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SCARCITY OF LITERATURE !!!!



◆    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)

Outline



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 %

Heintz et al., Int J Gyn & Obst 2006, FIGO annual report



Ovarian cancer early stage (FIGO 2014)



What is early stage ovarian cancer?

• Definition of early stage (IA-IC; IA-IIB?)

• ESMO clinical practice guideline 2023: Figo I-IIA 

• NCCN recommends same treatment algorithm for stage II as for stage III/IV



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

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!

PROGNOSTIC FACTORS IN EARLY OC



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 !!!
To remove the disease and for accurate staging

+/- CHEMOTHERAPY

• FSS for young women – low risk

• Important role of trained gynaecologist oncologist 

• Lymphadenectomy?



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

Role of Lymphadenectomy



survival benefit only in

certain subsets
.

inadequate surgery

Heterogeneous 

population

use of non standard 

chemotherapy drugs 

Varying number 
of chemotherapy cycles

ADJUVANT CHEMOTHERAPY



ADJUVANT CHEMOTHERAPY

For whom?

Which?

And how long?



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 III TRIALS

Adjuvant chemotherapy versus observation



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 III TRIALS

Adjuvant chemotherapy versus observation



PRIMARY ENDPOINT: OS



Combined ICON1 and ACTION:
          POOLED ANALYSIS (N=925)



ICON1 and ACTION POOLED ANALYSIS (N=925)



UPDATED ICON1 RESULTS (median FU 10ys)

Extended FU from ICON1 confirms that adjuvant chemotherapy should be offered to women 

with early-stage OC, particularly those with high-risk disease.



HR = 0.48 (95% CI 0.31–0.73, P < 0.001)

Diff. @10 years: 23%

HR = 0.52 (95% CI 0.33–0.81, P = 0.004)

Diff. @ 10years: 18%



Impact of surgery on Adjuvant CT

ACTION – 10 ys FU

Trimbos B et al., J Natl Cancer Inst 2010;102:982–987

30%



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



ADJUVANT CHEMOTHERAPY

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

✓ Non-randomized for this question

✓ 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



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

Adam G et al., BJOG 2010;117:1459–1467



ADJUVANT CHEMOTHERAPY

How long?







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



ALTERNATIVE TO CT ALONE? 

Place for parp inhibitors?

▪ Challenges

▪ Efficacy versus safety compared to CT

▪ Duration of therapy

▪ Alternative to CT versus maintenance

▪ Standard CT?



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



• 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 in 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



Survival by Histotype: 
advanced versus early stage EOC



OVARIAN 

CLEAR CELL 
CARCINOMA



OCCC



OCCC stage I



OCCC stage I



OCCC Early stage

Risk Stratification



• n=1995 stage I OCCC

• 69% adjuv. CHT

• Stage IA ≠ IC

OCCC Early stage

SEER database

Oseledchyk et al, Ann Oncol 2018

No distinction between stage IC1 and IC2/3

NO IMPACT of CT on OS (all substages)!



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



ENDOMETRIOID
OVARIAN 
CANCER



SEER database
o n = 3552 stage I EEOC

o 45% adjuv. CHT

Overall Survival by Substage Overall Survival by Grade Overall Survival by CT

EARLY STAGE ENDOMETRIOID OVARIAN CANCER: PROGNOSIS

Oseledchyk A et al., Annals of Oncology 28: 2985–2993, 2017



EARLY STAGE ENDOMETRIOID OVARIAN CANCER

Role of Adjuvant Chemotherapy

Oseledchyk A et al., Annals of Oncology 28: 2985–2993, 2017

ONLY IC G3 !!!



Why might the genomics of 

endometrioid OC be relevant?



Nature Communication | (2020) 11:4995



Clin Cancer Res (2020) 26 (20): 5400–5410

Molecular Classification of Endometrial Cancer Applied to Endometrioid Ovarian Cancer

International Series (n=533)



Clin Cancer Res (2020) 26 (20): 5400–5410

Molecular classification might complement histopathology

➜ risk stratification

➜ Identification of targets & Lynch Syndrom



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



MUCINOUS
OVARIAN 
CANCER





EARLY STAGE MUCINOUS OVARIAN CANCER

Netherland Cohort 2002-2012 (n=915)

van Baal et al., BJOG 2016



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

Expansile vs infiltrative



Gouy et al., IJGC Volume 28, Number 3, March 2018



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

US National Cancer Database 2004 – 2014

N=4811

30.9% adjuvant chemotherapy

20.2% for stage IA/B

60.2% for stage IC



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



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:

✓ Young age at diagnosis

✓ Chemo resistance

✓ Aberrations within the MAP kinase signaling pathway (BRAF/KRAS/NRAF)

✓ Prolonged overall survival

• IA grade I (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 ?

LOW GRADE SEROUS OVARIAN CANCER



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



Simple but not so easy

Careful evaluation of 

the risk/benefit balance

Attention to hystology

Attention to Grade

Attention to 
Stage and Substage

One size does not fit all

Urgent need 

for clinical trials

Need for more precise biological 

and molecular classification

Optimal surgery!

Early Ovarian Cancer
TAKE HOME MESSAGES



Grazie
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