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• Surgery in platinum 
sensitive relapse  

• Objective: complete 
tumor resection 

Surgery for 
cytoreduction 

• After failure of all 
conservative treatments 

• Objective: Improving of 
QoL 

Palliative 
surgery 

v.s. 



Tumor dissemination patterns at relapse 
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Fotopoulou et.al. Ann Surg Oncol 2012 
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IMO- Intraoperative Mapping of Ovarian Cancer 

Sehouli et al.: Zentralblatt, 2003 
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Primary Relapse 

Fotopoulou et al, EJC, 2011 

No correlation of tumour dissemination  

patterns in paired primary & relapsed cases 

peritoneal carcinosis 
(RR 1.53;  

95%CI: 0.89–2.63) 

bowel involvement 
(RR 0.92;  

95% CI: 0.65–1.31)  

lymph node 
involvement (RR 

1.49; 95% CI: 0.83–

2.68) 

 



Indications for surgical cytoreduction at relapse  

• Early – platinum resistant/ 
refractory- relapse 

• → NO evidence for survival 
benefit in cytoreducion (except 
in very rare cases) 

• →median OS ≃ 8-9 months 

• →low complete resection rates 
≃ 30% 

• → high surgical morbidity 

 

• Late – platinum sensitive- 
relapse 

• Significant prolongation of OS and 
PFS in retrospective trials in 
tumofree pts 

• High complete tumor resection 
rates in selected patient 
population 

• Low/ acceptable surgical 
morbidity and mortality 

Morris M, et al. Gynecol Oncol 1989, Segna RA, et al. JCO 
1993, Sehouli J, et al. J Surg Oncol 2010 



 Bristow RE, Puri I, Chi DS. Gynecol Oncol 2009  

+ 10% Complete resection -> + 3 months 

OS 

Cytoreductive surgery for recurrent OC: a meta-analysis 



Zang R, et al. Br J Cancer 2011 
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DESKTOP I 

267 pts 
45 vs.19.7 mo 

TR=0 

TR 1–10 

TR>10 

240 pts 
42 vs.17 mo 

Harter P, et al. Ann Surg Oncol 2006;13:1702–10. 

Sehouli , Fotopoulou, et al. J Surg Oncol 2010 

40 cohorts → 2019 pts 
+ 10% Complete resection -> + 3 
months OS 

 Bristow RE, Puri I, Chi DS. Gynecol Oncol 2009  

First relapse 

“All or 
nothing” 



Second relapse 

406 pts 
49 vs.12 mo 

Fotopoulou et.al. Ann Surg Oncol 2012 

Third relapse 

49 pts 
43 vs.13 mo 

Fotopoulou et.al. Br J Cancer 2012 
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Harter P, Hilpert F, Mahner S, Kommos S, Heitz F, du Bois A: Role of cytoreductive surgery in recurrent ovarian cancer 
Expert Rev Anticancer Ther  2009 917-922 



Multivariate Analysis 

OR = objective response; ECOG = Eastern Cooperative Oncology Group;  
FIGO = International Federation of Gynecology and Obstetrics. 
Harter P, et al. Ann Surg Oncol 2006;13:1702–10. 

DESKTOP-OVAR I 
Predictive factors for complete tumour resection  

Multivariate analysis 

Pre-op factor OR (95% CI) p-Value 

Performance 

status  

(ECOG 0 vs. >0) 

 

 

2.65 

 

 

(1.56–4.52) 

 

 

<0.001 

Tumour 

residuals at 

primary surgery 

( 0 vs. >0) 

 

 

 

2.46 

 

 

 

(1.45–4.20) 

 

 

 

<0.001  

or: initial FIGO 

(I/II vs. III/IV) 

 

1.87 

 

(1.04–3.37) 

 

0.036 

Ascites  

(cut-off 500 ml)* 

 

5.08 

 

(1.97–13.16) 

 

<0.001 
*exclusively CA125 (correlation with ascites) 

Non-significant for a complete resection: 

• Site of relapse (pelvis vs. extra-pelvis) 

• Therapy-free interval 



Is peritoneal carcinosis/ multifocal relapse a contraindication 
for secondary cytoreductive surgery? DESKTOP DATA 

Harter et.al. Ann Surg Oncol 2009. 
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 p =0.96, HR: 0.98 (95%CI: 0.37 – 
2.6)         

Tumorfree operated pts 

PC 



peritoneal 

carcinomatosis 

 at TCS in 

tumorfree 

operated 

patients 

p=0.099 

median 

OS 95%-CI 

yes 46.0 27.94 - 64 

37.8 – 64.5 

36.4 – 57.6 

no 51.0 

Total  47.0 

Is peritoneal carcinosis/ multifocal relapse a contraindication 
for secondary cytoreductive surgery? TCS DATA 

Tumorfree operated pts 

Fotopoulou et.al. Ann Surg Oncol 2012 

Interaction of surgical effort and 
tumorbiology 



p < 0.05
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Hypothesis

DESKTOP II = positive 
Positive AGO score predicts complete resection in more than 2 out of 3 pts 

AGO-DESKTOP II: An International Multicentre GCIG Trial 

Prospective Validation of a Predictive Score for Resectability  

in Platinum-Sensitive ROC 

Frequency of complete resection in AGO-Score positive pts. 

Harter P, Sehouli J, Reuss A,…du Bois A. Int J Gynecol Cancer 2011 



Timing of Surgery: when to operate? 

• CA125 driven follow up? 

• Asymptomatic vs symptomatic relapse? 

• Operate too early (reduction of QoL) vs too late (low PS) 

• Is the retrospective evidence a result of tumorbiology or of surgical 
effort? 

 
A matter of calender?? 
Taking into consideration all 
parameters: radicality and 
quality of previous surgery, 
residual length of bowel, etc 



• Rarely relapse diagnosed by symptoms 

 

 

Candidates for surgery 

Rustin G, et al. Lancet 2010 

CA-125 elevation 5 months before clinical relapse! * only ~ 6% with surgery for recurrent disease 



Diagnosis of 1st relapse  

by symptoms + ascites 

-> chemotherapy 

Diagnosis of 1st relapse  

by CA125+ PET-CT 

-> Surgery + Chemo 2nd  

relapse  

Real benefit by earlier diagnosis and surgery? 

By Harter P 



AGO-OVAR DESKTOP III (Protocol AGO - OVAR OP.4) 

A randomized trial evaluating cytoreductive surgery  
 in patients with platinum-sensitive recurrent ovarian cancer 

408 Pts with 

+ AGO-Score 

 

Stratification: 

Platinum-free-interval 

 6-12 vs > 12 months 

1st line platinum 

based ctx: yes vs no 

R 
A 
N 
D 
O 
M 

Cytoreductive 
surgery 

platinum-based 
chemotherapy* 
recommended 

* Recommended platinum-based chemotherapy regimens:  
- carboplatin/paclitaxel 
- carboplatin/gemcitabine 
- carboplatin/pegliposomal doxorubicin  
-or other platinum combinations in prospective trials  

no surgery 



Centre 
Pos
itio
n 

Randomized DESKTOP III  final list 

Charite Berlin 2 43 
Leuven 3 25 
Toulouse 5 23 

KEM Essen / HSK Wiesbaden 
1, 
20 

18 Statistican position 4 

EvK Düsseldorf  6 15 
Napoli 7 14 
Odense 8 14 
Paris (Hopital Tenon; 908) 9 14 
Bordeaux (900) 10 12 
Clermont-Ferrand 11 11 
Paris (GPEH; 910) 21 9 
Shanghai (Fudan University, 802, 
805) 

12 9 

Stockholm 13 8 
Seoul 14 8 
Barcelona (Llobregat) 15 8 

Milan (Inst.tumori) 23 7 

Oslo 24 7 

St Herblain 25 7 

Hannover 17 6 

Kopenhagen 28 6 

Freiburg 22 6 

London (Imperial 785) 16 6 

Herlev 29 5 

Aalborg 30 5 

Wien 18 5 

Valencia (La Fe; 657) 26 5 

London (UCL 784) 19 5 

Kiel UFK 27 5 

Badalona 4 

Nice 4 
Aviano 4 
Caen 4 
Bad Homburg 3 
Wolverhampton 3 
Guildford 3 
Valencia (Fudacion; 653) 3 
München Großhadern 3 
London (St Barth.783) 3 
Barcelona (656) 3 
UFK Lübeck 3 
Poitiers 2 
Diakonie Düsseldorf 2 
UFK Dresden 2 
Rouen (914) 2 
Suzhou 2 
Linköping 2 
Rennes 2 
Ravensburg 2 
Cambridge 2 
Barcelona (Sant Pau; 659) 2 
Birmingham 2 
London (Royal Marsden; 782) 2 
Manchester (834) 2 
Aarhus 2 
Sheffield 2 
Westerstede 2 
Rouen (915) 1 
Greifswald 1 
Kempten 1 
Hangzhou 1 
Fürth 1 
München 3. Orden 1 
Graz 1 
Paris (HPSJ; 927) 1 
Göttingen 1 
Schweinfurt 1 
Mainz 1 
Margate 1 
Pamplona 1 
Gateshead 1 
Palma de Mallorca 1 
Reims 1 
Mougins 1 
Wien (Wilhelminenspital; 717) 1 
Regensburg 1 
London Mount Vernon (778) 1 
Innsbruck 1 
Girona 1 
Norwich 1 
Southampton 1 
Ulm 1 
Frankfurt UFK 1 
Nottingham 1 
Konstanz 1 
Milano (IEO) 1 
Lincoln (UK) 1 

Northampton 1 

Sum 409 of 408 needed 

Country / group Pts centres 

AGO 121 24 

GINECO 94 15 

NSGO 49 
(38/10/7) 

5/2/1 

CRCTU 38 18 

GEICO 28 9 

MITO/MANGO 26 4 

BGOG 25 1 

SGOG 12 4 

KGOG 8 1 

AGO Austria 8 4 

409 
patients 
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Maximal 
Secondary 
Cytoreduction 

No Secondary 
Surgery 

•  Epithelial Ovarian, Fallopian, or Peritoneal Cancer 
•  One prior therapy, Platinum-free interval > 6 months 
•  Primary Endpoint:  OS 

I 

II 

GOG 0213:  Secondary Cytoreduction 

Carboplatin AUC=5 
Paclitaxel 175 mg/m2 

 
(No further therapy) 

Carboplatin AUC=5 
Paclitaxel 175 mg/m2 

Bevacizumab 15 mg/kg 

Bevacizumab 15 mg/kg 
(Until progression) 

A 

B 

R1 

Not Surgical 
Candidate III 

x 6-8 

x 6-8 

R2 



•AGO-DESKTOP II – PERIOPERATIVE MORBIDITY 
      

Patients in intensive care unit    67 (52%) 
 

Days intensive care unit [median]      2 (range: 1-20) 
 

No of pts adm. packed blood cells      55 (44%)    
 

No of pts with at least one complication   42 (33%)  
 

Infections requiring antibiotic treatment    31 (24%) 

 urinary tract      14 (11%) 

 peritonitis      10 (  8%) 

 pneumonia        4 (  3%) 

 others        7 (  5%) 
 

Re-laparotomy      14 (11%) 

 bowel leakage/perforation      6 (  5%) 

 abscess/infection       3 (  2%) 

 bleeding        3 (  2%) 

 fistula        2 (  2%) 
 

Thrombosis / Embolism                    3 (2%) / 4 (3%) 
 

Other severe complications    12 (  9%) 

 
Mortality within 60 days       1 (  0.8%) 

Harter P, Sehouli J, Reuss A,…du Bois A. Int J Gynecol Cancer 2011 



Perioperative mortality at first diagnosis and relapse 

Primary Surgery Year Patients [n] Mortality [%] 

 

Aletti 2006 194 1.5 

Chi 2010 141 1.4 

Harter 2011 187 2.3 

Sehouli 2011 332 3.1 

Gerestein 2009 pop. based 3.7 

Surgery for relapse 

DESKTOP II 2011 129 0.8 

Chi 2006 153 0 

Tian 2010 123 0 

Sehouli 2010 240 3.8 

Oksefjell 2010 217 Not reported 

Surgical morbidity 



Palliative surgery 



• Chemotherapy: Epothilone, Pemetrexed  (Alimta),  
TLK 286, … 

• Antibodies: Anti-Epcam, ACA125, … 

• EGFR: Gefitinib, Erlotinib, Cetuximab,.. 

• Antiangiogenesis and VEGF: Bevacizimab, DXMAA,  
VEGF trap, PlGFab,  .. 

• c-erb-family (Trastuzumab, pertuzumab, TAK-165, CP724,714, 2C4, IMC-225, 
EMD72000), Lapatinib (GW572016),  

• FTI (Lonafarnib, SCH6636, R115777, BMS214662),  

• Raf-1 (Bay 43-90006), MEK (CI-1040), Erbitux, … 

• M-tor inhibitors 

• Multiple targets: Enzastaurin, ... 

     

                                            AND MANY MANY OTHERS 

…New Agents On The Horizon  



43-year-old patient  

Bowel obstruction and fistula under Avastin 
treatment 



Platinum 
resistant ov ca 
relapse 





67y  

Platinum refractory 
relapse 

after catumaxomab 
treatment ip. 





42y 

Platinum 

reafractory ovarian 

cancer 

4 mo after initial 

diagnosis 



62y 

Taxol weekly 

induced bowel 

perforation with 

peritonitis and ileus 



IJGC, 2013 

30 day operative mortality: 10% 



QoL & Survival 

 Median OS: 5.6 months (range, 0.1-49 months) 
  1-year and 2-year OS: 18.3% and 8.1%  
 Within a median FU- period of 5 mo (range, 0.2-49 months), 4 patients (10.8%) are 

still alive.  
 

 No significant differences in survival were seen between patients with or without 
major complications, tumor residuals, or residual intestinal length of less than 1 m 
versus greater than 1 m.  
 Fotopoulou et al. IJGC 2013 



Caris Target Now 
Sequenom 
Exome Seq 
Expression Microarray 

Epithelial Ovarian Cancer Surgery in 
the Era of Personalised Medicine 

Novel targeted approaches allowing to 
extend the window of opportunities for 
platinum resistance relapse?  



Surgery at relapse 

• No value of cytoreuction in „platinum resistant“ patients apart 

from palliation 

• OS and PFS prolongation in tumorfree operated patients 

(retrospective), data from prospective trials awaited 

• Therapeutic decisions individualized and tailored to patients prior 

treatments, tumor dissemination pattern and patients overall 

status 

• At emergency situations after failure of conservative measures: 

en-block resection techniques; avoidance of numerous 

anastomoses; ileostomy/colostomy preferred. 

 

 


