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Definition for early stages: stage IA-IC, IA-IIB, IA-IIIA?
Indications for adjuvant therapies: Define risk of
recurrence !!!

For who? Duration ?

Alternative to chemotherapy?

Particularities (by hystology)



Epidemiology & Prognosis

€ Majority of cancers diagnosed at advanced disease
€ More than 70-80% of patients will relapse
& Outcome for early stage is very good: 5y survival in the range of 80 % to 93 %
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Ovarian cancer early stage (FIGO 2014)

Stage I
Tumor confined to ovaries

Tumor involving 1 ovary

Capsule intact

No tumor present on external surface
No malignant cells in ascites or
peritoneal washings

IB

Tumor involving both ovaries
Capsule intact

No tumor present on external surface
No malignant cells in ascites or
peritoneal washings

IC

Tumor limited to 1 or both ovaries

IC1

Surgical spill

IC2

Capsule rupture before surgery or tumor
on ovarian surface

IC3

Malignant cells in ascites or
peritoneal washings

Stage II

Tumor involves 1 or both ovaries with pelvic
extension (below the pelvic brim) or primary
peritoneal cancer

Extension and/or implant on uterus
and/ or fallopian tubes

1B

Extension to other pelvic
intraperitoneal tissues

Stage IA

Cancer inside
one ova

Stage IC

Primary Peritoneal Cancer




What is early stage ovarian cancer?

« Definition of early stage (IA-IC; 1A-11B?)
« ESMO clinical practice guideline 2023: Figo I-l1A
« NCCN recommends same treatment algorithm for stage Il as for stage lIl/IV

STAGE Ii, I, Ivv MAINTENANCE THERAPYS™X
POST PRIMARY TREATMENT
Observe (if CR)
Suspected early EOC (FIGO stage I-1l) Compm- response (CR)™ :ri'aparib Monitoring/
or Follow-Up (OV-6)
BRCA1/2 P.m‘“ response (PR) Rucaparib
No lvlld-typo or < or
b Therapy for Persistent Disease or Recurrence (OV-7)
used d“"“ﬂ Stabledisease ____ yporapy for Persistent Disease or Recurrence (OV-7)
primary Germiine or Progression
Stage I-IVY therapy somatic Olaparib (category 1)
Surgical staging [l A] (post primary BROA12 o il -
:r""a‘.u:.o"ngll mutation CRYPR :rlrapanb (category 1)
as clinically Rucaparib
indicated: or
«CIAIPCT, Observe for select stage Il disease with CR Monitoring/
MRI, PET/CT, M ) bination (HR) ™ Follow-Up (OV-6)
or PET (skull e OF stalis Gk — B i b
base to mid-
thigh) CRY) ,pR Bevacizumab + olaparib (category 1)
N N N BRCA1/2 or
« LGSC: FIGO stage IB-IC wild-type orl deﬁcnnl ~—— | Bevacizumab + niraparib (if unable to tolerate olaparib)
: siage 1b- * HGSC/high-grade EC: any FIGO stage Bevacizumab| X or
* LGSC: FIGO stage IA ¢ CCC: FIGO stage IA-IC1  CCC: FIGO stage 1C2-1C3 used as part Stable di Bevacizumab
v 3 ¥ g N st isease . . .
* Low-grade EC: FIGO stage IA * Low-grade EC: FIGO stage IB-1C « Infiltrative MC: FIGO stage IB-IC3 g'”g':;;"v Germiine ot Progrseeion Therapy for Per D or (ov-7)
* Expansile MC: FIGO stage IA-1B * Expansile MC: FIGO stage IC « Any histotype FIGO stage I or somatic 4 >
« Infiltrative MC: FIGO stage IA BRCA1/2 zevacnzumab + olaparib (category 1)
SR CRY/PR ———— |gevacizumab + niraparib (if unable to tolerate olaparib)
or
oy Monitoring/
Otapais > Follow-Up (OV-6)
NiraparibY
or
v . 3 CTis performed with oral and IV contrast (unless contr d) and rectal Rucaparib¥
i Adjuvant ChT optional [lll, C}: Adjuvant ChT [lI, A}: as needed
Observation paclitaxel-carboplatin [I, B] paclitaxel-carboplatin [1, B] 9inthe absen’ce of amﬂfig:;/g mu(abon‘gRg status may provide information on the - :
P o les; I I magnitude of benefit o i therapy (OV-B) No definit id of d
(minimum 3 cycles or & cycles if FIGO © Cy(i 9% zsws?:: a: aﬁpégb 2 ™ See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions * Data are limited for maintenance therapy with a PARPI for patients with stage Il disease
s1§ge Ic [“' BD uniess Igh-gra (OV-D). Y After first-line therapy with bevacizumab, data are limited on maintenance therapy with a
or carboplatin alone (6 cycles) [I, A] or FIGO stage IC-I [il, B)) ¥ Post primary treatment recommendations for stage II-IV high-grade serous or grade single-agent PARPI (olaparib, niraparib, or rucaparib) for patients with a germiine or somatic
or carboplatin alone (6 cycles) [I, A] 3 carcinoma; for clear cell carcinoma or carcinosarcoma with BRCA1/2 mutation. However, based on the magnitude of benefit of PARPi maintenance
a BRCA1/2 mutation therapy for other subgroups, single-agent PARPI can be considered

Figure 1. Management of early EOC (FIGO stage I-ll). NCCN Guidelines Version 3.2024




PROGNOSTIC FACTORS IN EARLY OC

Independent prognostic factors

» Age over 50-60 years old
» Spontaneous or surgical capsule rupture
- Stage IC1 vs IC2
» Histological grade
» Histology as clear cell carcinoma
» Complete surgical staging or not
- Better OS & PFS for restaging +/- CT vs CT alone!

FY Ahmed, J Clin Oncol 1996; H TU et al, Int J of Gyn Cancer 2016 Chan et al, Cancer 2008

Prognostic Factors for High-Risk Early-Stage
Epithelial Ovarian Cancer
A Gynecologic Oncology Group Study

TABLE 3

Multivariate Analysis of Prognostic Factors for Recurrence-free

Survival (RFS) and Overall Survival (0S) (N = 506)

Disease recurrence Death
HR 95% CI P HR 95% CI P

Age,y

< 60 1.0 1.0

>60 157 112-219 009 196 141-271 <.001
Stage

IAorIB 1.0 1.0

1C 1.74  091-333 003 154 0.85-279 .005

1I 270  141-5.16 236 1.30-4.27
Tumor grade*

1 1.0 1.0

2 1.84  1.04-3.27 123 0.72-2.09

3 247 139437 02 186  1.10-3.15 .09

Not graded, clear cell  1.66  0.91-3.04 146  0.85-2.50
Cytology

Negative 1.0 1.0

Positive .72 121-245 003 153 1.09-2.16 .02

HR indicates hazard ratio; CI, confidence interval.

* Hazard ratio estimated by Cox model adjusted for age group, stage, tumor grade, and cytology, as

well as stratified with type of treatment.




Prognostic importance of degree of differentiation and cyst
rupture in stage | invasive epithelial ovarian carcinoma

Characteristic

Hazard ratio (95% Cl) p
on multivariate analysis

1001
Degree of differentiation
Good* 1-00 - 90+
Moderate 313 (1-68-5-85) 0-0003 —~ 804
Poor 8-89 (4-96-159) 0-0001 x®
Rupture before surgery E 707
No* 1-00 - e 604
Yes 2-65 (1-53-4-56) 0-0005 ?

8 50

Rupture during surgery e
No* 1.00 . E 404
Yes 1-64 (1-07-2-51) 0-022 S 30
FIGO stage 1973 8 204
la* 1-00 -
Ib 1-70 (1-01-2-85) 0-046 10+
Age (per year 1-02 (1-00-1-03) 0-053 0-

*Reference category.

Table 3: Significant variables for actuarial disease-free survival

in final multivariate model

Degree of differentiation

-v.:._..‘_—.-:‘—.__“
" S Good
~ 1‘-._ _____________
- Moderate
—
—— 1- —
i I T
Poor
r T T T T 1
0 12 24 36 48 60

Time since surgery (months)

Timing of rupture
100+

90

No rupture

- |—| -
80 - _._l‘-:-_: S _During surge

70 = S
60
50
40+
30+
20
10

Disease-free survival (%)

I T T T T 1
0 12 24 36 48 60
Time since surgery (months)

Degree of differentiation: the most powerful prognostic indicator of DFS,
followed by rupture before and during surgery

Vergote et al, The Lancet Vol 357 « January 20, 2001



ADJUVANT TREATMENT in EARLY STAGE

SURGERY !l

To remove the disease and for accurate staging

+/- CHEMOTHERAPY

» FSS for young women — low risk
« Important role of trained gynaecologist oncologist
* Lymphadenectomy?




Role of Lymphadenectomy

Table 2 Three-year disease-specific survival

Total (%) 19881992 (%) 1993-1997 (%) 1998-2001 (%) Log-rank

Overal 872 (£04) 86.1 (+07) 87.2 (+0.6) 888 (+0.8) P=0076
Lymphadenectomy P<0.0014
Yes 933/(+0.5) oy 932 (£10) 9355 (+0.7) 9311 (+09) P=0978*
No 820 (+06) | 0 11.3% gag (= 10) 812 (+ 1.0) 820 (+ 1.6) P=0211*
Stage P<00014
Stage | 918 (£04) 91.4 (£07) 915 (+0.6) 934 (+08) P=0202*
P<0.0014
Lymphadenectomy 952 (0.5) oy 950 (£10) 947 (+07) 963 (+0.8) P—0.468*
No lymphadenectomy 89.0 (+£0.6) é 6.2% 90.0 (£0.9) 884 (+£09) 88.6 (x 1.6) P={)295*
Stage | 7T 707 (£ 1.8) 745 (£ 1.5) 773 (£2.1) P=0057*
P<00014
Lymphadenectomy 874 (% 1.3) 87.0 (+2.8) 89.5 (+ 1.8) 843 (+27) P=0425*
No lymphadenectomy ‘ 634 (% 1.5) ‘ 6 24.0% 632 (+24) 621 (£23) 67.0 (£3.5) P=0410*

Chan KJ et al., BJC (2008) 98, 1191 — 1196



ADJUVANT CHEMOTHERAPY

Heterogeneous
population

Inadeqguate surgery

use of non standard
chemotherapy drugs

survival benefit only In
certain subsets

Varying number
of chemotherapy cycles



ADJUVANT CHEMOTHERAPY

For whom? " ?.’

Which? @

And how long?




RANDOMIZED PHASE IlIl TRIALS
Adjuvant chemotherapy versus observation

ICON-1 (n=477) ACTION (=448)
: : = Histol. confirmed EOC
- Hllst.oll. conflrmed.EIOC S e T8 & 6213
= Clinician uncertain if CHT needed o FIGOIC-IA all grades
= Surgery: all visible tumour removed = Surgery: strict quidelines for comprehensive surgical staging
o  Radical hysterectomy, bilat. adnexectomy, omentectomy as minimum o hysterectomy, bilat. Adnexectomy + surgical staging. _ -
o Lymphadenectomy not mandated o ek i et g ona > "
= Primary endpoint: overall survival =  Primary endpoint: overall survival

ICON Collaborators., JNCI, Vol. 95, No. 2, January 15, 2003; pp. 125- Trimbos B et al., JNCI, Vol. 95, No. 2, January 15, 2003; pp. 113



RANDOMIZED PHASE IlIl TRIALS
Adjuvant chemotherapy versus observation

ICON-1 (n=477) ACTION (=448)
; : = Histol. confirmed EOC
= Hllst.oll. conflrmed. EQC o e s
= Clinician uncertain if CHT needed o FIGOIC-IA all grades
.. o FIGO I-IA clear cell

= Surgery: all visible tumour removed = Surgery: strict guidelines for comprehensive surgical staging

o Radical hysterectomy, bilat. adnexectomy, omentectomy as minimum o hysterectomy, bilat. AdnexectomeSl{rgical staging: _ B

o Lymphadenectomy not mandated O RO o s acrore i notas Samaing (4 met = stagina aptimal T
= Primary endpoint: overall survival = Primary endpoint: overall survival

Patient characteristica
= 93% stage | (40% IC)
= 32% serous; 23% mucinous; 23% endometrioid; 15% CCC
m 27% G3; 41% G2; 32% G1
= Chemoptherapy received (6 cylcles recommended):
o 86% carboplatin mono = optimal: 34%
o 10% cisplatin combo = minimal/inadequate: 35%
o 2% other (platinum based) = Chemoptherapy received (6 cylcles recommended):
O
O

Patient characteristica

= 93%stage | (50% IC)

= 35% serous; 17% mucinous; 27% endometrioid; 14% CCC
= 35% G3; 51% G2; 12% G1

= Surgical staging:

2% not received o 47% Cisplatin/Cyclophosphamid
85% received 6 cycles o 33% carboplatin mono

ICON Collaborators., JNCI, Vol. 95, No. 2, January 15, 2003; pp. 125- Trimbos B et al., JNCI, Vol. 95, No. 2, January 15, 2003; pp. 113



ICON1

PRIMARY ENDPOINT: OS

Proportion alive

Patients at risk
Adjuvant chemotherapy

No adjuvant chemotherapy 236

0o :
061 70% = Gemmasmomnin
0.5 1
0.4 1
03 :
e Events Total
— Adjuvant chemotherapy 42 241
D] memes No adjuvant chemotherapy (?1 236
HR 0.66 (95% Cl 0.46-1) p=0.03

0.0 T T T T t = = T - T 1

0 1 2 3 4 5 6 7 8 9 10

241

Years from randomization

222 185 142 109 85 65 45 23 10 7
205 175 142 108 81 59 37 20 9 3

ACTION

100 .

Qverall survival (%)

40

20

10 4 Overall Logrank test: P = 0.1037

HR 0.69 (95% Cl 0.44-1.08) p=0.10

0 1 2 3

0 N No. of patients at risk :

T T T L T 1
4 5 ] 7 8 2 10

years from randomization

33 224 210 177 159
45 224 202 172 148

135 102 80 56 29 6
122 94 69 46 21 3

ICON Collaborators., JNCI, Vol. 95, No. 2, January 15, 2003, pp. 125

Trimbos B et al., JNCI, Vol. 95, No. 2, January 15, 2003, pp. 113




Combined ICON1 and ACTION:

POOLED ANALYSIS (N=925)

Adjuvant chemotherapy versus observation

0.8 1

0.7 o

0.6

Percentage

0.3 4

0.2 A1

0.1 4

0.0

Patienls at risk

0.5

04 1

Overall survival

—— e
LR
S

Diff @ 5 years: 8% (74% vs 82%)
HR 0.67 (95% C1 0.50 to 0.90, p=0.008)
AT ST

Years from randomization

35% platin combo

93% stage | 33% serous 21% G1
20% mucinous 45% G2
60% single agent platin 24% endometrioid 30% G3

14% clear cell

1.0 o
0.9 -
0.8 -
0.7 1

0.6 1

Percentage

0.3 A

0.2 1

0.1

0.0

Patients at risk

0.5 1

0.4

JOURNAL ARTICLE
International Collaborative Ovarian Neoplasm Trial
1 and Adjuvant ChemoTherapy In Ovarian Neoplasm
Trial: Two Parallel Randomized Phase III Trials of
Adjuvant Chemotherapy in Patients With Early-
Stage Ovarian Carcinoma

International Collaborative Ovarian Neoplasm 1 (ICON1),
European Organisation for Research and Treatment of Cancer Collaborators-Adjuvant
ChemoTherapy In Ovarian Neoplasm (EORTC-ACTION)

INCI- Inurnal af the Natinnnl Cancer Inctitute \Inlume Q8 leciie 2 15 lanuarv 2002 Pagec

Recurrence-free survival

Diff @ 5-years: 11% (65% vs 76%)
HR 0.64 (95% C1 050 to 0.82, p=0.001)

Events Tola

adjuvant chemotherapy 101 465
------ no adjuvant chemotherapy 144 460

I ) 1 L) Ll L T ] T 1

1 2 3 4 5 6 7 8 g 10
Years from randomization

Median FU:
ACTION: 59 months
ICON1: 51 months

Trimbos / Vergote et al., JNCI, Vol. 95, No. 2, January 15, 2003; pp. 105



ICON1 and ACTION POOLED ANALYSIS (N=925)

Subgroup analysis

Adj. chemotherapy  No Adj. chemotherapy

{No. of events/No. of patients) HR
No subgroup identified, that benefited R
. ge
less or more from adjuvant <55 30233 43/233 . —
55-65 221126 39/147 trend x° (1) = .038, — —
chemotherapy >65 23105  24/80 P=.84 : - ,
(age, grade, histotype, stage) Tomorstage 1,4 _
la 22/168  33/172 ’ —a —
. . Ib 8/46 9/43 - 2 3
A separate subgroup analysis of staging i 32/208 497204 '"teracm,;‘} 2 R H—w |
completeness was not done because information m %’,%0 3,@2;9 ’, -
about su_rglcal staging was not collected in the tisiologiccell iyps
ICONT1 trial serous 27/161  33/139 H—= o]
mucinous 10/90 22/90 b } ]
endometrioid ~ 13/94 201129 | on 12 & = —+ .
clear 16/68  17/62 '”tera"t'c’,‘,’} o %208, - : ;
undifferentiated  3/9 2/7 T f—t
other 3/23 3/19 [
Cell differentiation
poor 29139 42/141 L —3
intermediate ~ 37/210  42/203 trend x? 1) = .047, - - —
well 7197 16/100 P= 83 -+ t {
0 0.5 1 15 2

adj. chemotherapy better no adj. chemotherapy better

Trimbos / Vergote et al., JNCI, Vol. 95, No. 2, January 15, 2003; pp. 105



UPDATED ICON1 RESULTS (median FU 10ys)

Annals of Oncology 25: 1165-1171, 2014
doi:10.1093/annonc/mdui16
Published online 14 March 2014

Optimal treatment of early-stage ovarian cancer

F. Collinson'®, W. Qian2T, R. Fossati®, A. Lissoni¢, C. Wiliams®, M. Parmar®*, J. Ledermann’,
N. Colombo?8 & A. Swart® on behalf of the ICON1 collaborators

Table 1. Classification of stage 1 patients by risk of recurrence

Grade 1 (%) Grade 2 (%) Grade 3 (%)

Stage 1A 13 20 High-risk:  47%
Stage 1B 3 Intermediate: 38%
Stage 1C 15 Low-risk: 13%

Figures represent the proportion of patients in ICON1 (2%

unknown). Light grey represents low risk (13%); medium grey
represents intermediate risk (38%); dark grey represents high risk
(47%).

Extended FU from ICONL1 confirms that adjuvant chemotherapy should be offered to women
with early-stage OC, particularly those with high-risk disease.
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Recurrence-free survival by treatment arm and risk group F Overall survival by treatment arm and risk group
1.0 e, 1.0
\
094 \ 0.9
8 \
£ 0.8 0.8
bt e ST T T T
E 079 TN T e o 0.7
5 _ N @ i
. o
- N =
e 054 "“1—1__,_ High-risk: & 05-
G = Allstage|G3+IB/ICG2 §
o 044 - 1 s 0.47
1= [ o
] — 2
= 034 Events Totals ° 0.3 Events Totals
= .earee-. LOW/inter-no adj chemo 24 97 Low/inter-no adj chemo 24 97
g 024  _._ Low/inter-adj chemo 22 101 027 ... Low/inter-adj chemo 19 101
° 014 —— High-no adj chemo 55 110 044 —— High-no adj chemo 48 110
—High-adj chemo 34 106 ’ ———— High-adj chemo 31 106
0 T T T T T 1 T T I T T T T 1 0 T T T T T T T T T T T T T T 1
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Years from randomisation Years from randomisation
= 0 — 0 -
HR =0.48 (95% CI 0.31-0.73, P < 0.001) HR =0.52 (95% CI 0.33-0.81, P = 0.004)
. . 0 H . 0
Diff. @10 years: 23% Diff. @ 10years: 18%
[no. events/no. entered] [no. events/no. entered]
adj chemo  no adj chemo Hazard ratio HR (95% Cl) adj chemo no adj chemo Hazard ratio HR (95% Cl)
Risk group Risk group
Low/intermediate 22/101  24/97 1 0.92 (0.52-1.64) Low/intermediate 19/101  21/97 1 0.91 (0.49-1.69)
High 34/106 55/110 - 0.48 (0.31-0.73) High 31/106 48/110 — 0.52 (0.33-0.81)

Interaction test: P = 0.075

0 0.5 1 1.5 2
adj chemo better no adj chemo better

Figure 2. Updated ICON1 results with median follow-up 10 years.

0 0.5 1 1.5 2
Interaction test: P= 0.150 adj chemo better no adj chemo better



0

Impact of surgery on Adjuvant CT
ACTION - 10ys FU

Optimally staged patients
o - Recurrence-free survival
] D N=151
20 - e 78%
70 -
60 - 72%
S =
40
30 4 Overall log-rank test: P =(0.351
20 - 10 year survival rate % {95% Cl) HR 073
Observation 72 (59, 81)
0 J -G e (95% CI 0.38-1.42, p=0.35)
0 L] L] L) L] L] L] L] 1 (}'m)
0 2 2 6 8 10 12 14 16 18
N_ Number of patients at risk : Trearment
21 75 63 53 46 39 30 20 9 2 Observation
15 76 60 54 L] | 42 k] 24 14 5 Chemotherapy

Importance of complete staging!

Non-optimally staged patients
Recurrence-free survival
100 ""7&‘._& —
o Ny N=295
80 - i
70 ™ iy 65%
o —
ol 56%
40 9 Overall log-rank test: P =0.007
30 4| 10 survival rate % (95% CI)
o R s ] HRO.60
o Chemotherapy 85 (56, 73) (95% Cl1 0.41-0.87, p=0.007)
0 T T T T T y (years)

L
2 4 6 8 10 12 14 16 18

O N _Numberof patients st risk ; Treatment

66 147 102 85 72 57 B 31 18 3 Observation

46 148 126 105 84 69 46 3l 19 12— Chemotherapy
Trimbos B et al., J Natl Cancer Inst 2010;102:982-987



& . ESMO CLINICAL PRACTICE GUIDELINE 2023
(Déc[_g 10 f?)) Management of early stage ovarian cancer (FIGO I-1)

Recommendations

Surgical staging is recommended in presumed early-stage
ovarian cancer for classification and recommendation of

Adjuvant ChT in early-stage ovarian cancer is generally
recommended for FIGO stage I-1IB (see exceptions
below) [ll, A], either paclitaxel—carboplatin [I, B] or car-
boplatin (six cycles) alone [I, A].

Histologies Stage IA Stage IB/C1 Stage IC2-3 Stage IIA
HGSOC Yes Yes Yes Yes

high-grade Endometrioid (G3) Yes Yes Yes Yes
LGSOC No Option* Option* Yes
Low-grade Endometrioid (G1/2) No Option* Yes Yes
Expansile Mucinous (G1/2) No Option* Option* Yes
Infiltrative Mucinous (G3) No Yes Yes Yes
Clear cell Option* Option* Yes Yes

Gonzalez-Martin A et al., Ann Oncol . 2023 Oct;34(10):833-848



ADJUVANT CHEMOTHERAPY

175>

Which? @




» Both regimens, Carboplatin mono and Carboplatin +
Paclitaxel are used

» The addition of Paclitaxel leads to significantly more
toxicity, including long term toxicity like PNP

= NO answer by data from ICON1 & ACTION
v" Non-randomized for this question

v' Single agent platin most frequently used in ICON1
& the pooled analysis of ICON1 & ACTION

Choice of optimal adj CT regimen & duration of
treatment in early stage EOC remains a subject of
continuing debate




Only limited data available
ICON3 — STAGE | PATIENTS (N=120; 6%)

6x Carboplatin vs 6x Carboplatin/Paclitaxel

A Recurrence-free survival by treatment arm B Overall survival by treatment arm Carboplatin carboplatin/paclita
10 (N=76) xel (N=44)
' Rl Number n (%) n (%)
g 0.8 Age
g o7 E <55 27 (36) 21 (48)
g %°7 2 55-65 29 (38) 10 (23)
g = B >65 20 (26) 13 (30)
2 0.4 1 HR = 0.71, 95%Cl = 0.39-1.32, P=0.28 w! 04 HR = 0.98, 95%Cl = 0.49-1.93, P = 0.94 Histology
-9 . i : Serous 30 (39) 20 (45)
S ' —— Carboplatin Evc-:»3n1ts 07%1 ; . —— Carboplatin veznats Tc;tgls Mucinous 8 (11) 3 (7)
& 019 __. Paclitaxel+carboplatin 13 44 01 9.--. Paclitaxel+carboplatin 13 44 Endometroid 18 (24) 9 (20)
S R S S S A "t 1 2 3 i &t & |Clearcel 14 (18) 8 (18)
Years from randomisation Years from randomisation Undifferentiated 2 (3) 0
Patients at risk Patients at risk Other 4 (5) 4 (9)
. Carboplal?n 76 62 48 45 25 12 1 . Carboplatin 76 70 57 52 30 12 1 Gl'ade
Paclitaxel+carboplatin 44 38 34 26 20 7 0 Paclitaxel+carboplatin 44 41 35 29 21 8 0 p 26 (34) 15 (34)
oor
= Small samples seize Moderate 35 (46) 12 (27)
. Well 12 (16 15 (34
= Exploratory subgroup analysis Unknown 3 §4)’ ’ }5))
» HRRggs 0f 0.71 supports combination
||

Wide confidence intervals & lack of signal for OS argue against it

=» the optimal chemotherapy regimen for early stage EOC remains an open question (in clinical practice both are used)
Collinson F et al., Annals of Oncology 25: 1165-1171, 2014



Retrospective single center experience (n=95, non-randomized)

Serous 39%, endometrioid 30%, clear cell 23% and mucinous 8%

A Overall survival B Overall survival
A Overall survival Stage = 1 Stage = 2
10- Regime
A [ i -1 Carboplatin
So(y -r1Carboplatin & Paclitaxel
73% 0 ~+ Carboplatin-censored

0.8 i 0 e ~+ Carboplatin & Paclitaxel-
_ oo-amo-00-81—® i B L censored
S : 70% : e
> 2 A
= 0.6+ 'S 0.6 0
E 62% u g 63%
= = =
n n 0
€ 0.4 € 0.4+ Regime £
3 Regime 3 _rm Carboplatin 8

—~ Carboplatin o - Carboplatin & Paclitaxel
| 2 : : | —+ Carboplatin-censored 0.2 0
e Carboplatin & Paclitaxel R —+ Carboplatin & Paclitaxel- 29 A’
censored
00- P=0316 0.0 P=0.49 0.0- P =0.025
(I) 1|2 2|4 3|6 4|8 6‘0 TI2 84 (I) 112 2l4 3]6 4I8 6I0 7|2 84 (I) 1'2 2‘4 316 4I8 Gb 7'2
Months Months Months

Conclusions Combination therapy is administered more often than carboplatin;
especially in those with younger age, better PS and nonmucinous histology. Recurrence
and death rates were similar with both treatments. Well-designed trials are needed to
identify the optimum chemotherapy regimen in this group.

Adam G et al., BJOG 2010;117:1459-1467
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Cumulative Incidence of Recurrence

GOG 157: DURATION OF ADJUVANT CHEMOTHERAPY (N=427)
3 versus 6 cycles of Carboplatin (AUC7.5)/Paclitaxel (175) q3w
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HR 1.02 (95% CI=0.66-1.57, p=0.94)
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2% vs 11% (p<0.01) 23% serous
Teatmont rive Died Tota 25% endometrioid
Carb + Tax x3 42 213 7% mucinous
— — Carb + Tax x6 173 41 214
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GOG 157: DURATION OF ADJUVANT CHEMOTHERAPY (N=427)
Outcomes by histotype

1.0 v —
L S, Serous 6 cycles I Others | | . |
-—.':"::_E::::- — —|_.L R /
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© e | l - |
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J.K. Chan et al., Gynecologic Oncology 116 (2010) 301-306
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Management of early stage ovarian cancer (FIGO I-Il)

Suspected early EOC (FIGO stage I-II)

A4 V h'd

LGSC: FIGO stage IB-IC « HGSC/high-grade EC: any FIGO stage
GCC: FIGO stage IA-IC1 * CCC: FIGO stage IC2-1C3
Low-grade EC: FIGO stage IB-IC « Infiltrative MC: FIGO stage IB-IC3

Expansile MC: FIGO stage IC « Any histotype FIGO stage Il
Infiltrative MC: FIGO stage 1A

Adjuvant ChT [ll, AJ:
paclitaxel—carboplatin [, B]
(6 cycles; 3 cycles are acceptable
unless HGSC/high-grade EC

e LGSC: FIGO stage IA
¢ Low-grade EC: FIGO stage IA
* Expansile MC: FIGO stage 1A-IB

N
[ Observation ]

Adjuvant ChT optional [Il, CJ:

paclitaxel-carboplatin [, B]
| (minimum 3 cycles or 6 cycles if FIGO I
stage IC [Il, B])
or carboplatin alone (6 cycles) [l, A]

or FIGO stage IC-II [Il, B])
or carboplatin alone (6 cycles) [I, A]

Figure 1. Management of early EOC (FIGO stage I-ll).

Gonzalez-Martin A et al., Ann Oncol . 2023 Oct;34(10):833-848

Recommendations

e Surgical staging is recommended in presumed early-stage
ovarian cancer for classification and recommendation of
optimal systemic therapy [lll, A].

e Adjuvant ChT in early-stage ovarian cancer is generally
recommended for FIGO stage I-1IB (see exceptions
below) [ll, A], either paclitaxel—carboplatin [I, B] or car-

For patients receiving paclitaxel—carboplatin, a mini-
mum of three cycles are recommended except for
HGSC/high-grade EC or any stage IC-ll regardless of histo-
type, for which six cycles are suggested [lI, B].
Is uncertain and can be

considered as optional [lll, C] for:
0 LGSC stage IB-IC
o CCC stage IA-IC1
o Low-grade EC stage IB-IC
o Expansile MC stage IC
o Infiltrative MC stage IA

e Adjuvant ChT is not recommended in completely staged
patients with LGSC stage IA, low-grade EC stage IA or
expansile MC stage IA-IB [ll, E].




ALTERNATIVE TO CT ALONE?

Subgroup analysis of PFS Final OS by histology

No. of events/no. of patients
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Age: Trend p=0.69, interaction p=0.83; ECOG: Trend p=0.027, Interactionp=0.022p o2t better  Control better (0.64-2.09)

Histology: Interaction test p=0.085; FIGO: Trend p=0.71, interaction p=0.91
pyges i i s
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Place for parp inhibitors?

= Challenges

» Efficacy versus safety compared to CT
= Duration of therapy

= Alternative to CT versus maintenance
= Standard CT?



2?7,

Impact of ® ®
Histology? @



HETEROGENEITY OF OVARIAN CANCER: HISTOLOGY

EOC is a heterogenous group of tumours with distinctly different underlying biology, behaviour,
patterns of spread, prognosis & therapeutic targets

Ovarian cancer l

[ ———————————— )

-l I
1 Epithelial I Nonepithelial
]
Stomach :
Py . v v . ! }
__________________ 14 Others,
ngz;gzz;de Losv;g:‘asde Mucinous | | Clear cell Endometri(iid S:t);: ;:Ij- including
1 germ cell
TP53 BRAF KRAS ARID1A ARID1A | Granulosa cell
BRCAT1and 2 KRAS HER2 PIK3CA PIK3CA : FOXL2
NF1 NRAS amplification PTEN PTEN I = .
I RB1 ERBB2 CTNNB1  PPP2R1a| gfggg;.ey dig cell
I coki12 PPP2R1a t
§ Homologous MMR deﬁtiency
I recombination ,
: repair genes* =
! Pathway alterations: :
1 PIBK/RAS/NOTCH/FOXM1 1
I i
- SeETe T o NP e e T L e TR pt 10! ©.2013 Americdn Association for Cancer Research
CCR New Strategies ‘/ﬂ({

Vaughan S et al., Nat Rev Cancer. 2011 Sep 23;11(10):719-25
Banerjee S et al. Clin Cancer Res. 2013 Mar 1;19(5):961-8



« ICON1 & ACTION are a mixed bag of heterogenous tumors
« Rarer histologies have higher representation compared to trials in

advanced stages

« as they are more frequently diagnosed Iin earlier stages

« Information of histology limited by lack of central review & changes of the
classification over time

« No distinction made here between low-grade & high-grade serous EOC

histol. Subtypes AGO-OVAR3

Advanced OC
Mucinous  Clear Cell
Baseline Characteristics of the pooled L<37§/OC 3% 5% Endorsn;trioid
analysis of ICON1 & ACTION ’ ’
33% serous Only ~ 1/3 serous
. 21% G1 | ||
93% stage | 20% mucinous - o
’ 24% endometrioid 45:/° G2 Only ~ 1/3 high-grade Kommoss S et al.,
14% clear cell 30% G3 Br J Cancer. 2016 HGSOC 80%

Oct 11;115(8):993- ~—
999




Proportion Surviving

B

Survival by Histotype:
advanced versus early stage EOC

Advanced stage EOC FIGO lll-IV

overall survival by histology

Non-serous histologies have a worse
prognosis in advanced stages. Most
likely due to suboptimal treatment
(Carbo/Pacli)

: b \(i‘:lea\r_hcell Serous (high-grade&low-grade)
| mucinous - -
82.8% stagelll ~  TrTe=Tme
17.2% stage IV
0 l|2 2|4 3]6 4IS 6IO 7|2 8'4 9|6

Months on Study

Data on 8704 women with stage lll/IV EOC from 7 randomized trials

Mackay HE et al., Int J Gynecol Cancer. 2010 Aug;20(6):945-52

Early stage EOC FIGO IA-II

Disease-specific survival by histology

100 A
Mucinous (n=1601)
80 - —— Endometrioid (n=2230)
— Clear cell (n=940)
.g Serous (n=2214)
% 60 -
E Non-serous histologies have a better
g 40 prognosis in early stages where
adjuvant treatment may play a lesser
20 - role for subtypes with a better
73.4% stage | prognosis
i 26.4% stage || |:> Stratified anaylsis by
. . . histology important but
0 50 100 150 limited by small numbers

Numbers at risk

and lack of central
histologic review

Chan KJ et al., BJC (2008) 98, 1191 - 1196

Time (months)
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Recurrence-free survival (%)

PROGNOSIS: Population-based regional study 1986-2011 (n=132)

OCCC

No chemo: 7.6%; platinum: 34.1%; platinum + taxane 58.3"

100
;.“‘ e T T N T I O NN T Stage I
80 - E'l"" —
L,
60 Il :....l....l.,ll Stage ”
S, B i il s sy
-I-
40 - L_.J._.)__.i
e —————— oo
= St | (N=87
. agel (N=87)
=ss=t Gtage Il (N=17) P <0.0001
od | =~ Stage lll-IV (N=28)
o 2 4 & 8

Years since surgery

=

Table 2 Multivariable analyses of clinicopathological parameters in
relation to recurrence-free survival of stage I patients

Recurrence-free survival

Hazard ratio 95 % Cl) P

Total

Age

<40 1

>40 0.903 (0.272-3.001) 0.8677
FIGO stage

IA 1

IC(r) 0.948 (0.139-6.448) 0.9565
{IC(non-r) 9.394 (1.445-61.070) 0.0190

Preoperative CA125 value (U/ml)

<35 or unknown 1
>35 3.892 (0.835-18.145) 0.0836
Surgery
. . Radical 1
> Multivariate only stage - L046 02584235 0.9498
IC2/3 prognostic WRKRRENEY
Taxane plus platinum 1
Conventional platinum-based  1.184 (0.385-3.636) 0.7684
None 1.633 (0.133-20.044) 0.7014

IC(r) patients who had only intraoperative capsule rupture (no surface
involvement and negative cytology): /C(non-r) as 1C excluding IC(r),
including patients with preoperative capsule rupture, or surface
involvement irrespective of cytological washings/ascites

Kajiyama H et al., Int J Clin Oncol (2014) 19:921-927



OCCC stage |

Role of Adjuvant Chemotherapy (n=73)

no chemo: n=43; chemo: n=30

: » E IC (rupture) C+ (n=11)
- LL IC (rupture) C+ (n=11) . | f - . A
s- . IC(rupture) C-(n=16) } P =0.420 =~ LL‘ IC (rupture) C- (n=16) y P=0434
] e d — IC (other) C+ (n=15)A
5 - IC (other) C+ (n=15) I I IC2/3 chemo P =0.310
1 1C2/3 chemo 1 v
S L S IC (other) C- (n=11)
IC (other) C- (n=11) IC2/3 no chemo
S IC2/3 no chemo S
3 =
4] 210 410 6l0 810 ‘K;O 120 Q 210 4IO 6l0 Elf.] 1 (I)O 1 éO

Progression-free survival (months)

Overall survival (months)

Very, very, very small numbers....

Takada T et al., IJGC Volume 22, Number 4, May 2012




OCCC stage |

Role of Adjuvant Chemotherapy; 1991-2007 (n=183)
Stage IA & IC1: no chemo: n= 43; chemo: n=91

Stage IA Stage IC1 (rupture) All Stage | (IA&IC1)

A 100% No chemotherapy(n=25) B 0
1.0 -t 1.0 -ﬁ 941 ﬁ) No chemotherapy (n=18) N P — No chemotherapy(n=43)
i Chemotherapy (n=16) g Teeveom eete it ide ‘I'\_|_ ot y

[ 93 8% '-‘N T we— r 3-4 cycles (n=34) 6 11'2 A
» ) > 0, Chemotl 7 (n=T75)

iy 08 g 08 86.6% e 2 08- 56 cycles (n=57)

] " :

- z 2

306 $ 067 2 0.6- Syrs RFS rates

~ - -
o - & 5-6 cycles 97.6%

£ 0.4- g 04- 8 0.4- 3-4 cycles 91.6%

c u e No chemo 86.4%

-] | o . ‘

J ] ; -] No chemotherapy vs. 3-4 cycles p=0.46
g 0.2 § 02 P04 $02- No chemotherapy vs. 5-6 eycles p=0.045
[ N=41 p=0.21 - N=93 1] 3-4 cycles vs, 56 cycles p=0.23
00—+ T T 1 00 T T ! 0.0- . . |
50 100 150 50 100 150 ’ 50 100 150
Months Months Moenths

Completely staged OCCC with stage IA/IC1 has an excellent prognosis,
=>regardless of chemotherapy
Mizuno Met al., JGC Volume 22, Number 7, September 2012



OCCC Early stage

Risk Stratification
Retrospective MSKCC 1996 — 2020 (n=182)
MMR & TP53 efc.

A Progression-free survival

| I B TP53mut 4.5% significantly associate with PFS/OS
Mo HR5 0.06 (0.02 - 0.25, p<0.001)
b i in favour of wildtype

,,,,,

MMRd 7.3% not associated with PFS/OS
HRpe5 0.75 (0.10 - 5.68, p=0.82)

ng

urvivi

01 02 03 04 05 06 07 08 09 1
] 1 1 l 1 1

proportion s!

Adj. CHT 91.2%  not associatedd with PFS/OS

L eps e HRpeq 1.40 (0.34 - 5.86, p=0.69)
N . ;:;Ss;o%j . ;(::;:SS%} 5_ r os stage 1A/IC1 CHT vs observation: 94% vs 100% OS
HR for progression (95% CI) 4.4(2.2-8.6) IAIIC1 95%

:I(f/g’ ;g; Endometrioses 67% not associatedd with PFS/OS

0

HRpes 1.52 (0.73 — 3.14, p=0.26)
Fertility sparing in 9 pts. None had recurrence, 5 pregnancies

I T I |
Monthso 12 24 36 48 BO 72 84 96 1 03 1 20 32 144 1 56 163 180 92
Low 120 109 a3 83

Abberant p53 expression may portend worse outcomes

Manning-Geist B, et al. Int J Gynecol Cancer 2022;32:1576-1582



n=1995 stage | OCCC
69% adjuv. CHT

Stage IA# IC

NO IMPACT of CT on OS (all substages)!

OCCC Early stage

SEER database

A

1.04

0.8 1
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No distinction between stage IC1 and 1C2/3
Oseledchyk et al, Ann Oncol 2018




V ? X ESMO CLINICAL PRACTICE GUIDELINE 2023

e TR
(D €Cis/o ,-7» Management of early stage ovarian cancer (FIGO I-1)

Recommendations
e The benefit of adjuvant ChT is uncertain and can be
considered as optional [lll, C] for:
o LGSC stage IB-IC
o CCC stage IA-IC1

Histologies | StagelA | StageIBIC1 | _Stage C2-3 mm_

Clear cell Option* Option*

* Consider no adjuvant chemotherapy only for patients with complete surgical staging

Gonzalez-Martin A et al., Ann Oncol . 2023 Oct;34(10):833-848
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EARLY STAGE ENDOMETRIOID OVARIAN CANCER: PROGNOSIS

SEER database
o n=3552 stage | EEOC
o 45% adjuv. CHT

Overall Survival by Substage
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Oseledchyk A et al., Annals of Oncology 28: 2985-2993, 2017

Overall Survival by CT
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EARLY STAGE ENDOMETRIOID OVARIAN CANCER

Role of Adjuvant Chemotherapy

Stage IB — Grade 1
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3
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Oseledchyk A et al., Annals of Oncology 28: 2985-2993, 2017



Why might the genomics of
endometrioid OC be relevant?

') Check for updates

ARTICLE

OPEN
Molecular stratification of endometrioid ovarian

carcinoma predicts clinical outcome

Robert L. Hollis® °, John P. Thomson'>, Barbara Stanley1'5, Michael Churchman!, Alison M. Meynertz,
Tzyvia Rye1, Clare Bartos!, Yasushi lida'3, lan Cr0y1, Melanie Mackean?, Fiona Nussey“, Aikou Okamoto3,
Colin A. Semple® 2, Charlie Gourley® " & C. Simon Herrington @ 6

Endometrial Cancer Molecular Risk Stratification is Equally
Prognostic for Endometrioid Ovarian Carcinoma ¥

Pauline Kramer “; Aline Talhouk “='; Mary Anne Brett; Derek S. Chiu; Evan S. Cairns “&'; Daniélla A. Scheunhage;



ARTI CLE '.) Check for updates |
https://doi.org/10.1038/541467-020-18819-5 OPEN

Molecular stratification of endometrioid ovarian
carcinoma predicts clinical outcome

Robert L. Hollis® >, John P. Thomson'®, Barbara Stanley1'5, Michael Churchman!, Alison M. Meynertz,
Tzyvia Rye1, Clare Bartos1, Yasushi Iida1r3, lan Cr0y1, Melanie Mackean4, Fiona Nussey4, Aikou Okam0t03,
Colin A. Semple® 2, Charlie Gourley® ¢ & C. Simon Herrington® 6%

Endometrioid OC segregated into 3 groups

N — based on CTNNB1 and TP53 mutational status
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Fig. 2 Unsupervised clustering of endometrioid ovarian carcinomas by
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Endometrial Cancer Molecular Risk Stratification is Equally
Prognostic for Endometrioid Ovarian Carcinoma
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Molecular Classification of Endometrial Cancer Applied to Endometrioid Ovarian Cancer
International Series (n=533)

Molecular Subtype 777747”7_ n=18;
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PMS2 o 14%
MSH2 NSMP
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Clin Cancer Res (2020) 26 (20): 5400-5410



D crade inlow-stage cohort (n = 271) H Molecular subtype in low-stage cohort (n = 274)
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Molecular classification might complement histopathology
=> risk stratification

= ldentification of targets & Lynch Syndrom

Clin Cancer Res (2020) 26 (20): 5400-5410
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Mcﬂ(lﬂé e The benefit of adjuvant ChT is_uncertain_and can_be

considered as optional [lll, C] for:
o LGSC stage IB-IC
o CCC stage IA-IC1

0 Low—grade EC stage IB-IC
o Expansile MC stage IC

o Infiltrative MC stage 1A

e Adjuvant ChT is not recommended in completely staged
patients with LGSC stage |A, low-grade EC stage IA or

expansile MC stage IA-IB [Il, E].

Histologies Stage IA Stage IB/C1 Stage IC2-3 Stage lIA

high-grade Endometrioid (G3)
Low-grade Endometrioid (G1/2) No Optlon Yes Yes

Recommendations

Gonzalez-Martin A et al., Ann Oncol . 2023 Oct;34(10):833-848
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Continuum of Malignant Progression

Borderline Mucinous Tumor Mucinous Carcinoma

W A

i

Cystic glands with minimal Back-to-back glands Malignant cells or cell
or no stromal invasion without stromal clusters with destructive
invasion stromal invasion

KRAS mutation

HER2 amplification

TP53 mutation

The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

Figure 1. Stages in the Progression of Mucinous Ovarian Tumors.

Mucinous ovarian tumors develop on a continuum from benign epithelium to preinvasive (borderline) carcinoma
to mucinous carcinoma. KRAS mutations are an early event, whereas other oncogenic alterations (HER2 amplifica-
tions or TP53 mutations) may be acquired later in the course of malignant transformation.

Dan L. Longo, M.D., Editor

Mucinous Ovarian Carcinoma

Philippe Morice, M.D., Ph.D., Sebastien Gouy, M.D., Ph.D.,
and Alexandra Leary, M.D., Ph.D.




EARLY STAGE MUCINOUS OVARIAN CANCER

Netherland Cohort 2002-2012 (n=915)

Total group of patients
(n=1828)

!

1!

Mucinous ovarian

Seromucinous

Patients excluded

carcinoma (n=915) carcinoma (n=110) (n=803)
Clinical early stage MOC Advanced MOC

Staging without lymph Staging with lymph node Debulking surgery
node sampling (n=222) sampling (n=426) (n=267)
Variable &1 Noc G2 MOC G3moc Grade rn‘:ceclﬁeq

n (%) n (%) n (%) ,

n (%)

Number of patients 190 (44.6) 115 (27.0) 22(5.3) 99 (23.2)
LNM 4(2.1) 1(0.9) 0

Cum survival

0.4 4

0.2 4

0.0 1

FIGO Stage |

G1 MOC (n =286)

G2 MOC (n=162)

G3 MOC (n=26)

logrank p <0.001
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Disease-free survival

Cum survival

1.0 1

0.8 1

0.6 1

0.4 1

0.2 -

0.0 1

FIGO Stage | G1/2

Complete staging (n=305)
"1 Incomplete staging (n=158)

logrank p=0.83

0O 20 40 60 80 100 120
Disease-free survival

van Baal et al., BJOG 2016



Expansile vs infiltrative

Primary invasive mucinous ovarian carcinoma of the intestinal type:

Importance of the expansile versus infiltrative type in predicting recurrence

and lymph node metastases

K. Muyldermans @ - Ph. Moerman® - F. Amant ® - K. Leunen ®

- P. Neven®

FIGO stage | only (n=45)

— Expansile
= = = Infiltrative

Overview of the literature comparing mucinous epithelial ovarian carcinoma (mEOC) of the expansile versus infiltrative type in relation to FIGO

*
stage and recurrence .

References n Median follow-up (years) Expansile |(recurrence) Infiltrative [recurrence)
Stage | Stage 1I-1V Stage | Stage 1I-1V

Hoerl and Hart" 18 10 ~ - 14 (2) 4 (4)

Riopel et al.® 5 25 4 (0) 1(1) - -

Lee and Scully' 21 5 10 (0) - 5(1) 6 (5)

Rodriguez and Prat’ 26 5.6 1 (0) 9 (3) 6 (6)

Our series 44 54 21 (0) 2 (2) 12 (2) 9(7)

K. Muyldermans et al. EJC (2013) 1600-1608




Characteristics and Prognosis of Stage |
Ovarian Mucinous Tumors According to
Expansile or Infiltrative Type

Sebastien Gouy, MD, PhD,* Marine Saidani, MD,* Amandine Maulard, MD,* Slim Bach-Hamba, MD, {
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Gouy et al., IJGC Volume 28, Number 3, March 2018



Adjuvant chemotherapy is not associated with a survival benefit for patients
with early stage mucinous ovarian carcinoma

US National Cancer Database 2004 — 2014
N=4811

30.9% adjuvant chemotherapy

20.2% for stage I1A/B

60.2% for stage IC

Stage | Grade 1 Stage | Grade 2 Stage | Grade 3
) \ mmﬁﬁ:‘apv § \ (h:’gmm;py | ‘\M‘
— =iy yes

0.5 3 0.8 4 S 4t : 0.8 E M
¥ . £ o
. " "
8 § 8
§ 04 § 0.4 § 0.4
£ £" £

.| p=0.51 .l p=0.66 .l p=0.99

0 20 40 GOMO’“S.:S 100 120 140 0 24 48 M;Z"ths 96 120 144 0 24 48 M7:’nths 96 120 144

Adjuvant
chemotherapy

D. Nasioudis et al. / Gynecologic Oncology 154 (2019) 302-307



2 ? & ESMO CLINICAL PRACTICE GUIDELINE 2023
(Déc/'_g 1O ,7» Management of early stage ovarian cancer (FIGO I-Il)

Recommendations

e The benefit of adjuvant ChT is uncertain and can be
considered as optional [lll, C] for:
0 LGSC stage IB-IC
o CCC stage IA-IC1
o Low-grade EC stage IB-IC
o] Exeansile MC stage IC
o Infiltrative MC stage 1A

e Adjuvant ChT is not recommended in completely staged
patients with LGSC stage IA, low-grade EC stage IA or
expansile MC stage IA-IB [ll, E].

Histologies Stage IA Stage IB/C1 Stage 1C2-3 Stage lIA

Expansile Mucinous (G1/2) Option* Option* Yes
Infiltrative Mucinous (G3) Option* Yes Yes Yes

Gonzalez-Martin A et al., Ann Oncol . 2023 Oct;34(10):833-848
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LOW GRADE SEROUS OVARIAN CANCER

Low-grade serous carcinoma (LGSC) is rare subtype that accounts for ~ 10% of
serous carcinomas of the ovary/peritoneum
Relative to high-grade serous carcinoma, LGSC characterized by:
v Young age at diagnosis
v" Chemo resistance
v Aberrations within the MAP kinase signaling pathway (BRAF/KRAS/NRAF)
v" Prolonged overall survival
|A grade | (confirmed by central review) & complete staging, no adjuvant
therapy (Young et al, NEJM 1990)
Question for IC2 or IC3 but no enthusiasm for CT : a place for HT ?



2 ? . ESMO CLINICAL PRACTICE GUIDELINE 2023
( éc f_g 1O ,7» Management of early stage ovarian cancer (FIGO I-1)

e The benefit of adjuvant ChT is _uncertain_and can_be
considered as optional [lll, C] for:

o LGSC stage IB-IC
o CCC stage IA-IC1
o Low-grade EC stage IB-IC
o Expansile MC stage IC
o Infiltrative MC stage |IA
e Adjuvant ChT is not recommended in completely staged
patients with LGSC stage |A, low-grade EC stage IA or
‘expansile MC stage IA-IB [ll, EJ.

Histologies Stage IA Stage IB/C1 Stage 1C2-3 Stage lIA

LGSOC Option* Option*

Gonzalez-Martin A et al., Ann Oncol . 2023 Oct;34(10):833-848

Recommendations



Early Ovarian Cancer
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