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Project of Surveillance of Rare Cancer In Europe (RARECARE, 2012-2015): data 
from 94 cancer registries in 27 European Countries covering 48% of cancer
patients diagnosed from 1978 to 2007

Rare cancer definition; incidence <6/100.000/year
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5-YEAR RELATIVE SURVIVAL (RS) OF RARE 
OVARIAN CANCER IN THE RARECAREnet DATABASE 



5-year Relative Survival or Rare Epithelial and Non Epithelian Ovarian cancer by European Area 



5-year Relative Survival or Rare Epithelial and Non Epithelian Ovarian cancer
by Age in the RARECAREnet DATABASE

Ray Cocquard I EJSO 2017

Prevalence: in 2008 in Europe 119,000 women were expected to 
be alive with a past diagnosis of rare ovarian cancer
(86,000 rare epithelial OC, 31,369 non epithelial OC) 



Specific background for rare cancers

Few knowledge 

No evidence  
based Medecine

& CPG’s

No clinical trials 

No innovations 
No improvements 
for survival over 

time
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RARECARE Project

Five-year relative survival was on average worse for rare cancers 
(47%) than common cancers (65%).

Gatta G Eur J Cancer 2011



• Dysgerminoma, non dysgerminoma (Yolk sac…), immature 
teratoma

• 2-3% of ovarian tumours  & Peak age 15-19 years 
• Before puberty, 90% ovarian tumors are germ cell tumors
• Rare tumors, often aggressive but curable 
• 85% of patients are cured today! Big challenge
• Excellent prognosis for a majority of patients (with specific 

and rapid management)
• Prognostic factors are histologic subtype, age, and stage

Germ Cell Tumors
Presentation



Management/Questions

• Conservative surgery to preserve fertility & hormonal 
activity for majority

• Resection of residual disease post CT if need
• BEP for all stage Ic to IV – surveillance or CT for Stage 

I (intra ovarian)
• Second opinion and dedicated multidisciplinary staff 

(oncologists, pediatricians, surgeons…)
• Improvements:

– Less toxic CT for LR & more intensive CT for HR (HDCT)
– Alternative CT or new therapies in relapse
– More biology research



Clinical trials in GCT

Novartis : ribociclib, CDK4/6 inh (pRb & cell cycle)
Background: CDK4 & CyclinD2 upregulated GCT

Randomized phase II with LEE011 for patients with immature teratoma in relapse 
after standard CT



• 7% of all ovarian cancer & Peak age 50 years 
• Granulosa cell tumors,  Sertoli-Leydig cell tumors….
• Endocrine manifestations (oestrogen secretion 70%)
• Endometrial hyperplasia or endometrial carcinoma to be 

associated
• 20 to 30% of patients relapsed (late relapse)
• Stage & age: prognostic factors
• New findings: mutated genes : FOXL2 for adult Granulosa & 

DICER1 for Juvenile & Sertoli Leydig

Sex cord stromal Tumors
Presentation



Standard of care & Questions

• Surgery is the cornerstone of treatment: consider 
fertility-preserving surgery in young pts with stage I

• Postoperative chemotherapy (BEP/CP) for 
– GCT st. II-IV , Sertoli-Leydig tumor st. II-IV and stage I if aggressive disease

• Relapse:
• Repeat surgical resections
• Hormonal therapy in selected cases
• Chemotherapy regimen options: Carboplatin, paclitaxel, …

• Improvements :
– Specific & personalized targeted therapy for metastatic disease



ALIENOR
ENGOT- OV7

Avastin and weekly pacLItaxel use in sEx cord-stromal
ovariaN tumORs

A randomized, open label, phase II trial of bevacizumab plus weekly
paclitaxel followed by maintenance with bevacizumab monotherapy
versus weekly paclitaxel followed by observation in patients with relapsed
ovarian sex-cord stromal tumors

National network and clinical research: 
an example 
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Study design 

Population
Patients in relapse with ovarian sex-cord tumor and/or 
stroma, histologically confirmed, previously treated by 
platinum-based chemotherapy.

Bevacizumab
15mg/Kg  

Every 3 weeks

Paclitaxel
80mg/m², IV, à J1, J8 et J15 every  

4 weeks

Paclitaxel
80mg/m², IV, à J1, J8 et J15 every 

4 weeks
+ 

Bevacizumab
10mg/kg, IV, D1 and D15

6 cycles maximum 1 year maximum or 
progression or intolérance

Arm A

Arm B

Observation

Standard
treatment

PD

Bevacizumab
15mg/Kg  

Every 3 weeks

Standard
treatment

PD

At the discretion of the 
investigator

Main Objective
Clinical benefit
(non progression after 6 months)

20 open centres / 22 ; 10 active centres; 22 pts included in France20 open centres / 22 ; 10 active centres; 22 pts included in France

N = 60 pts
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• 6 to 10% of all ovarian carcinoma & Peak age 50 years 
• HR positive & KRAS/ BRAF mutation in 70%, no p53 mutation
• Prognostic factor (stage)
• Less sensitive to chemotherapy
• 1st line treatment included front line maximum debulking surgery 

& adjuvant CT +/- bev for advanced disease
• In relapse: 

– Consider surgery
– Improvements:

– Better adjuvant therapy (hormonal?)

Low grade serous carcinoma
Standard of care/ Questions
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Mucinuous ovarian carcinoma
Standard of care / Questions

• 2%  of all epithelial carcinoma
• Localized stage good prognosis
• Advanced disease:  worse survival
• Management = low response  to standard CT with Carboplatine 

& paclitaxel

• Improvement
 Initial pathological diagnosis : systematic review by experts
 Active CT & adjuvant CT
 New drugs
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Mucinous

Randomise 

(332 patients – 83 patients in each arm)

Carboplatin & Paclitaxel 
6 x 21-day cycles

Oxaliplatin & 
Capecitabine 
6 x 21-day cycles

Carboplatin & 
Paclitaxel 
6 x 21-day cycles

Bevacizumab given 
every 3 weeks for 5 
or 6* cycles

Oxaliplatin &
Capecitabine
6 x 21-day cycles

Bevacizumab given 
every 3 weeks for 5 or 
6* cycles

Clinical assessment every 6 
weeks for 36 weeks

Bevacizumab given every 3 weeks for 12 cycles
Clinical assessment every 6 weeks for 36 weeks

Follow-up

*Bevacizumab can be omitted from the first cycle if chemotherapy must be started within 4 weeks of surgery

2010-2013-. 50/333 pts in  198 centres (UK+US)



• 10% epithelial tumors; + frequent in Japanese pop (frequent 
story of endometriosis)

• More frequently localized disease (less better prognosis if 
capsule rupture or peritoneal cytology +)

• New finding : Mutation ARID1A (46% des CC)
• Management

– Radical surgical staging
– Adjuvant CT including CP or C-CPT11 (JGOG)

• Questions
– Role of adjuvant RT for early stage disease
– New targeted therapies

Clear cell carcinoma (Ov & Ut)
Standard of care / Questions



(ENGOT-GYN1)
A Randomised Phase II study Of Nintedanib (BIBF1120) Compared To 

Chemotherapy in Patients With Recurrent Clear Cell Carcinoma Of The Ovary 
Or Endometrium

Patients with resistant relapse (<6 mois)

Ovarian Clear cell carcinoma (90 pts) or uterus CCC (30 pts)

Randomization

Ovarian carcinoma
- Paclitaxel (80mg/m²) IV d1, 8, 15 4w 
x6 cycles.
- PLD (40mg/m²) IV  D1D28 x6 cycles,
- Topotecan (4mg/m²) IV D1, 8, 15 4w 
x6 cycles

Expérimental arm

Nintedanib (1 cp 200 mg) TWD, continuous
until progression 

Primary Endpoint: PFS

Secondary Endpoints: OS, QoL, QTWIST, ORR, & DCR at 12 weeks

Registration

Central review of histology

Control arm
Chemotherapy investigator choice

Endometrial carcinoma
-Carboplatin (AUC 5) + 
paclitaxel (175mg/m²) IV 3W, 
x6 cycles
- Doxorubicin IV (60mg/m²) 3w 
x6 cycles



STAGE I-II SEROUS OC

STAGE I-II MUCONOUS AND CLEAR CELL OC

703 pts
351 RT+CHT

40% 43%

BREAKING NEWS!



Studio internazionale stadio 1
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Uterine sarcoma :  
prognostic strata & stratified analysis 

PrognosisHistology

GoodEndometrial Stromal Sarcoma low grade
Adenosarcoma of low grade

BadLeiomyosarcoma

Very badHigh grade undifferentiated sarcoma
Endometrial Stromal Sarcoma high grade

Adenosarcoma with Sarcomatous Overgrowth

Age 40-60 y 
5-10 % of uterine corpus malignancies   



Low grade ESS
Standard of care / Questions

• Indolent tumor , t(7;17)(p15;q21) present in 60%, HR positive (all)
• Median age 48 years
• 15-20% have metastatic disease at diagnosis
• Prognosis and treatment vary greatly by histology— REVIEW the PATH
• No adjuvant treatment until today for localized completely resected 

tumor
• Low grade ESS are hormone-sensitive, indolent tumors— DON’T GIVE 

CHEMO, use hormone blockade for advanced disease with residual 
tumor after surgery

• Questions
– Benefit of systematic ovarian asportation
– Interest to consider HT after surgery for adj & met phase
– More specified treatment taking into account translocation



Uterine LMS
Standard of care / Questions

• Median age 56 years, high risk for recurrence for uterus-
limited disease

• Complete surgical excision is the only established curative 
treatment modality for localized disease.

• No specific symptoms/signs or diagnostic imaging can 
reliably differentiate ULMS from leiomyoma preoperatively. 
Because of this, inadvertent morcellation of ULMS is 
increasingly seen in clinical practice.

• RT & CT need to be used for residual disease
• Active agents for LMS:  doxorubicin +/- ifosfamide, 

trabectedin, gem+docetaxel, gemcitabine, pazopanib
• Problems - Questions

– Big challenge : morcellation alters the natural course of ULMS 
leading to an increased incidence and earlier recurrences!

– Role of CHT  in adjuvant setting



Study Schema

Presented By Martee Hensley at 2018 ASCO Annual Meeting



Key study design features

Presented By Martee Hensley at 2018 ASCO Annual Meeting



Study Accrual

Presented By Martee Hensley at 2018 ASCO Annual Meeting



(HG) Undifferentiated Uterine Sarcoma
Standard of care / Questions

 Median age 58 y
 Occult LN metastases are common (75%) & 50% stage IV
 Median PFS & OS worse 
 No standard except radical surgery when possible & 

adjuvant therapy if acceptable 
 Questions a lot!!!

 Active CT & adjuvant treatment or all 
 New drugs



EORTC 62113-55115

1° endpoint: PFS rate at 4 months from randomization

2° endpoints: PFS,  OS, RR and duration of response (RECIST 1.1), QoL (QLQ-C30 + QLQ-EN24), 
Toxicity (CTCAE 4.0)

A randomized double-blind phase II study evaluating the role of maintenance therapy with cabozantinib in 
High Grade Undifferentiated Uterine Sarcoma (HGUS) after stabilization or response to doxorubicin +/-
ifosfamide following surgery or in metastatic first line treatment

Accrual 14 pts since 03/2015

Late Phase II study



Summary

• Rare Gynecologic cancers = same problematic than 
all other rare cancers:
– Absence of knowledge, curability, few therapeutic 

options, no very few dedicated clinical trials….

– New trials design in rare tumors

– Organization of care pathway at all levels
• Regional, national European & international





How to change the future?

• 5th OCCC GCIG  in Tokyo 2015 and 1st European CC in Milan 
2018
– Have fixed standard of care in 1st line & relapse 

– Have highlighted the need for investigational treatments 

– New prognostic factors including molecular factors

• New organizations for management & clinical research
– Dedicated cancer network (eg French and Italian model)

– European network for rare cancer

– Education for physicians, care givers and public

– Motivate Patients advocacy group

39



National Network including
3 national + 22 regional expert centers Objectives 

Management : medical strategy 
decided in dedicated regional 
multidisciplinary tumor boards
Diagnosis: 
systematic second review
 molecular diagnosis for all patients 
(ex: FOXL2, SMARCA4….). 
Education: 
workshops & continuing medical 
education. 
information for patients, families and 
advocacy groups.
To elaborate CPG’s

The French National Network dedicated 
to Rare gynecologic Malignant Tumors
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1st French Patient Advocacy group 
IMAGYN

Published in the Official Journal of 31st May 2014

www.monimagyn.org

Support

Share and 
help

Clinical
Research

Awareness
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In Italy, every year there are 60,000 new 
diagnoses of rare cancers 
corresponding to 15% of all new cancer 
diagnoses. 
A total of 770,000 patients were living in 
Italy in 2008 with a diagnosis of 
a rare cancer, 22% of the total cancer 
prevalence.
Five-year relative survival was on the 
average worse for rare cancers (53%) 
than for common cancers (73%). 



 Pediatric cancers

 Haematologic rare neoplasms

1. Sarcomas
2. Rare thoracic cancers
3. Neuroendocrine tumours
4. Head & neck cancers
5. Central nervous system tumours 
6. Rare female genital cancers
7. Rare urological and male genital

tumours
8. Endocrine gland tumours
9. Digestive rare cancers
10. Rare skin cancers & non-cutaneous 

melanoma

RARE 
ADULT SOLID CANCERS



The centre 
of reference…



The health
network…



Centralized referral

 expertise
 multidisciplinarity
 research

 health migration
 implicit rationing
 failures in routine care












