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DISCLOSURE SLIDE 

 Honoraria  
– Astra Zeneca,  

– Roche,   

– Novartis-GSK,  

– Pfizer,  

– Pharmamar,  

– Lilly,  

– Merck,  

– Bayer,  

– Amgen 

– Tesaro 

 



ESMO PRECEPTORSHIP PROGRAM 

Isabelle Ray-Coquard  

Early stages (Ia-Ic) 

challenges 

 Definition for early stages: st IA-IC, IA-IIB, IA-IIIA? 

 Diagnosis at early stage = screening 

 Indications for conservative surgery (C Marth) 

 Indications for adjuvant therapies 

– For who? Duration ? 

 Particular histology : clear cell carcinoma, mucinous, low grade 

serous 

 Very few patients less than 35% and < 20% «high risk of relapse»  
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EOC and stage at diagnosis (US 1992-1997) 

Stage IIIA-IV 
59% 

Stage IC-IIC 
10% 

Stage IA-IB 
26% 

No stadification  
6% 

SEER data: Ries et al, 2001 
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Survival @ 5 years according to stage US 

(1992-97) 
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Stage and Prognosis (1) 

Majority of cancers diagnosed at advanced disease 

More than 70-80% of patients will relapsed 

6 

Sources:  Goff et al 2007; Mattson Jack Cancer Impact data 2007; Holschneider CH, Berek JS. Ovarian cancer: epidemiology, biology, and prognostic factors. Semin Surg Oncol  2000;19:3-10. 

http://seer.cancer.gov/statfacts/index.html 
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Natural History : 

early ovarian cancer 
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SEER database, Chan et al, BJC 2008 
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3 years survival  

 



ESMO PRECEPTORSHIP PROGRAM 

Isabelle Ray-Coquard  

Pronostic factors in early stage disease 

 5 independent prognostic factors 

– Age over 50-60 years old 

– Spontaneous or surgical capsule rupt. 

• 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 



ADJUVANT CHEMOTHERAPY  

FOR EARLY STAGE 
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Randomized Studies  

before ACTION / ICON1 

 In total 15 trials  

 2 489 patients randomized 

Wide range of  

– inclusion criteria 

– treatment 

– type of chemotherapy 
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Randomized Studies before ACTION / ICON1 

Conclusion 

  No unequivocal support for a 

survival benefit from any form of 

adjuvant therapy 

  Studies are too small and lack 

power to detect treatment effects 

  Suggest a possible interest from 

adjuvant chemotherapy 
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Randomized Phase III (evidence) 

Eligibility criteria 

– ICON1: all patients where CT is indicated  

                treatment: carboplatine monotherapy (82%) or CAP (x6) 

– ACTION:  stages IA-B gr 2-3, IC, IIA or clear cell carcinoma 

   treatment (x4): Cisplatine-Cyclophosphamide : 47%                                  

                 Carboplatine monotherapy      : 33% 

– Primary Endpoints OS 

– Combined data from the ICON1 (MRC) and ACTION (EORTC) 

 

Trimbos / Vergote JNCI 2003 
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ICON1 

HR (95% CI)=0.68 (0.46-1) p=0.05 

Patients at risk 
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236 203 170 135 104 77 51 27 12 5 1 

S 
u 
r 
v 
i 
v 
a 
l 

0.0 

0.1 

0.2 

0.3 

0.4 

0.5 

0.6 

0.7 

0.8 

0.9 

1.0 

Months from randomisation 
0 12 24 36 48 60 72 84 96 108 120 

ACTION 
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   Population: 925 patients 
ICON1 (n=477 pts) +ACTION (n=448 pts) 

Chemotherapy Risk  
Absolute 

Difference 

% 

 @ 5 years 
p 

PFS 0.64 11% 76% 0.001 

OS 0.67 8% 82% 0.01 

Trimbos / Vergote JNCI 2003 

Early stages 
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Recurrence free survival 

140 460 
98 465 

Events Total 
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defer 
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Trimbos / Vergote JNCI 2003 
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Overall survival (ICON1 + ACTION) 

82% 

74% 

5 years  

 

RR = 0.68 
 p = 0.01 

Trimbos / Vergote JNCI 2003 
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ICON1 + ACTION, Subgroup analysis 

No evidence that the effect of adjuvant chemotherapy is smaller or larger in any of  the tested subgroups  
(age, differentiation, histological type, FIGO substage) 
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Impact of surgery on Adjuvant CT 

Importance of complete staging! 
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ESMO guidelines 2013, endorsed by JSMO 

• Adjuvant chemotherapy should be 

offered to all high-risk patient (IB/C grade 

2, any grade 3 or CCC) 

• Intermediate risk (IAG2/IB-IC G1)? 

• Optimal duration remains controversial  

J Ledermann et al, Ann of Oncol 2013 
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Tumor type  

EOC is a heterogeneous group of tumors 

 different histological subtypes have different 

– biological behavior 

– patterns of spread 

– associated malignancies  

– or postulated precursors. 

Need for a stratified analysis ! 
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Tumor type 
Two pathological types exhibit different behaviors 

 

Mucinous invasive carcinoma : excellent stage I prognosis 

(~ 100% 5 year survival) 

Clear cell carcinomas : poor prognosis  

Chemotherapy for stage I tumor in most 
of the consensus conferences. 
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Clear Cell, Transitional, Mucinous, Serous
Overall survival in stage=(3,4) patients
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   Histology    Alive   Dead Total
   Serous Adenoca 3042 3326 6368

   Alive   Dead Total

   Mucinous   73  191  264

   Alive   Dead Total

   Clear Cell   77  144  221

   Alive   Dead Total

   Transitional   23   13   36

AGO-GINECO, GOG-ANZGOG, MRC- MANGO 

Survival analysis by histology 

Advanced vs Early stage 

SEER database, Chan et al, BJC 2008 

Disease specific Survival in early stage 
I/II, n = 8572 pts 
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OCCC vs HGSC, early stage 

Stage I/II      Stage III/IV 

Adjusted on Age, residual disease and Performance status 

(Danish database, T Schnack et al) 
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Mucinous EOC  

• Dutch Registry  
• Retrospective analysis 
• 2002 to 2012 
• n = 915 mucinous EOC 
• No data on Adj CT! 
• No central review 

Von Baal et al, BJOG 2016 
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Low grade serous carcinoma 
 Low-grade serous carcinoma (LGSC) is rare subtype that accounts for ~ 10% of serous 

carcinomas of the ovary/peritoneum 
 May arise de novo or following diagnosis of serous borderline tumor 
 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 
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Adjuvant chemotherapy  

Which one? 

Duration? 
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Chemotherapy CP, 3 or 6 cycles? 
Stage IA grade 3 or stage IC-II all grade 
n =  457 

Bell et al, Gyn Oncol 2006 
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3 versus 6 by histological subtypes  

Chan et al , Gynecol Oncol 2010 
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Clear cell carcinoma, 3 versus 6 cycles of CT 

Pendergast, et al Gyn Oncol 2016 

• Retrospective multicentric study 
• N = 210 
• 1994 to 2011 
• Adj CT = CP 90% 
• 18% 3 cycles 
• 81% 6 cycles 
• PFS  & OS 
• Cox model : 

• Stage IAB vs IC vs II HR 1,85 p 0,004 
• 3 vs 6                  HR 1,70 p 0,3 

 
 



Baseline 
characteristics 

 

Characteristic 

Control  

(n=764) 

Research  

(n=764) 

Median age, years (range)  57 (18–81) 57 (24–82) 

Origin of cancer, % Ovary (epithelial) 87 88 

Histology, % Serous 

Clear cell 

69 

8 

69 

9 

FIGO stage, % I/IIA 

IIB–IIIB  

IIIC/IV 

10 

21 

69 

9 

20 

71 

Debulking surgery/ 

residuum, %  

     

≤1 cm  

>1 cm 

No surgery 

72 

25 

2 

73 

25 

2 

Risk group, % 

    

FIGO III >1 cm/FIGO IV debulking 

All the rest 

31 

69 

30 

70 

CP plus anti angiogenics? 



 

Subgroup 

Restricted mean Median, months 

HR  

(95% CI) Events/n 

Research 

better 

Control 

better   Control 

Researc

h Control 

Researc

h 

All patients 44.6 45.5 58.6 58.0 
0.99  

(0.85–1.14) 
714/1528 

High-grade 

serous 
43.9 44.9 53.5 52.4 

0.99  
(0.81–1.21) 

380/743 

Low-grade 

serous 
45.5 46.0 58.4 59.1 

0.95  
(0.69–1.31) 

153/335 

Clear cell 

stage I/II 
53.9 53.7 NR 66.9 

1.59 
(0.57–4.48) 

15/81 

Clear cell 

stage III/IV 
35.1 36.6 31.8 30.7 

0.80 
(0.39–1.66) 

29/46 

Clear cell 48.5 46.7 NR 66.9 
1.15  

(0.64–2.09) 
44/127 

Final OS by histology 

HR (95% CI) 

Subgroup analysis of PFS 

CP plus anti angiogenics? 
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Take home message, early stage  

Complete surgical staging : 
– Stage IA/IB Gr 1, except clear cell carcinoma:  surgery alone 

– Stage IA Gr 2 or IB-IC Gr 1: MTB discussion  

– Stage IA/IB Gr 3, clear cell carcinoma or stage   IC : CP iv at least 3 cycles, 6 cycles for HGSC 

No complete surgical staging 
– Stage IA/IB Gr 1-2, except clear cell carcinoma, re staging then indication of CT in accordance 

to final staging  

– Stage IA/IB Gr 2-3, clear cell carcinoma or stage   IC, re staging then CP at least 3 cycles (6 
cycles for HGSC) 

Re staging not possible : 
– CP 6 cycles  



Molecular Biology and Ovarian Cancer 

Hennessy BT Jr, et al. Lancet. 2009; D’Angelo E, et al. Clin Transl Oncol. 2010. 
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 p = 0,03 

BRCA1/2 sauvage non méthylé 

BRCA1 muté 
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BRCA1 méthylé 
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Early stages  

conclusions  

 Definition for early stages: st IA-IC (future C1 to C3), IA-IIB, IA-IIIA 

 Diagnosis at early stage = screening (next step, ctDNA?) 

 Very few patients, 20% “high risk group”  molecular subgroups 

 Indications for conservative surgery (see Christian Marth talk) 

 Indications for adjuvant therapies (histology & grade) 


