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Gynoncologische varia ASCO2017 

Ovariumcarcinoom: 
• Primaire behandeling  

– Primaire debulking: Lion studie 
– Neo-adjuvante chemotherapie + 

• Hyperthermie  ip chemotherapie: OvHipec + 
• Bevacizumab: Nova trial 

• Recidief, secundaire debulking: AGO Desktop III 
Endometriumcarcinoom: 
• Chemoradiatie: Portec 3 
Varia: 
 

 
 

 
 



Abstr. 5500: LION – LYMPHADENECTOMY IN OVARIAN NEOPLASMS. <br />A prospective randomized AGO Study Group led Gynecologic Cancer Intergroup trial. AGO OVAR 
OP3/ENGOT-ov31.<br /> 

Presented By Philipp Harter at 2017 ASCO Annual Meeting 



LION studie 

• Vraagstelling: 
– Toegevoegde waarde van pelviene en paraaortale 

lymfadenectomie in complete gedebulkte FIGO 
stadium IIB-IV ovariumcarcinoom met 
klinisch/radiologisch negatieve klieren? 

– Primaire eindpunt: OS 
– Secundaire eindpunt: PFS, QoL, aantal lnn verwijderd 
– Statistiek: HR 0.7 verbetering van 3 jrs OS van 76% 

naar 82,5% 

 
 



Design: LION<br /> 

Presented By Philipp Harter at 2017 ASCO Annual Meeting 



LION: Primary endpoint OS 

Presented By Philipp Harter at 2017 ASCO Annual Meeting 
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Presented By Philipp Harter at 2017 ASCO Annual Meeting 



De effort voor dit resultaat 

• Naast standaard debulking procedure (AUE, BSO 
+ omentectomie) 
– Diafragma stripping   60% 
– Darmresectie    52% 
– Stoma        9% 
– Splenectomie    18% 

 
• Lymfklier meta’s    56% 
• Gem. OK duur in min  280   340   (+1 uur) 



EORTC 559711 CHORUS2 

Neo-adjuvante chemotherapie FIGO III-IV ovariumcarcinoom 

1. Vergote, et al. NEJM 2010; 2. Kehoe, et al. Lancet 2015 *Definition of successful surgery: maximum effort for complete resection of visible tumour 
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Neo-adjuvante chemotherapie 

Kunnen we de resultaten verbeteren door het: 
 

• toevoegen van Bevacizumab? GEICO 
1205/NOVA fase II trial 

 

• toevoegen van hypertherme intraperitoneale 
chemotherapie? OvHipec 



Phase II randomized trial of neoadjuvant chemotherapy with or without bevacizumab <br />in advanced epithelial ovarian cancer <br />(GEICO 1205/NOVA trial) 

Presented By Yolanda Garcia Garcia at 2017 ASCO Annual Meeting 



Multicenter randomized phase II NOVA trial 

Presented By Yolanda Garcia Garcia at 2017 ASCO Annual Meeting 



Patient flow 

Presented By Yolanda Garcia Garcia at 2017 ASCO Annual Meeting 



Primary endpoint: Complete macroscopic response rate 

Presented By Yolanda Garcia Garcia at 2017 ASCO Annual Meeting 



Secondary endpoints (ITT population) 

Presented By Yolanda Garcia Garcia at 2017 ASCO Annual Meeting 



PFS (RECIST v1.1, ITT population) 

Presented By Yolanda Garcia Garcia at 2017 ASCO Annual Meeting 



 Phase 3 Trial of Hyperthermic Intraperitoneal 
Chemotherapy (HIPEC) for Ovarian Cancer 

W.J. van Driel1,2, K. Sikorska1, J.H. Schagen van Leeuwen3, H.W. Schreuder4, 
R.H. Hermans5, I.H. de Hingh5,6, J. van der Velden7, H.J. Arts8, L. Massuger9, A.G. Aalbers1,6, 
V.J. Verwaal10, K.K. van de Vijver1, N.K. Aaronson1, G.S. Sonke1,2 

1Netherlands Cancer Institute, Amsterdam; 2Dutch Gynecological Oncology Group; 3Sint Antonius Hospital, Nieuwegein; 4University 
Medical Center Utrecht; 5Catharina Hospital, Eindhoven; 6The Dutch Peritoneal Oncology Group; 7Amsterdam Medical Center; 
8University Medical Center Groningen; 9Radboud University Medical Centre, Nijmegen; 10Aarhus University Hospital 



Study Design OVHIPEC 

– All patients planned to received three additional cycles of carboplatin/paclitaxel after surgery 
– Follow-up visits were performed every 12 weeks for 24 months, then every 26 weeks thereafter 
– Tumor assessments with CT scans were performed 26, 52, and 104 weeks after the last chemotherapy 
– Final analysis planned after 192 RFS events 

• 80% power to detect a 33% risk reduction (hazard ratio 0.67) with two-sided α=5% (Protocol 50% increase of 
median PFS of 18 mths)) 

RFS, recurrence-free survival; HIPEC, hyperthermic intraperitoneal chemotherapy; OVIHIPEC is registered at ClinicalTrials.gov (NCT00426257) 

Randomization (1:1) 

Stratified by the number 
of involved peritoneal 

regions, hospital and prior 
surgery 

Interval CRS + HIPEC 
CDDP 100 mg/sqm 

n=122 

Interval CRS only 
 

n=123 

Primary endpoint 
• RFS (locally assessed by 

RECIST 1.1 and GCIG criteria) 
Secondary endpoints 
• Overall survival 
• Quality of life 
• Safety 

• Epithelial ovarian cancer 
• FIGO stage III 
• 3 cycles neoadjuvant 

carboplatin/paclitaxel 
• N=245 



245 patients randomized between April, 2007 and April, 2016 
Data cut-off date: April 30, 2017 
Median follow up:4.7 years 

Patient disposition 

CRS only 
N=123 

Received treatment 
n=118 

Received treatment 
n=122 

RFS events 
n=94 

RFS events 
n=106 

CRS + HIPEC 
N=122 Intention-to-treat 

Safety Set 

OS events 
n=61 

OS events 
n=76 

276 pat registered, 22 pat excluded: progressive under NACT, optimal/complete debulking not feasible  



Results 

CRS + 
HIPEC 
N=122 

CRS only 
N=123 

Surgical result, n (%) 

0 mm (complete) 83 (68) 82 (67) 
0 - 2.5 mm 22 (18) 24 (18) 
2.5 mm – 10 mm 13 (11) 13 (11) 
> 10 mm/no resection 4 (3) 4 (3) 

Post-surgical complications, n (%) 
Infections 17 (14) 9 (7) 
Surgery related 14 (11) 17 (14) 

Six cycles chemotherapy completed, n (%) 115 (94) 109 (89) 
Median number of days in hospital (Q1-Q3) 10 (8-12) 8 (7-10) 
Median number of days to restart of 
chemotherapy (Q1-Q3) 33 (28-41) 30 (25-41) 



0

20

40

60

80

100

0 1 2 3 4 5
Pr

ob
ab

ilit
y o

f s
ur

viv
al 

(%
) 

Years 

Recurrence-free Survival 

0

20

40

60

80

100

0 1 2 3 4 5

Pr
ob

ab
ilit

y o
f r

ec
ur

re
nc

e-
fre

e s
ur

viv
al 

(%
) 

Years 

Overall Survival 

RFS 
CRS+HIPE

C 
n=122 

CRS only 
n=123 

Median RFS, months  14.2 10.7 
Hazard Ratio (95% 
CI) 0.68 (0.51–0.89) 

OS 
CRS+HIPE

C 
n=122 

CRS only 
n=123 

Median OS, months  45.7 33.9 
Hazard Ratio (95% 
CI) 0.67 (0.48–0.94) 

- CRS + HIPEC 
- CRS only 

- CRS + HIPEC 
- CRS only 



Conclusion 

The addition of HIPEC to interval cytoreductive surgery is well tolerated 
and improves recurrence-free and overall survival in patients with FIGO 
stage III epithelial ovarian cancer: 
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Fraaie chirurgische 

resultaten. Conclusie 
alleen voor compleet 
gereserceerde (68%) of 
restlaesies ≤ 2.5 mm 
(85%)???? 

 

http://www.cgoa.nl/
https://www.amc.nl/web/Home.htm
https://www.umcg.nl/NL
http://www.google.nl/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjl4pal-d_TAhWFWxoKHemBBzgQjRwIBw&url=http://uzimet.nl/uzimet-is-zakenvriend-kwf/&psig=AFQjCNHKobi70t-ibuPza4Yv83yjN2PZLA&ust=1494320895877323


Randomized trial of hyperthermic intraperitoneal 
chemotherapy (HIPEC) in women with primary 
advanced peritoneal, ovarian, and tubal cancer.  
Poster Myong Cheol Lim (Republic of Korea) 

• Optimally debulked stage III (61%)/IV OC,  NACT 39%  
• Expected PFS 18 mths, HR 1.33, power 80%, alpha 0.2, 184 

pat needed. 
• Diafragmatic stripping 72%, colonic resection 77%, 

splenectomy 40%, …. 
• Geen extra morbiditeit en mortaliteit 
• Geen verschil in PFS en OS (te vroeg en te kleine/heterogene 

populatie????) 
• In NACT groep med PFS 18 vs 19.7 mths (NS p= 0.08) 

 
 
 



Abstr. 5501: Randomized controlled phase III study evaluating the impact of secondary cytoreductive surgery in recurrent ovarian cancer: the interim analysis of <br />AGO 
DESKTOP III / ENGOT ov20 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 

1st prosp. randomized study 



Background II 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



Design: AGO DESKTOP III <br />(ENGOT-ov20; NCT01166737) 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



AGO DESKTOP III: Patients’ Characteristics<br />(AGO–OVAR OP.4; ENGOT-ov20; NCT01166737) 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



AGO DESKTOP III: Surgery arm<br />(AGO–OVAR OP.4; ENGOT-ov20; NCT01166737) 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



AGO DESKTOP III: Outcome 2 (PFS, ITT population)<br />(AGO–OVAR OP.4; ENGOT-ov20; NCT01166737) 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



AGO DESKTOP III: Outcome 3 (PFS by surgical outcome)<br />(AGO–OVAR OP.4; ENGOT-ov20; NCT01166737) 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



AGO DESKTOP III: Outcome 5 (TFST = time to 3rd line)<br />(AGO–OVAR OP.4; ENGOT-ov20; NCT01166737) 

Presented By Andreas Du Bois at 2017 ASCO Annual Meeting 



AGO Desktop III conclusies 

• Secundaire debulking bij patiënten met 
platinumgevoelig recidief en positieve AGO score leidt 
tot winst in PFS 5.6 mths en TFST 7.1 mths 

• Voordeel alleen in compleet gereseceerde patiënten 
(72.5%), belang van selectie: 
– juiste ziekenhuis/operateur 
– juiste patient (50% PSROC AGO score +, NL?) 

• Hoe zal zich dit vertalen in de OS? 
• Kanttekening: Diagnose recidief CA-125 (lead time 

bias)? Belang van primaire complete debulking! 



Final results of the PORTEC-3 trial 

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 



PORTEC-3 trial design 

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 
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Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 
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Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 



Slide 11 

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 



Slide 12 

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 

RT alleen redelijk 
goede locoregionale 
controle 



Slide 13 

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 



Slide 19 

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting 

Not 
recommended 
for stage I-II 

Heterogene populatie, 
goede controle kleine 
bekken met RT alleen, 
optimale sequentie RT en 
CT??? 



Checkpoint inhibitors in gynaecologic 
cancers 
• Multiple phase 1/2 studies in cervical and 

ovarian cancer. 
• (CheckMate 358) cervical cancer relapsed/ 

metastatic n=19 ORR 26%  (1 CR, 4 PR, 8 SD), 
disease control rate 70% 
– Durable responses >28 weeks, 6 months OS 87% 
– Manageable side effects 
– Predictive factors???? 



Aromatase inhibitor maintenance therapy in high grade 
advanced ovariancancer to delay first recurrence Alexandra 
Knipprath- Meszaros et al 

• ER is expressed in 50% high grade serous ovarian cancer (HGSOC) patients 
and equally high in primary and relapsed HGSOC independent of drug 
resistance 

• Letrozole maintenance improves progression free survival in HGSOC 
patients (ER >10%), after primary treatment. 



Overall conclusions 

Ovarian cancer outcome: 
• The right surgeon/hospital:“If you evaluate the role 

of surgery you should at least perform serious 
surgery. It is not cutting the skin of the abdomen, but 
removing the tumor” Andreas Dubois  

• “The knife is is the most optimal targeted therapy”. 
• The right patient: selection 
• HiPeC: in selected patients (residual disease ≤ 2.5 

mm)?! 

 



Overall conclusies 

Endometrial cancer:  CTRT in stage III patients 
 
Checkpoint inhibitors: work in progress 
 
Aromatase inhibitors: promising? 
 
 
 
 
 



In Chicago Europe was first! 

 

Dank voor uw aandacht! 
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