix uten®
o IB1 Invasive carcinoma =5 mm depth of stromal invasion and <2 cm in greatest dimension

o IB2 Invasive carcinoma 22 ¢cm and <4 cm in greatest dimension

o 183 Invasive carcinoma =4 cm in greatest dimension

L =L
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Simple Hysterectomy Radical Hysterectomy

Characteristics

N=350 (%) N=350 (%)
FIGO Stage:
. 1A2 30 (8.6) 28 (8.0) 58 (8.3)
. IB1 320 (91.4) 322 (92.0) 642 (91.7)
Histology
* Squamous 218 (62.3) 214 (61.1) 432 (61.7)
* Adenocarcinoma 114 (32.6) 131(37.4) 245 (35.0)
* Adenosquamous 18 (5.1) 5(1.4) 23 (3.3)
Grade:
* 1or2 205 (58.6) 210 (60.0) 415 (58.2)
- 3 49 (14) 49 (14) 98 (14)
* Not assessed 96 (27.4) 91 (26) 187 (26.7)
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Key post surgical findings on final Simple Radical P-value
pathology hysterectomy  hysterectomy
N=338 (%) N=344 (%)
Residual cervical cancer detected 154 (45.6) 163 (47.4) 0.65
Lymphovascular space invasion (LVSI) 45 (13.3) 45 (13.1) 1.00
Positive nodes (from sentinel or non sentinel nodes) 11 (3.3} 15 (4.4) 0.55
Positive vaginal margins 7i2.1) 10 (2.9) 0.62
Positive parametrium 0 6(1.7) 0.03
Lesions > 2cm 15 (4.4) 14 (4.1) 0.85

Simple Radical P-value
hysterectomy hysterectomy
N=338 (%) N=344 (%)
Adjuvant Post Operative Treatment 31(9.2) 29 (8.4) 0.79
Chemotherapy only 1 0
Radiation therapy only 15 11
Chemoradiation 15 18
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Pelvic Recurrence Rate (%)

Simple
Radical

H

w

N

Q Pelvic Recurrence Rate (ITT)

Median Follow-up: 4.5 years

===Simple Hysterectomy ===Radical Hysterectomy

Pelvic recurrence rate at 3 years:
Simple hysterectomy: 2.52% Radical hysterectomy 2.17%
Difference: 0.35% with upper 95% confidence limit 2.32% < 4%

Non-inferiority of simple hysterectomy to radical
Hysterectomy could be concluded
0 1 2 3 4 5 6 7 8 9
Time (Years)
350 328 311 213 204 133 61 31 14 4 0
350 329 315 286 208 132 66 31 16 2 0
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Secondary Efficacy Endpoints (ITT)

Endpoints Simple Radical
Hysterectomy Hysterectomy
N=350 N=350
3 year outcomes Hazard Ratio P-
(90% confidence | value
interval)

Pelvic Recurrence 97.5% 97.8% 1.12 (0.54-2.32) | 0.79
Free survival
Extra-Pelvic 98.1% 99.7% 3.82(0.79-18.4) | 0.10
Recurrence
Free survival
Relapse Free Survival 96.3% 97.8% 1.54 (0.69-3.45) | 0.30
Overall survival 99.1% 99.4% 1.09 (0.38-3.14) | 0.87
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Surgery-related Adverse Events All Treated Patients Post Surgery
(All Grades with incidence 2 5% in one of the Arms)

Adverse Event Simple Radical P Simple Radical P Intraoperative complications Simple Radical P-value
Hysterectomy Hysterectomy value Hysterectomy Hysterectomy value
N=338 (%) N=344 (%) N=338 (%) N=344 (%) Hysterectomy  Hysterectomy
N=338 (%) N=344 (%)
Within 4 weeks of surgery (acute) After 4 weeks of surgery (late) . .
— 1aa(ze) | 17as06) | ooa | 1s1(s3e | s0se0s | oes || INtraoperative Injury 24(7.1) 22(6.4) 0.7
* Abdominal pain 33(9.8) 42 (12.2) 0:33 36 (10.7) 47 (13.7) 0.24
« Constipation 16 (4.7) 22 (6.4) 0.40 13 (3.8) 19 (5.5) 0.37 *Bladder 3 9 0.14
* Fatigue 19 (5.6) 23(6.7) 0.63 19 (5.6) 28 (8.1) 0.23
* Paresthesia 14 (4.1) 22 (6.4) 0.23 17 (5.0) 22 (6.4) 0.51 *Ureter 3 5 0.73
* Peripheral -(-) -(-) -(-) 21(6.2) 13 (3.8) 0.16
SR *Nerve 5 g 0.28
* Urinary incontinence 8(2.4) 19 (5.5) 0.048 16 (4.7) 38(11.0) 0.003
« Urinary retention 2 (0.6) 38(11.0) | <0.0001 2 (0.6) 34 (9.9) <0.0001 | | *BOWel 2 2 1.00
* Dyspareunia -(-) -(-) -(-) 21 (6.2) 19 (5.5) 0.75 .
« Pelvic pain 19 (5.6) 9(2.6) 0.054 23 (6.8) 17 (4.9) 033 *\ein 4 1 0.21
* Lymphedema -(-) - () -(-) 35(10.4) 36 (10.5) 1.00
« Hot flashes i} () -() 14 (4.1) 20 (5.8) 038 *Other / 3 0.22

oG 0 0o 0GR
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Significant
differences were
seen between the 2
groups over time and
all were in favor of
the simple
hysterectomy group

*From linear mixed
models for change
scores from

baseline over time

(s
Quality of Life and Sexual Health

s

Quality of Life and Sexual Health

EORTC QLQ-C30 pain scale -4.53 p=0.02
Sexual-Vaginal Functioning (EORTC QLQ-CX24): Lower is Better

EORTC QLQ-CX24
« Symptom experiences 2.9 p=0.02 SH (Mean change score) RH (Mean change score) P-value
. BodyImage 592 0=0.02 Month 3 4.41 16.03 p<0.0001

Month 6 0.93 11.85 p<0.0001
* Sexual Worry -6.67 p=0.04

Month 12 0.94 9.16 p<0.0001
* Sexual Activities ~-7.59 p=0.003 ] ) ] ]

- Sexual Pain (FSFI Pain Scale): Higher is Better
* Sexual Enjoyment -7.67 p=0.049
SH RH

FSFI Desire 0.37 p=0.002 (Mean change score) (Mean change score) P-value
FSFI Arousal 0.38 p=0.003 Month 3 0.03 -0.78 p=0.003
FSFI Lubrication 0.36 p=0.008 Month 6 0.10 -0.56 p=0.02
FSFI Total Score 1.82 p=0.006 e i s i
FSDS Total Score -2.47 p=0.02
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Conclusion

* 'hystérectomie simple présente une efficacité similaire, avec une
moindre morbidité urologique et une meilleure qualité de vie sexuelle
a long terme.

e <ou=2cm

e <1 cm invasion stromale

e <50% invasion a I'IRM

e Evaluation GG indispensable
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Dostarlimab + Chemotherapy = nouvelle presentation a ’ASCO 2023

Eligible patients
« Histologically/cytologically proven advanced ]
or recurrent EC Dostarlimab IV 500 mg Primary endpoint

« Stage IV disease or first recurrent EC with Carboplatin AUC Dostarlimab IV * PFS by INV
low potential for cure by radiation therapy or surgery 5 mg/mL/min 1000 mg . OS

T O . Paclitaxel 175 mg/m’ QBW up to 3 yearse
» Carcinosarcoma, clear cell, serous, or mixed
Q3W for 6 cycles

histology permitted? Secondary endpoints

« Naive to systemic therapy or systemic anticancer * PFS by BICR
therapy and had a recurrence or PD 26 months after PES?
completing treatment

« ECOG PS 0-1 Placebo * ORR

« Adequate organ function Carboplatin AUC Placebo IV =on

— 5 mg/mL/min Q6W up 1o 3 . * DCR
Stratification Paclitaxel 175 mg/m? o SRR HRQOL/PRO
Safety

* MMR/MSI status® Q3W for 6 cycles
* Prior external pelvic radiotherapy
« Disease status

llowed by QUW (+/ days) unhl Week 52. Subsequent tumor imagmng s fo be performed every 12 weeks (+/ days) until radsographic PD s documented by invesigator

assessment per RECIST w1 1 followed by one additional imaging 4-6 weeks later or per standard of care

sMixed histolog ontaiming at least 10% carcinosarcoma, clear cell or serous histology. "Patients were randomized based on either local or central MMR/MSI testing results. Central testing was used with local results were not availabl
O
1

generation sequencing, and polymerase chain reaction assays were accepted. For central determination of MMR/MSI status IHC per Ventana MMR RxDx panel was used. “Treatment ends after 3 years, PD, toxicity, withdrawal of

e For local determination of MMR/MSI status, IHC, next
sent. investigator's decsion, or death. whichever occurs first
Continued treatmant with dostarimab or placebo beyond 3 years may be considered following discussion belweaen the Sponszor and the Investigator AUC, area under the plasma or serum concentration-bme curve, BICR, binded ir endent central review. DCR. disease control rate. DOR

{

duration of response, EC, endomelnal cancer, IV, adrmmstered miravenously, INV, mveshgalor assessment, MMR, mismatch repair, MSI, microsalelite instabwlity, ORR, overall response rale, OS, overall survival, PFS, progression-free survival, PRO, patient-reporied oulcome

ESMO V|RTUA|_ PLE NARY ENGOT-EN6-NSGO/GOG-3031/RUBY presented by Mansoor R Mirza Conlent of this presentation is I“F“ﬂllh[}";lr—;-:lc:.“'l—ll]:;:;:;L;'r;lljl:r :U::
WITH AACR EXPERT COMMENTARY
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dMMR/MSI-H (n=118)
Placebo + CP

. i +
Variable, n (%) Du.':rstarllm':l::t53 CP
MMR/MSI status
dMMR/MSI-H 53 (100)
MMRp/MSS —
Prior external pelvic radiation
Yes 8(15,1)
No 45 (84,9)
Disease status
Primary stage Il 10 (18,9)
Primary stage IV 16 (30,2)
Recurrent 27 (50,9)

CP, carboplatin/paciitaxel: dMMR, mismatch repair

deficient; MMR, mismatch repair; MMRp, mism

ratch

repair

proficient;

14.(21,5)
19(29,2)
32 (49,2)

MSI, micn

osatelli

Overall (n=494)
Dostarlimab + CP Placebo + CP

N=245 N=249
53 (21,6) 65 (26,1)
192 (78 4) 184 (73,9)
41 (16,7) 45 (18,1)
204 (83,3) 204 (81,9)
45 (18,4) 47 (18,9
83 (33,9) 83 (33,3)
117 (47,8) 119 (47,8)

te instability; MSI-H, microsate

llite instability-high, MSS, microsatellite stable

M. R. Mirza, et al., SGO® 2023, Abs #265




xTests statisti

/ Overall 1-sided alpha
2.5%

. PFS dMMR/MSI-H PFSITT OSITT
Primary (Hq; 2.0% overall) (Hz; 2.0%) 2.0% (Hs; 2.5%)
endpoints P-value stopping P-value stopping recycled P-value stopping

boundary = 0.00632.9 boundary = 0.02> boundary = 0.00177¢.4

| Prespecified PFS oS oS |
\subgroup analysese MMRp/MSS dMMR/MSI-H MMRp/MSS /

~— y

Muitiplicity control strategy is based on the graphical method (Maurer, 2013)

Hypothesis for PFS dMMR/MSI (H1) was ltested at the IA with 0.63% alpha spent from the overall alpha level (2.0%) initially allocated. © Since null hypothesis (HO1) for H1 was rejected at IA, the 2.0% alpha for (H1) was recy
PFS ITT (H2). HZ was tested at alpha level (2.0% yi initially allocated. © Since both null hypotheses (H01 and H02) were rejected, 2.0% alpha for the family of hypothesis testing of PFS was recycled to te
tested at alpha level (2.5%)= 2.0% recycled + 0 ted. dStopping boundaries and alpha spent at IA were adjusted based on the actual number of events/information fraction ¢ rved based on the presp
the time of analysis; P-value stopping boundary (IA)= 0.0063 for PFS dMMR/MSI-H; P-value stopping boundary (IA1)=0.00177 for OS ITT. eNot formally tested. dMMR, mismatch repair deficient; FA, final analysis; H, hypothesis; IA, interim analysis, ITT,

intent to treat; MMRp, mismatch repair proficient; MSI-H, microsateliite instability-high; MSS, microsatelite stable; OS, overall survival; PFS, progression-free suvival

2.0% recycled + 0

alpha spending function at

M. R. Mirza, et al, SGO® 2023, Abs #2635 Le Gancer.fr
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PRIMARY ENDPOINT: PFS IN dMMR/MSI-H POPULATION

During
chemo

1.0

o
o

o
\

Short term

Long term

Dostarlimab + CP

Median follow-up: 24.79 months

Probability of Progression-free
Survival,

4 —
HR 0.28
(95% CI, 0.162-0.495)
0.2 No.with  Median (95%CI). 9/ A%, ‘ P<0.0001
event (%)  (mo) ’ ' v '
Dostarlimab + CP 35.8 NE (11.8-NE) 15.7 Placebo + CP
Placebo + CP 23 1.7(56-9.7) 0/ -
0.0 —| PFS maturity 56.9 ° + Censored
[ ‘ : N B} : : A B ) . - -

At Risk (Events)
Dostarlimab + CP sa@  48(3)  44(5)
Placebo + CP 3 (0] 57 (4 oy
Med sration of follow |'

rboplabn/pachlaxel, dMMEK mesmalct

—— ko e - —

) 34 (19) M (17) 30 (18) 23 (19) 28(19) 27 (19)

8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months from Randomization

25(19)  19(19) 13(19)  8(19)  9(19)  4(19)  1(19  0(19)
274 7 (AT 1 {47 Y (A7 17 1 7 0 (AT

14(41)  12(43)  12(43 11 (44  (46) { (47

jh, NE
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PRIMARY ENDPOINT: PFS IN dMMR/MSI-H POPULATION

Short term

During

chemo

Long term

“Bad” dMMR [

o

o
\

IS
|

Probability of Progression-free
o Survival,
]
l

0.0

-,
63.5%
No.with  Median 95%C1), /4 A9
event (%)  (mo) '
Dostarlimab + CP 358 NE (11.8-NE)
Placebo + CP 723 7.7 (5.6-9.7)
PFS maturity 55.9
|

At Risk (Events)

| T
0 2 4 6 8 10 12 14

}»Cherr wotherapy F‘er\o:“

Dostarlimab + CP s3 48 (3) 44(6) 39(10) 34015 (1) 30(18) 29(19)
5 (0 57 (4 54 (7 34 (24 6 (3 14 {41 13)  12(43

Placebo + CP

Med ration of lollow

wrboplatlin/pachiaxe

—— ko e ———— -

dMMR musmalch repar dehcienl. HR, hazard rabo, MSI-H, microsalel nsla

—— - - —— -

Intérét de la chimio ? Quel profil ?

61.4 Dostarlimab + CP
%
Median follow-up: 24.79 months

HR 0.28
(95% CI, 0.162-0.495)
" . , L P<0.0001
15.7 Placebo + CP
% — Censored

: . I - . : [
20 22 24 26 28 30 32 34 36 38

Months from Randomization
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PRIMARY ENDPOINT: PFS IN dMMR/MSI-H POPULATION

Short term Long term

- Significant reduction of risk of

progression in the first year

o
)

Dostarlimab + CP

o
|

Median follow-up: 24.79 months

B
\

HR 0.28

(95% CI, 0.162-0.495)
P<0.0001

Probability of Progression-free
oSurvival,

e
]
|

No. with Median (95%Cl), 2 4 4%

event (%)  (mo) : : = =
Dostarlimab + CP 358 NE (11.8-NE) 15.7 Placebo + CP
Placebo + CP 723 7.7 (56-9.7) o
0.0 1 PFs maturity 55.9 0 — Censored

| | 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

}—cr.mu-m-, Pwlo::—ﬁ Months from Randomization
At Risk (Events)
7 (18)

Dostarlimab + CP sa) 48(3) 44(6) 39(10) 34(15)  31(1 20(19)  28(19) 21(19) 25(19) 19(19) 13(19) 8(19) 9 (19) 4(19) 1(19) 0 (19)
Placebo + CP 85 (0) §T()  BA(T) 34(24) 26(32) 14(41) 3 (46 7 (47 { (47 3(47) 3 (47) 2 (47) 1(47) ) (47)

Median duration of follow-up 24 79 months

dMMRE musmalch repar deficenl HR. hazard rabo. MSIH mucrosatelite nstability hugh NE. nol eshmable: PES. progression-free surviva

12 (43) 11 (44) B (46)

arboplahn/pachiaxs
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PRIMARY ENDPOINT: PFS IN dMMR/MSI-H POPULATION

During Short term Long term
chemo

1.0

Long lasting benefit (cure?)
For how long is the treatment needed?

o
o

Dostarlimab + CP

o
\

Median follow-up: 24.79 months

Probability of Progression-free
Survival,

4 —
HR 0.28
(95% CI, 0.162-0.495)
0.2 No.with  Median 95%Cl), 9/ A%, i P<0.0001
event (%)  (mo) " . :
Dostarlimab + CP 35.8 NE (11.8-NE) 15.7 Placebo + CP
Placebo + CP 723 7.7 (5.6-9.7) (y
0.0 - PFs maturity 55.9 0 +— Censored
| [ [ | | I I |
0 s 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
}»:nemot--emp-. Peno:A‘ Months from Randomization
At Risk (Events)
Dostarlimab + CP s3 () 48 (3) 44(6) 39(10) 34(15) 3M(1) 3018 29(19) 28(19) (19 25(19) 19(19) 13(19)  5(19) 9 (19) 4(19) 1(19) 0(19)
Placebo + CP 65 (0 57 (4) 84 (7) 3 (24 26 (32) 14 (41) 12(43) 12(43 11 (44) g (46) 8 (46 7(47) § (47 1(47) } (47) 2 (47) 1(47 (47}
Median duration of follow-up 24 791

P carboplabn/pachtaxel dMMR mesmalch repar dehcenl HR, hazard rabo, MSI-H, microsalellite mstabibity hugh, NE, nol eshmable, PFS, progression-free surava

—— ko e ———— - - —— - - —— -



PRIMARY ENDPOINT: PFS IN OVERALL POPULATION

During Short term Long term
chemo
1.0
]
2
> 08
-
v
Q
Q
.
T 06
.0
v
o Median follow-up: 25.38 months
oo
o 04—
& 36.1% )
% Dostarlimab + CP
z HR 0.64
= 0.2 95% Cl, 0.507-0.800
'g No. with Median 290% . (P<0 0001 )
-g event (%) {95%Cl), (mo) - . T o .
& Dostarlimab + CP 55.1 118 (9.6-17.1) | 18.1% Placebo + CP
0.0 Placebo + CP "1 719 (7.6-9.9)
PFS matunty 3.2 ; = Gensored
| | | | | | | | | ]
0 2 4 6 E 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
}, Snemothesapy .-..,,c,.__‘ Months from Randomization
At Risk (Events)
Dostarlimab + Cp 245(0) 220(12) 197(25) 157(55) 130(B0) 105{103) 94{110) 90(113) B4{118) 78(122) 66(127) 52(128) 34{131) 23(132 12(133) 22(132) 2(134) 135)
Placebo+ CP 249(0) 219(14) 200(29 1517"_- 103(115 74111 59(155) 570157 48.166) 42(170 39(170) 12(172 20{175) 14(176 13(176) 51T 2177 1177 1177
Median duration of follow-up 25.38 months
CI' carboplatin/pachitaxe HR,_hazard rabio, PLS, progressign.fre TR T S P T <A S W

Statistically and clinical significant PFS benefit in dMMR/MSI-H and overall population

Statistically significance PFS benefit in the MMRp/MSS population could not be proven
Role of chemotherapy in dAMMR/MSI-H still to be proven (no arm with dostarlimab alone)



CO-PRIMARY ENDPOINT: OS IN OVERALL POPULATION(33% MATURIT

1.0
- 71.3%

g Dostarlimab + CP HR 0.64

& 06 (95% Cl, 0.464-0.870)

° P=0.00212

56.0%

g ’ Placebo + CP

:: 0.4 —

a

5 e Trends toward a benefit 34.5% of patients on the
' event (%) (95%Cl), (mo) . placebo arm received
Dostarfimab + CP 265 NE (NE-NE) Longer fO“OW'Up Is needed subsequent immunotherapy
Placebo + CP 40.2 NE (23.2-NE) op s

0.0 0S maturity 334
| | I | | I [ [ I

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

|>e iy .»W# Months from Randomization
At Risk (Events)
Dostarlimab + CP  2450)  235(5)  224(8)  214(15) 196(25) 190(33) 183(35) 174{42) 169(44) 16247) 145(53) 110(57)  BHBO)  64(6Z)  45{64)  25(6%) 1165) 2(35) 065)
Placebo + CP 44(0) 243 2977 28(17) 219(22 203(35)  189(45 177(57)  162(B8 147(78)  125(88 BB(23 65{47) 48(98 3304 15(100)  B(1C 1 1{100

\I :-”I'u ;Iu-'n-"- . :l sl 1 -rl ignificance at first mienm analysis

P, carboplatn/pachtaxed, HR, hazard ratio; NE. nol estmable; O35, overall suraiva
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PRO Assessments

The EORTC QLQ-C30 and QLQ-EN24 questionnaires were used to collect patient
HRQoL data?

PRO assessments were completed before treatment on day 1 of each treatment

cycle, at the end of treatment visit, and at safety and survival follow-up visits
» Cycle 1, Day 1 was the baseline value
» Cycle 7, Day 1 is the start of the monotherapy phase
*» Cycle 13, Day 1 is the start of the first cycle in the second year of treatment cycles

Instrument Domains assessed Score  Higher score indicates
Global health status/QoL Better HRQoL
EORTC QLQ-C30 Functional scales: Physical, role, emotional, cognitive, social Better functioning

Symptoms: Fatigue, nausea & vomiting, pain, dyspnea, insomnia,

appetite loss, constipation, diarrhea, financial difficulties MHG(=E SyIptoms

Functional scales: Sexual interest, sexual activity, sexual enjoyment Better functioning

EORTC QLQ-EN24 Symptoms: lymphoedema, urological, gastrointestinal, poor body
image, vaginal, pain in back and pelvis, tingling/numbness, muscular Worse symptoms
pain, hair loss, taste change

3E£Q-5D-5L was also administered. EORTC, European Organization for Research and Treatment of Cancer, EQ-5D-5L, EuroQol 5-dimensions 5-levels; HRQoL, health-related quality of life; PRO, patient-reported outcome; QLQ-C30, Quality of Life
Questionnare-Core 30; QLQ-EN24, Quality of Life Questionnaire-Endometnial Cancer Module; Qol., Quality of Life

2023 ASCO #ASCO23 presenten 8v: Dr Mansoor Raza Mirza ASCO sy
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Significant Difference Seen at Cycle 7 in Global QoL Between Arms in
dMMR/MSI-H Population

dMMR/MSI-H Overall

C7 c13 c7 c13
improvement A LSM(SE) LSM (SE): WRprovament A LSM(SE) LSM (SE):
9.4 (3.72) 7.6 (3.97) T 0.4 (1.79) 2.6 (2.26)

P=0.06 P=0.84 P=0.26

Mean change from baseline
Mean change from baseline
(+ 95%Cl)

o
|

Detenoration * . Dostarimab plus carboplatin/pachtaxel . Placebo plus carboplatm/pacitaxel Deterioration * . Destarhmab plus carboplatin/pacHaxel . Placebo plus carboplatin/pacitaxel

L] L] L} L L L L L] L] L LI T L L] L L | | L] L] I 1 I 1 L i 1 I 1 L] I I 1 L L] L} L L L L L L L L] T L] I 1 ] 1 T 1 L] I L] L}

‘9@(2 e e N Ao oo St o oN o oY S a e aN aX aX aN aX aX a3 @6,(%oeovoeo@o)oﬁo&o,oo,’o,e pROSoN N of oS o aX X aX aXaNaX X X )

Cycle Cycle

"Indsicates nomanal significance. P-values shown are nominal p-values. Moced models for repeated measures were used to generate least-square means, adjusting for within-patient comelations across time points within a patient and controlling for baseline

values.
From New England Joumal of Mediane, Mirza MR, Chase DM, Slomovitz MD, et al, Dostarimab for Pnmary Advanced or Recurment Endometnal Cancer. DO 10 1056/NEJM0a2216334. Copynght © 2023 Massachusetts Medical Society

BSLN, baseline; C, cycle; CP, carboplatin-pacitaxel, dMMR, mismatch repair deficient; LSM, least square mean; MSI-H, microsatellite instability-high

2023 ASCO #ASCO23 presenten By: Dr. Mansoor Raza Mirza ASCO
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Significant Differences Seen at Cycle 7 Between Arms in
dMMR/MSI-H Population for GHS/QoL, Physical Functioning, and Role

Functioning
dMMR/MSI-H Overall

LSM(SE): LSM(SE): LSM(SE): LSM(SE): LSM(SE). LSM (SE) LSM(SE): LSM(SE): LSM(SE): LSM(SE): LSM(SE): LSM (SE):
25= 9.4 (3.72) 75(361) 11.7(523) 3.2(3.78) 42(378) 56(4.82) 25=504(1.79) 03(1.86) -22(250) -1.0(1.72) 15(1.82) -1.5(2.29)
F’=g‘.01 P=0.04 P=0.03 P=0.40 P=0.27 P=0.24 P=0.84 P=0.85 P=0.38 P=0.57 P=0.40 P=0.52
20+
15+
10+
5+ 5

n=178 n=181

(+ 95%Cl)
(+ 95%Cl)

5=

10

Mean change from baseline
Mean change from baseline

-15+ =

-20=

n=482

Improvement ‘

= GHS/QoL Physical Role Emotional Cognitive Social
Functioning Functioning Functioning Functioning Functioning

Improvement ‘

GHS/QolL Physical Role Emotional Cognitive Sacial
Functioning Functioning Functioning Functioning Functioning

-25=

W Dostariimab plus carboplatin/pacitaxel

B Placebo plus carboplatin/paciitaxel

M Dostarimab plus carboplatin/pachtaxel M Placebo plus carboplatin/paciitaxel
* Indicates nominal significance. P-values shown are nominal p-values. Mixed models for repeated measures were used to generale LSM, adpisting for within-patient comelations across time points within a patient and controfling for baseline values. dMMR,

mismatch repair deficient; GHS, global health score; LSM, least square mean; MSI-H, microsatelite instability-hagh; Qol., quality of life
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Mean change from baseline

(+ 95%Cl)

No Significant Differences Seen at Cycle 13 Between Arms

dMMR/MSI-H Overall

LSM (SE):  LSM (SE): LSM (SE): LSM (SE): LSM (SE): LSM (SE): LSM (SE): LSM (SE): LSM (SE): LSM (SE): LSM (SE):
25= 7.6 (3.97) 7.9 (4.85) 4.8 (7.27) 4.7 (4.16) -0.7(4.24) 6.1(6.41) 25=-26(226) -0.1(237) -49(362) -11(232) -0.9(2.11)
P=0.06 P=0.10 P=0.51 P=0.27 P=0.87 P=0.34 P=0.26 P=0.96 P=0.18 P=0.63 P=0.66
20

15+

(+ 95%Cl)
(=]
]

n=35 n=83 J n=84
— =]

-10=

Mean change from baseline

15+

-20=

Improvement ‘ n=14

GHS/QolL Physical Role Emotional Cognitive Social
Functioning Functioning Functioning Functioning Functioning

Improvement ‘
GHS/QolL Physical Role Emotional  Cognitive
Functioning Functioning

-25= -25=

W Dostarimab plus carbeplatin/pacitaxel

l Dostarimab plus carboplatin/paciitaxel

M Placebo plus carboplatin/paciitaxel

B Placebo plus carboplatin/pachtaxel

LSM (SE):
-3.8 (3.30)
P=0.25

Social

Functioning Functioning Functioning
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Conclusion

e Etude de changement de pratique

* Nouveau standard : bénéfice important du dostarlimab en combinaison
avec une chimiothérapie par carboplatine et paclitaxel dans les cancers de
'endometre dMMR en 1" ligne de traitement.

* Acces précoce fin de I'année en France pour proposer ce traitement.
* En attendant, essai DOMENICA

e Attente résultat de I'étude : Pembrolizumab (MK-3475) Plus Lenvatinib
(E7080/MK-7902) Versus Chemotherapy for Endometrial Carcinoma
(ENGOT-en9 / MK-7902-001) (LEAP-001)
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ETUDE DOMINCA EN COURS

¢« Cancer de 'endométre, avancé ou
métastatique

«  NMMR déficient (IHC locale, confirmé
par analyse centralisée)

*  Metastatic/ advanced

* Stade IV, en rechute ou stade 11IC2
(avec maladie résiduelle) n= 142

Facteurs de stratification: :
* CT adj/ oui- non i
- Antécédent d'irridation pelvienne |

* La poursulte du traltement par le dostarlimab au-deld de 2 ans peut
étre envicagée au cas par cas, uniguement aprée discuscsion et accord

du promoteur

** Imagerie: Toutes les 6 semaines les 6 premiers maois de traitement,
puis toutes les 9 sermaines jusgu’a 1 an de traitement, puis toutes les 12

semaines jusqu’a progrescion.

lusqua 2 ans

_ ou progression®
n=71

_ Carbo AUC5S-Paclitaxel ' Crossover vers le dostarlimab
! 175mg/m?, 6 cycles autorisé & la progression

n=71

Objectif principal PFS par RECISTV1.1 **
* Investigator-assessed

Objectifs secondaires * Qualité de vie

ORR, DoR,
PFS2,
TFST, TSST

Toxicités PRO-CTC-AE
0s
Sécurité et tolérance

Objectifs exploratoires Translationnel (statut MSI, PD1/L1 status, immune signature)
; PFS selon iRecist
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