RGOQ

Regroupement des Gynécologues Oncologues du Québec

Revue du

Fellow-CHUM

cancer de

I'ovaire séreux
de haut grade

Dre Jessica Ruel- Lallberte MD Msc




T

Declaratlon de conflits d’mterets
personnels

~Je n'ai pas de conflits d'intéréts ou de biais commerciaux potentiels - -



-

Froon

Regrouperent des Gynécologues Oncologues du Québec

- Etud Jui seront présentées

n ~ CHIPOR

.MIRASOL

n SORAYA s







@ Efflcacy and Safety of Mirvetuximabh

= Soravtansine in Patients With Platinum-Resistant

5 Ovarian Cancer With High Folate Receptor Alpha .
Expresswn Results From the SORAYA Study |

UrSIAMll MD DI‘I‘I ica Lorusso, MD, PhD?; Ana Oakni MDPhDSd PgtMDPhD

. Andrew Dean, MB c , MRCP, FRACP?; Hann lore Denys, MD, PhD; letta Colombo, MD, PhD7; Toon Van Gorp, MD, PhD?;
Jason A. Konner, MD M argar ta omeo Ma MD, PhD'!; Philipp Harter, MD, PhD'2; Conleth G. Murphy, MD“; Jiuzhbu Wang, PhD'%;
Elizabeth Noble, BS'%; Brooke Estev BSN ; Michael Method, MD, MPH, MBA!?; and Robert L. Coleman, MD'®

SORAYA

$1.10 oUSt

Jusqu a 80% des cancers eplthellaux de I'ovaire vont récidiver ‘
Patientes développent éventuellement une résistance aux platlns (PROC)

->Tx de chlmlotheraple sans platlns

->Taux de réponse | falbles (40 30%) et toxicités qui peuvent étre
|mportantes ' |

Le mivetuximab soravtansine (I\/IIRV) est un antlcorps conjugue compose .
d'un recepteur antifolate a (FRa) FEis A" -

‘FRa est une pratéine membranaire qui'se lie et transporte le folate dans

les cellules. Ce récepteur est généralement surexprlme dans les tumeurs‘_'
- épitheéliales, en particulier dans-les. tumeurs sereuses de haut grade de
~l'ovaire et de I endometre sereux * ' i - |
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sy10d5:

~ Etude phase 2 simple brin-
39 sites, 8 pays

PROC (6 mois)
Expressmn tumorale eIevee de FRa ‘évalude par le Test Ventana FOLR1 28 avec

au moins 75 % des cellules de tumeur viable (méthode démontree + fiable que
celle utilisée dans FORWARD |)= 36% des ptes screenees con5|derees 3

‘Recu une a trois lignes precedentes de theraple antlcancereuse systemlque |
(thérapies d'entretien incluses) et avaient. tcutes deJa regu du BEV

-y
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sy10d5:

Crlteres d'exclusion: | .

-troubles cornéens, affections oculaires neceSS|tant un traitement continu .
-neuropathle périphérique de grade > 1 '
-maladie pulmonaire mte,rstltlelle non mfe_cti'euse

MIRV & 6 mg/kg IV g. 3 semai’n‘e's ad prp’gre"ss'io;ng toxici-tés in'acce'ptab-lk'e"s', déces

Examen ophtalmologique lors du screenlng et evaluatlon des symptomes
oculaires avant chaque dose

‘Larmes artificielles- lubrifiantes d|e et des gouttes de cortlcostermdes la.veille ad"
J8 de chaque tX s - - |

5. g
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SORAYA

$1.10 oUSt

~Issue primaire: ORR selon critéres RECIST 1.1 (ORR de référence de
12 % pour la chimiothérapie a agent unique)

Issues secondaires: durée de réponse (définie comme le temps écoulé
entre la réponse initiale complete ou partleIIeJusqu a la progressmn de.
Ia maladie), PFS, OS | 2

-

Evaluation radiologique (scan ou iRI\/II)'au'Sc'reen"i'ng puis q 6sem X 36
semaines, puis .12 sem ad progressmn deces ou debut d'un nouveau -
traitement ; e . 2

e analyses de sous- groupe prevues nbr de Irgnes de tx et utlllsatlon o
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105 - —

51 % avaient déja regu trois Ilgnes de ot mesr

traitement

R
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TABLE 2. ORR and Subgroup Analysis in Lhe Ellicacy Evaluable Populalion
ORR Investigator-Assessed

BICR-Assessed

EfMlicacy evaluable palienls, Na. n— 105

n— 96

34 (32.4) [23.6 10 42.2]

29 (30.2) [21.3 1o 40.4]

Beast cverall responze, No. (%)

- 48 % avaient deja regu un PARPl o o150

SUIVI medlan 13.4 mois

ORR 32,4 % (IC & 95 %, 23,6 & 42,2), = -swsos

cing.reponses completes et 29 L= I

réponses partielles

CR 5 {4.8) 6 (6.3)
PR 29 (27 6) 23 (24.0)
S A8 (45.7) 54 (56.3)
g (9.4)
NE 3(29) 44,2}

' Tumu.r reduclion, Moz (%) ; 7B (71.4) MND
Disease contral rate, No. (%) 24 (51.4) ND
CA-125 response” i ] . n =86

No. (%) 195% Cl| " 40 (46.5) 1357 to 57 6| ND
Priar lines of therapy, No. (%) [95% CI]”
n =46
18 (35.3) [22.4 1o 49.9] 15 (22.6) [19.5 lo 48.0]
3 n =53 n =49

16 (30.2) [18.3 1o 44.3]

14 (28.6) [16.6 1o 43.3]

Prior exposure to PARPI, No. (%) [85% ClP*

Duree mediane de reponse 6,9 mois —. =

(IC 295 %, 5,6 29,7)

n=47
19 (38.0) [24.7 10 52.8] 14 {Z29.8) [17.3 1o 44.49]
No n=hal n=4s

14 (27.5) 1159 10 41.7]

15 (32.6) 119.5 to 48.0]
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12 (11)

‘Evénements
Ind‘eSWabIe’S ||eS au : TABLE 5.~ Most Common (= iO%) TRAEs in the Safety Population
traitement - | TRAES. Al Grades, No. (%) Grades 3-4, No. (%)
Retard_S (33%) | Patients with any event 91 (86) 31 (29)
Reductons de dose T =18
(20%) | Nausea. . 31.(29) 0 (0)
Arréts de ‘dOse (9%) Dry.eye 26 (25) 2 (2)
des patientes “Fatigue 25 (24) - LT
- Diarrhea 23 (22) 2 (2)
Astheria - 16(15) 1(1)
. Photophobia 14 (13) 0 (0)
Peripheral nghrbpathy_ 14-(13). 0(©) -
Decreased e;ppetite 14 (13) 1 (1)
Neutropenia ot '_.14§13) iy "IF'2 (2):
Vomiting

0 (0)
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- Evenements oculalres observes chez environ 50 % des patientes etalent attendus
sur la base d’essais cliniques antérieurs

1 arr_et pour situation oculaire urgente, sans séquelles permanentes

—

*  EE= An official website of the United States government Here's how you know v

Y U.S. FOOD & DRUG [ Qsearcn | [ =

ADMINISTRATION

+—=Home / Drugs / Development & Approval Process | Drugs / Drug Approvals and Databases / Resources for Information | Approved Drugs
/ FDA grants accelerated approval to mirvetuximab soravtansine-gynx for FRa positive, platinum-resistant epithelial ovarian, fallopian tube, or peritoneal cancer

FDA grants accelerated approval to : :
mirvetuximab soravtansine-gynx for FRa ' —
positive, platinum-resistant epithelial ovarian, R
fallopian tube, or peritoneal cancer

f Share = X Post  in Linkedin =~ % Email & Print

On November 14, 2022, the Food and Drug Administration granted accelerated approval

::::::::s[;:rg:ﬁnmam“ | to mirvetuximab soravtansine-gynx (Elahere, InmunoGen, Inc.) for adult patients with ?;':t:;:n';:"m malofi
folate receptor alpha (FRa) positive, platinum-resistant epithelial ovarian, fallopian tube,
Oncology (Cancer) / or primary peritoneal cancer, who have received one to three prior systemic treatment Regulated Product(s)
Hematologic Malignancies regimens. Mirvetuximab soravtansine-gynx is a folate receptor alpha directed antibody Drugs
Approval Notifications and microtubule inhibitor conjugate. Patients are selected for therapy based on an FDA-
approved test.

Ongoing | Cancer Accelerated

Approvals Today, the FDA also approved the VENTANA FOLR1 (FOLR-2.1) RxDx Assay (Ventana
Medical Systems, Inc.) as a companion diagnostic device to select patients for the above
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. Phase Il MIRASOL (GOG 3045/ENGOT-0v55) study: Initial report of mirvetuximab sor-
avtansine vs. mvestlgator s choice of chemotherapy in platinum-resistant, advanced high-
grade epithelial ovarian, primary peritoneal, or fallopian tube cancers Wl'th high folate
receptor-alpha expression.

MIRASOL

- ECR

- -Résultats pré_Sehtés ASCO 2023

PROC avec une expression elevee de FRa (test Roche FOLR1)meme definition
que Soraya -

1 a 3 lignes de tx anterleurs | -
PARPi ou utilisation de BEV hon obllgat0|re
Random|sees ¥ gk

MIRV 6 mg/kg, poids COrpor,eI'idéau_I 'ajus+t'é',. q.21j versus. -
chimiothérapie: paclitaxel, caelyx, ou topotécan :

ssue primaire: PFS

-
-y

~ Issues secondaires: ORR, OS, issues rapportées, par. les patientes -



. LBA5507 - . o _Oral Abstract Session

. Phase Il MIRASOL (GOG 3045/ENGOT-0v55) study: Initial report of mirvetuximab sor-
avtansine vs. mvestlgator s choice of chemotherapy in platinum-resistant, advanced high-
grade epithelial ovarian, primary peritoneal, or fallopian tube cancers Wl'th high folate
receptor-alpha expression.

MIRASOL

> nN=453"
S I\/IIRV 226 ch|m|o

SUIVI median 13.1 m0|s

Les caracterlsthues de basé étaient bien’ equmbrees dans tous Ies hras &'
Nombre de lignes de tx anterleur 14 % une, 39 % deux et 47 % trois Ilgnes .
62 % avaient déja recu du BEV.

55 % avaient déja recu un I_?A_RPl % i T by

41% taxol hebdo, 36% caelyx, 23% t'opo'te'éa'n '_



. LBA5507 - . o _Oral Abstract Session

. Phase Il MIRASOL (GOG 3045/ENGOT-0v55) study: Initial report of mirvetuximab sor-
avtansine vs. investigator’s choice of chemotherapy in platinum-resistant, advanced high-
grade epithelial ovarian, primary peritoneal, or fallopian tube cancers with high folate
receptor-alpha expression. ' '

MIRASOL

"~ PFS.5.6m MIRV Vs 3.98m.SS

; . St Efficacy Endpoi nts1 MIRV (n=227) IC (n=226) Hazard Ratio P-value
> * mPFS (IN 5.62 3.98 0.65 , 0.0001
ORR 423% M | RV VS 159% SS m(mon(ths\,OQS% cl) (4.34, 5.95) (2.86, 4.47) (0.52, 0.81)
' mPFS (BICR) 5.91 4.34 0.72 : 0.0082
2 (months, 95% CI) (4.93, 6.97) (3.52, 4.99) . (0.56, 0.92)
_ ORR (INV) 42.3 15.9 NA , 0.0001
- | ; S - ; (95% Cl) . e (35.8, 49.0) (11.4, 21.4)
5.3% de réponse-complete . fe” spnee et . Lo ) : ik X5
s Partial res 37.0 (84 15.9 (36) NA NA
dansle groupe MIRV .~ e % o . -
_ : e ¥, : - " ORR (BICR) 36.1 14.6 " NA ; 0.0001
: : . (95% Cl) (29.9, 42.7) (10.3, 19.9) 48 "
" mQS " 16.46 12.75 0467 5, 0.0046
(months, 95% ClI), . - (14.46, (10.91, (0.50, 0.88) -
s 3 Ly 24.57) 14.36) -

mMOS 16.5m MIRV vs 12.7m SS




. LBA5507 - . o _Oral Abstract Session

- Phase Ill MIRASOL (GOG 3045/ENGOf—ov55) study: Initial report of mirvetuximab sor-
avtansine vs. mvestlgator s choice of chemotherapy in platinum-resistant, advanced high-
grade epithelial ovarian, primary peritoneal, or fallopian tube cancers Wl'th high folate

receptor-alpha expression.

MIRASOL

Evénements oculaires (MIRV vs chimio tous grades 56 % vs 9 % ; grade 3+
14 % vs 0 %) | T e | '
Evénements gastro- mtestlnaux (I\/IIRV VS ch|m|o tous grades 70 % VS 66 % ;
grade3+13%vs15%) ' | |

Profilld’événements indésirables; supérieur g‘réupe MIRV -
El grade 3+ survenus pendant le traitement (42 % I\/IIRV VS 54 %)

El graves (24 % MIRV vs 33 %)
_Arrets dus < des evenements indésirables (9 % I\/IIRV VS 16 %)
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: : - Phase Il MIRASQL (QOG 3045/ENQOT-0v55) study: Initial report of mirvetuximab sor-
a ISN‘ h avtansine vs. investigator’s choice of chemotherapy in platinum-resistant, advanced high-
. grade epithelial ovarian, primary pentoneal or fallopian tube cancers WIth high folate

receptor-alpha expression.

Traltement demontrant in bénéfice sur la survie dans une etude de phase 3
pour les patientes avec un cancer de |'ovaire résistant aux platins

- — est-ce cliniquement significatif 1.6m de PFS? -

Approuvé FDA
— ‘colt?, acces aux tests du folate7

—

‘Bénéfice statistiquement s'ign'i_fi.c'atjf sur P-_FS,.—ORR, 05S

Profll deffets indésirables superleur a Ia ChImIO
=7 sera intéressant de voir les issues rapportes par les patlentes dans Iartlcle

- Evénements oculaires a surveilter -

Résultats semblables entre la population ayaht'feéy dq p.féi_s_ du BEV

“Article non publié
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*CANCER: THE CHIPOR RANDOMISED PHASE 11l TRIAL

£ -
TJean-Marc Classe*, 2Pierre Meeus, 3Eric Leblanc, “Romuald Wernert, ®Francois Quenet,
SFrédéric  Marchal, ‘Gilles Houvenaeghel, &Anne-Sophie Bats, SFabrice . Lécuru,
9Gwenaél Ferron, '°Cécile Brigand, 'Dominique Berton, “Laurence Gladieff, ''Florence Joly,
2|sabelle Ray Coquard, '?Sylvaine Durand-Fontanier, '*Emilie Brument, '*Bernard Asselain,
a1l o ¥ T A ; : . N
5 - &

'Loic Campion, '"Olivier Glehen. "/CO René Gauducheau, Saint Herblain, France; “Centre

Léon Bérard, Lyon, France; *Centre Oscar Lambret, Lille, France; *Centre Paul Papin, Angers,
France; °ICM Val d'Aurelle, Montpellier, France; Sinstitut de Cancérologie de Lorraine,

" Vandoeuvre-Lés-Nancy, France; “Institut Paoli Calmettes, Marseille, France; SHEGP, Paris,
France; “Institut Claudius Regaud® — ‘1UCT Oncopole, Toulouse, France; 'CInstitut CHU
Hautepierre, Strasbourg, France; ’''Centre Francois Baclesse, Caen, France; 2CHU
Dupuytren, Limoges, France; "“Unicancer, Paris, France; "*ARCAGY-GINECO Group, Paris,
France: "Hépital Lyon Sud, Pierre Benite, France .

Evaluation dé la CHIP en cancer de l'ovaire épithélial récidivant - -

2009 etudes retrospectlves 1re récidive >1 2 mois semblalt avoir un
bénéfice associé 3 la-cytoréduction 2daire.

Equipe Nantes: tenté d’avoir une bourse (1M euro) en 2009 sur cytored
secondaire +/- CHIP . |

Bourse refusée puisqu’ils evalualent 2 traltements conS|de'res non |
standards a ce moment (cytored 2" et CHIP) P s

Bourse obtenue en 2010 avec OS comme Issue prlma|re et chlmlotheraple
‘comme tx standard de la reCIdlve dans les 2 bras Py i PR s
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Ovarian Cancer Randomized Trial of Cytoreductive Surgery for Relapsed
DESKTOP Il Ovarian Cancer

P. Harter, J. Sehouli, . Vergote, G. Ferron, A. Reuss, W. Meier, 5. Greggi, B.). Mosgaa F Selle, F. Guyo
C. Pomel, F. Lécuru, R. Zang, E. Avall-Lundqvist, |.-W. Kim, J. P e, F. Raspa, gl i, G. K n, J.-M. CI
P. Hillemanns, P. Jensen, A. Hasenbur g S. Ghaem-M gh ami, M. R M a, B. L d A. Rei h | r, A. Santaba || a,
A. Olaitan, F. Hilpert, and A. du Bois, for the DESKTOP 1l I estigato

ABSTRACT

BACKGROUND
Treatment for patients with recurrent ovarian cancer has been mainly based on  The autrers’ full names, academic de-

systemic therapy. The role of secondary cytoreductive surgery is unclear. prees, ‘*"'d ‘*rr'““‘ mns are;listeclin the
Appencix, Dr. Harter can be contacted at

ooooooo Ph @k em- mj
me Gyne

We randor 1] assigned pauems with current ovar a 1 cancer who had a first re- peo ogy, Klin ken Ess

lapse after a platinum-free inter l( interval during which ne platinum-based 92 45136 Ess Grma

chemotherapywas used) of 6 months or more to undergo secondaty cytoreductive of emwhg stors n the DESK 02

Alis
surgery and then receive platinumn- ba ed cher nmhempy or to receive platinum- m tral s provided i h pp emen-
hacad rhematherane alane Datiente alioihla if thev nrecentad with a nneitive tary Appe~dix auallahlr a'rN Narg.

e ECR évaluant la cytored 2nd dans Ies cancers de l'ovaire reC|d|vants
e Issue 1re: Ooa=io =es

e Autres issues : qualité de vie, PFS resectlon complete comme facteur
pronosthue compllcatlons |

Critére d'inclusion: | | | B
e Cancer épithelial de I'ovaire reC|d|vant senS|bIe au pIatlns G S
e PFl (intervalle sans platins) >/= 6 mois ' | |

e.Score AGO: ECOG 0,-Aucune tumeur reSIdueIIe apres chlrurgle prlmalre Absence drascite: (< 500
ml) - : 3 e R e

e Une resectlon complete de Ia tumeur par Iaparotemle rn_edlane semble
possible S s e R
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median OS

53.7 movs 46.2 mo
CRS vs. No 5x

HR 0.76, p=0.03

: 0.75+
Ovarian Cancer Randomized Trial of Cytoreductive Surgery for Relapsed

DESKTOP Il Ovarian Cancer

P. Harter, J. Sehouli, |. Vergote, G. Ferron, A. Reuss, W. Meier, 5. Greggi, B,). Mosgaard, F. Selle, F. Guyon,
C. Pomel, F. Lécuru, R. Zang, E. Avall-Lundqvist, |.-W. Kim, J. Ponce, F. Raspagliesi, G. Kristensen, J.-M. Classe,
P. Hillemanns, P. Jensen, A. Hasenburg, 5. Ghaem-Maghami, M.R. Mirza, B. Lund, A. Reinthaller, A. Santaballa,

A. Olaitan, F. Hilpert, and A. du Bois, for the DESKTOP 1| Investigators™

0.50- Cytoreductive surgery

Probability

ABSTRACT

BACKGROUND 025_

Treatment for patients with recurrent ovarian cancer has been mainly based on  The autrers’ full names, academic de-

systemic therapy. The role of secondary cytoreductive surgery is unclear. grees, and affiliations are listed in the MNa su rgery
drtercan " r

METHODS

b
h
ment of G neu)|uL!' dl'ld Cyneco ogic
We randor 11] assigned pauems with re eurr ent ovarian cancer who had a first re- r Heriieinr
Oncology, Klin'ken Essen-Mitte, Henricistr
s 0.00 I I I I I I I

lapse afrer Irm]mt nterval (an interval during which no platinum-hased 92 45136 Ess
: 0 12 24 36 48 60 72 84

themotherapywas used) of 6 months or more to undergo secondary cytoreductive ., .. .
surgery and then receive pldlmum bdsed Lhemmhempy or to receive platinum- m e al i p vided i th ¢ Supplemen-
Months

hacad rhemntheranv alana Datiente v aligihla if tha seentad with a nneitive tary Appe-=dix. available at NEIM. arg.

No. at Risk
Cytoreductive surgery 206 182 156 133 102 70 35 14

PFI > 12 mOIS 75% . | - . e . . No surgery 200 180 154 115 87 50 20 7

median PFS

18.4 and 14 mos
CRS vs. No 5x

HR: 0.66, p<0.001

Complete Gross Resectlon (CGR) 75% i o ' B Progrssion e i

Bén_éficé de survie > 12 mois po_'ur Iés patients -
avec CGRvs patientes sans chirurgie - . =~
(meédiane 61.9 contre 46.2 mois) .. .~ . . 025

0.50—

Probability

Cytoreductive surgery

No surgery - =
0.00 T | T | T l T
0 12 24 36 48 60 72 84

Les: patlentes ayant subi une intervention - - Morths

No. at Risk

Chlrurglcale avec Une reSeCtlon Incomp|Ete Ont OS Cyt;)reductivesurgery 206 140 68 46 36 23 13 5

No surge 201 113 40 24 14 8 4 3
pire (medlane 27.7 mois) que le groupe sans. chx -
Figure 2. Kaplan—-Meier Estimates of Overall Survival and Progression-free

”' A e o e L Survival.

Tick marks indicate censored data.
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« RCT in China to compare secondary debulking vs chemotherapy in patients with recurrent OC using the iModel

Eligibility
. . . 100 urge
ePts with 1st relapsed EOC after >6m platinum-free interval o No surgery
if IMODEL score predicted a potential RO & combined with & Hezs Rl pRz B ELOBTIT
. 370
PET-CT image 3 o0
g 50
100+ —— Surgery group 2 ‘0
1 No surgery grou 3
! StUdy DeSIgn 50 Ha.zardgrazc?osg(%% Cl 0-45-0-74); p<0-0001 3 30
. Phase Ill, RCT, Surgery + Chemo Vs Chemo s\ 20
L I— \ .
3 " median PFS 10
. . 2 60 0
Co-primary end points: PFS and OS g 17.4vs 11.9 mo 0 12 24 38 48 60 72
B 2 . umber at ris Months since randomisation
5 h Favoring surgery imber cansored)
. . . . 8 Surgery 182 (0) 157 (21) 105 (53) B4 (77) 42(92) 24 (104) 13 (114)
iModel (calculated using six varia bIES): g 30 No-surgery  175(0) 145 (22) 89 (57) 56 (77) 31 (93) 10 (110) 3(116)
* FIGO stage 20 e
; ; : 10 i
* residual disease after primary surgery )
i * platinum-free interval g = > = b % a
. ’ Time since randomisation (months) 100 No gross residual (NGR)
. ECOG StatUS Number at risk — Gross residual
(number censored) 20 —— No-surgery
Surgerygroup 182 (0) 116 (18) 45(38) 25(48) 14 (55) 11(58) 8(61)
* CA 125 atrecurrence No surgerygroup 175 (0) 75(19) 21(34) 11(39) 3(42) 2(43) 1(44) :z
* resence Of ascites Figure 2: Progression-free survival in the intention-to-treat population % 60
- 2 50
An iMODEL score of 4-7 or lower predicted a potentially B,
complete resection. ° x
10 NGR vs Mo-surgery Hazard ratio 0-59 (95% CI 0-38-0-91)
Gross residual vs No-surgery Hazard ratie 1-79 (95% CI 1-07-2-99)
0
0 12 24 36 48 60 72
Numb ok Months since randomisation
Conclusion: (number consored
No gross residual 132 (0) 119 (12) 83 (37) 54 (57) 36 (69) 21(80) 12(88)

Secondary CytoreduclL on in selected pts resulted in a dramal cally significant extension of median PFS  “Waeen 1m0 ws@ s san @) oo 3
and OS with acceptable complicalLons

- - -
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GOG 213, COIeman et al, 2019

pas de dfférence de survie dans GOG 213

The HMEW EMHULAND JOURMAL of MEDPIUILNLE
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Secondary Surgical Cytoreduction
for Recurrent Ovarian Cancer

. Study Design: multicenter, RCT

. Objective: To determine whether secondary cytoreduction would increase 0S5 among women with platinum sensitive, recurrent ovarian cancer who

ptherwise were considered to be surgical candidates in a Randomized control trial
. Primary Endpt: OS
. Secondary Endpt: PFS

A Owerall Survival B Progresion-free Sumival
100 _ 1w
o Median o Median
Ma. of Mo of Creerall £ = Mo.of  Me.of  Progression-fres
21— Ceathe  Patlentz  Swwwibeal w0 Ewvents  Pationts Swrvival
- i 5 s
- " Cytoreductive 108 2401 0B g 77 Cytoreductive 163 zan 159
. 80 2 — MNa surgery Surgury ; i Surgary
2 L. Mo Surgery ol L G # 2 Mo Surpery 491 Fa 152
ﬁ = \'\“_‘1::' : ? _1l:.|-
E i1 Cytareducive TR ~ -E A
) i : F a0 ol - .
2 5 Cyorel s Limitations
:n - = - . - -
) 3 Mo surgary e o + |nherent Bias in patient selection for surgery
l -
< = : : : : : +  Survival benefit of Bew ?
T T T 1 il 12 pL ih 4H al s K]
a 12 24 38 18 £ 72 24 i
ook Monthe <incs Randomizatin + Median OS 3x longer than expectec
ont M WEn mil Zation H H H H F
. 3 z . Mo, at Rik vWas improvement in clinical care, YParp-i
Ma. at Risk tel:0%2012%2024%2036%204 8% Cyloceductive 240 152 63 3t 2z 13 10 &
Cytoreducove 240 205 157 U5 EF 41 23 14 SLrERTY
EUFEERY Mt = IFGRrY L 151 ER ih E ] = 5
Mo surgery 45 217 171 134 75 50 25 18

ots with platinum-sensitive, recurrent ovarian cancer did not have longer OS after secondary debulking vs chemo alone
Moeas this influenced by bey
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Surgery is Beneficial in the "Right” Patients
GO0G-213 AGO DESKTOP-3 5G0G 50C-1
05 - Surgery (median) 53.6 mos 53.7 mos 58.1 mos
0S - No Surgery (median) B5.7 mos d6.0 mos 53.9 mos
HR, 95% Cl 1.28 0.75 0.82
|EEI] Etl-n EHEii"'!IE ﬂs!‘-l L‘illlu
GOG-213 DESKTOP 1lI SOC-1
. 55
2 me. 5
i N ,: — - i %
iﬁi&i — - aDigits : "
i,
IGCS Summary Slides, 2020 Rob Coleman
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Surgery is NOT Beneficial when no CGR
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CHIPOR trial (NCT01376752): Multicenter i R

randomized p

=

Median lap

ase III tnal

arotomy

Complete resection

'‘Added Oct 8, 2020

Randomization [ (c’ismaﬁ“ 75 mg}ml
during surgery 41%{::;50% min)

cco/1

Stratification:
- Center

CCO = no macroscopic residual; CC1 = residual <0.25 cm; PFlI = platinum-free interval;

SOC = standard of care

No HIPEC
n=208

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

ESGO

SOC
maintenance
therapy
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on Gynaescological Oncology
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--Randomisation 'intra-op apres cytoreduction CCO-CCT

Féc_teurs de stratification: centre, cytoreduction (no
residual disease vs-residual:<2.5mm), intervalle sans
chimio a la recidive (6-12 vs 12-18 vs >18 mois) et

lutilisation de PARP;

ssue 1re;: OS

Dost-op -

Follow- up 6 ans initialement prevu

Amendement de I'étude pour suivi ad deé

Amendement sur utlllsatlon des PARP|

£

ssues secondaires: PFS, QoL morb|d|te/m0rtallte 60j

Completeness of cytoreduction score

CC-0 CC-1 CC-2 CC-3

No disease Present=0.25cm 0.25cm#*2.5cm >25cm

Fig. 5 Completeness of cytoreduction assessment is performed
after the maximal surgical effort has been completed

gl . P.H. Sugarbaker 1999



. Population

Characteristics

FIGO stage III/IV at primary treatment, %

Bevacizumab (first-line setting), n (%)

Completed 6 cycles of chemotherapy, n (%)

aMissing in 7 patients in the No HIPEC arm and 6 in the HIPEC arm

IQR = interquartile range

(n=208)
59 (53-67) 62 (55-68)
84% 88%

73 (35%) 64 (31%)
17.8 (11.8-25.3) 17.4 (10.6-26.6)
165 (82%) 159 (79%)
189 (91%) 188 (91%)
180 (87%) 180 (87%)

ESG 24™ European Congress
! on Gynaecological Oncology

p 78 [

No. of patients (%)

Maintenance bevacizumab

BRCA mutation Known

status Mutated

Maintenance PARP inhibitor *

(n=208) -

16 (8%) 7 (3%)
164 (79%) 167 (81%)
51/164 (31%) 48/167 (29%)
46 (22%) 35 (17%)

" Présentation de Pierre Meeus, ESGO 2023




g ~ Chirurgie

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

Median duration of surgery (IQR), min 218 (160-282) 337 (272-407)
p Digestive tract resection /8 (38%) 85 (41%)
Stoma diversion 10 (4.8%) 20 (9.7%)
s Grade =3 morbidity 41 (20%) 82 (40%) )
Blood disorders 16 (8%) 28 (14%)
Digestive tract disorders 14 (7%) 18 (9%)
Mortality 3(1.4%) 0

P 2 A 'F;”r'é_s_,éntqtio_h_'de:Pie_rre Meeus, ESGO 2023
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Survie globale, ITT

100 =t | HIPEC
L 0s (n=207)
O\ Events, n (%) 142 (68) | 126 (61)
e 75 L ey I HR (95% CI) 0.69 (0.51-0.94)
= g & p=0.019
Forg o
—E 50 S SS
= N
= et
o 25 —
54
] 1 Q
U L .
0 12 24 36 48 60 72 84 96

Time (months)

24"™ European Congress
on Gynaecological Oncology

European Society of
Gynaecological Oncology

k. £ No HPEC
Endpoint ) S . HPEC (n=207) (n=208)
oS . : Events, n (%) 126 (61) 142 (68)
. ' . Median, months (95% Q) 54.3 (41.9-61.7) : 4158 .
. i (39.9-54.2)
: : . HR (95% Q)* 0.69 (0.50-0.94), p=0.020
Gobd PFS- - ' Events, n (%) 180 (87) . *184 (88)
=3/ ' Median, months (95% a)  10.27(9.3-12.1) 9.8
i i |- d . (8.8—11.9)
: g HR (95% Cl)* ° 0.82.(0.64—1.06)
‘Peritoneal PFS Events, n (%) ' 151 (73) - 157 (75)
. X - - Median, months (95% Q) 13.1 (10-7-16.3) 122
el o it A, . - (9.813.1)
: n (L . HR (95% Cl)* . 0.71 (0.54-0.94) 3
Postoperative adverse events, n (%) Grade 3/4 ' 32 (15) . 22 (11)
e s Grade 3/4 renal toxicity 8 (4) 5 o
. e Grade 5 : 0 3 (1)
Gastrointestinal stoma, n (%) T - 20 (10) 10 ()
*Stratified on stratification factors.-HR = hazard Tatio. rar S T 5
- K= E - - Y

NETT i A - 'Pfé_séntqtiqn_dé Pierre Meeys, ESGO 2023
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‘Conclusion

|'--'l
- o

= Adding HIPEC to cytoreductive surgery after 6 cycles of second-
line chemotherapy for patients with first late relapse of ovarian

cancer significantly improves OS (HR: 0.69 [95% CI 0.51-0.94],
p=0.019)

= CHIPOR is the largest prospectively randomized trial showing an
OS benefit from HIPEC in relapsed ovarian cancer

= PFS and TTST are also significantly improved with HIPEC
= This treatment must be performed in specialized centers

ESGQ }_'ilﬁ European Congress

on Gynaecological Oncology
1 - Oct 1, 2037 | tetanbul, Tirk
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Données & analyser selon I'utilisation des PARPi (n=46 no HIPEC et.n= 35
HIPEC), du BEV et selon I mtervalle Sans platlns

—

Recrutement de 10 ans

Defls d’ |mplantat|on

-acces au plateau technique pour la cytoreductlon secondatre et CHIP
(perfusionniste, US|, etc.) .

-importance de la sélection des patlentes (CCO CC1)
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Les caracteristiques de base etalent équilibrees entre

les bras de traltement
Suivi médian 6.2 ans, 272 patientes (65%) decedees

Cytored 24 CCO: plus de 85%

Insulte rénale: pas d'utilisation de thlosulfate de sodlum
en France au début de I'étude

L]

No HIPEC
Endpoint HIPEC (n=207) (n=208)
0S Events, n (%) 126 (61) » 142 (68)
Median, months (95% CI) 54.3 (41.9-61.7) 45.8
(39.9-54.2)
HR (95% CI)*: 0.69 (0.50-0.94), p=0.020
Global PFS . Events, n (%) 180 (87) 184 (88)
- " Median, months (95% ClI) 10.2 (9.3-12.1) 9.8
~ - (8.8-11.9)
=g HR (95% CI)* 0.82 (0.64-1.06)
+Peritoneal PFS Events, n (%) - 151 {73)= 157 (75)
g Median, months (95% -Cl) 13.1 (10.7-16.3) * 12.2- o
= g (9.8-13.1)
HR (95% CI)* 0.71 (0.54-0.94)
Postoperative adverse events, n (%) Qade 3/4 32 (15) e 272 (1)
Grade 3/4 renal toxicity 8 (&)~ 1 (e
. . . Grade 5 : ; 0 3 (1)
Gastrointestinal stoma, n (%) © 20 (10) 10.(5)

L]
"

Pas de mortalité dans le groupe HIPEC a 30 jours+(3 *

déces dans le groupe no HIPEC)

*Stratified on stratification factors. HR = hazard ratio.
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Secondary Cytoreductlon and Carboplatin
“Hyperthermic Intraperitoneal Chemotherapy for
Platinum-Sensitive Recurrent Ovarian Cancer: An
‘MSK Team.Ovary Phase Il Study

Oliver Zivanovic, MD'; Dennis S. Chi, MD1 QI;1 Zhou, MS?; Alexia lasonos, PhD?; Jason A. Konner, MD?; 'Vlcky Makker, MD?;

_Rachel N. Grisham, MD*; Amy K. Brown, MD?; Stacy Nerenstone, MD?; John P. Diaz, MD?; Eric D. Schroeder, MD3;

Carrie L. Langstraat; MD?; Viktoriya Paroder, MD'; Yulia Lakhman, MD?; Krysten Soldan, RN'; Katy Su, MS*; Ginger J. Gardner, MD*;
Vaagn Andikyan, MD?; Jianxia Guo, MD?>; Elizabeth L. Jewell, MD?; Kara Long Roche, MD!; Tiffany Troso-Sandoval, MD!;

Stuart M. Lichtman, MD!; Lea A. Moukarzel, MD?; Kimberly Dessources, MD!; Nadeem R. Abu-Rustum, MD?; Carol Aghajaniani, MD?;
William P. Tew, MD!; Jan Beumer, MD>; Yukio Sonoda, MD?; and Roisin E. O’Cearbhaill, MD! .

PURPOSE The purpose of this phase Il study was to evaluate hypertherrhxic intraperitoneal ch'e.mothe,rapy

(HIPEC) with carboplatin for recurrent ovarian cancer during secondary cytoreductive surgery.

MATERIALS AND METHODS Patients weré intraoperatively randomly assigned to carboplatin"HIPEC (800 'mg(m2
for 90 minutes) or no HIPEC, followed by five or six cycles of postoperative IV carboplatin-based chemotherapy,
respectively. Based on a binomial single- stége pick-the-winner design, an arm was considered winner if = 17 of
49 patients were without disease progression.at 24 months post-surgery. Secondary obJectlves included
postoperative toxicity and HIPEC pharmacokinetics. : .

RESULTS Of 98 patients, 49 (50%) receiyed HIPEC. Complete gross resection was achieved in 82% of the HIPEC
patients and 94 % of the standard-arm patients. Bowel resection was performed in 37% of patients in the HIPEC -
arm compared with 65% in the standard (P = .008). There was no perioperative mortality and no difference in -

use of ostomies, length of stay, or postoperative toxicity. At 24 months, eight patients (16.3%; 1-sided 90% Cl,

*9.710 100) were without progression or death in the HIPEC armand 12 (24.5%; 1-sided 90% Cl, 16.5t0 100) in .
the standard arm. With a medium follow-up of 39.5 months, 82 patients progressed and 37 died. The median :

progression-free survival in the HIPEC and standard arms were 12.3 and.15.7 months, respectiv'el){ (hazard
ratio, 1.54; 95% Cl, 1 to 2.37; P = .05). There was no significant difference in median overall survival (52.5v

59.7 manths, respectively; hazard ratio, 1.39; 95% Cl, 0.73 to 2.67; P = .31). These analyses were exploratory. -

CONCLUSION HIPEC with carboplatin was well tolerated but did not result in superior clinical outcomes.-This

study does not support the use of HIPEC with carboplatm during secondary cytoreductive surgery for platinum- B

sensitive recurrent ovarian cancer.

J Clin Oncol 39:2594-2604. © 2021 hy American Society of Clinical Oncology - &

Cytoréduction 2"d +/-CHIP au Carbo
suivi chimiothérap‘ie en poSt-op

-PES 12,315 mES favorlsant groupe

sans CHIP

—— HIPEC
- - = No HIPEC

LI L R Tt ol e T (1 ]

0, =2 24 3 - 48 60 72" -84 96 .

No. at risk: d Time (month.S)
HIPEC 49 30.F 8 i - 2, 2 2

No HIPEC 49 33- 2 7 6 4 4 3

—— HIPEC, ©
=== No HIPEC

Q5. W G2 e 28

No. at risk:
HIPEC 49 48 40
No HIPEC' _* 49 48 44

*3g A8 % 60

Time (months) -
26 13 6
29 17 6

&

= verall survivalPFS, progressionh-freesurvival.
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