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Early versus delayed treatment of relapsed ovarian cancer (MRC OV05/EORTC 
55955): a randomised trial

Ergebnisse

► Median follow up of 57 mos:
no difference in OS
ET (25.7 m) and DT (27.1 m).

► No ↑ in QoL by ET, 
median time of good QoL was 7.1 m for 
ET vs. 9.2 m for DT (p = 0.20)

► Time to first deterioration in global 
health score :
3.1 m for ET and 5.8 m for DT (p = 0.001)

with
significant disadvantage for 
fatigue 2.6 m ET vs. 6.1 m DT 
(p < 0.0001),

role function 3.5 m ET vs. 6.0 m DT 
(p < 0.006) and 
social function 4.1 m ET vs. 8.6 m DT 
(p = 0.003).



Kombination oder Monotherapie fKombination oder Monotherapie füür r 

platinsensitives Rezidivplatinsensitives Rezidiv

►► ICON 4ICON 4--AGO 2.2 AGO 2.2 
( ( LancetLancet, June 21;2003):, June 21;2003):

�� 802 Pat 802 Pat 

�� 2 Arme: 2 Arme: PlatinPlatin vs. vs. 
Platin+PaclitaxelPlatin+Paclitaxel

�� OS OS hazardhazard ratioratio 0.82, 0.82, 
p=0.02p=0.02

�� PFSPFS hazardhazard ratioratio 0,76 0,76 
p=0.0004 p=0.0004 

�� 1y PFS 40% vs 50%1y PFS 40% vs 50%

�� 2y OS 50% vs 57%2y OS 50% vs 57%

�� Kein Kein EinfluEinflußß auf die auf die QoLQoL

►► GEICOGEICO (Ann Oncol May 2005)(Ann Oncol May 2005)

�� 81 Pat81 Pat

�� CarboCarbo (AUC5) vs (AUC5) vs 
CarboCarbo//PaclitaxelPaclitaxel

�� Response Rate 50% vs Response Rate 50% vs 
75,6%75,6%

�� TTP TTP 33,7w vs 49,1w33,7w vs 49,1w

�� Kein signifikanter Kein signifikanter 
Unterschied der Unterschied der QoLQoL



TaxanfreieTaxanfreie Rezidivtherapie Rezidivtherapie 
platinsensitiv platinsensitiv 

(Ovar 2.5, AGO, (Ovar 2.5, AGO, PfistererPfisterer et al. JCO, Sep 18,2006)et al. JCO, Sep 18,2006)

►► Rezidiv > 6 Monate, mind. Eine Vortherapie mit Platin Rezidiv > 6 Monate, mind. Eine Vortherapie mit Platin 
oder Platin/Taxol, n = 365oder Platin/Taxol, n = 365

►► GemcitabineGemcitabine (1000 d1 + 8 q 3 w)/(1000 d1 + 8 q 3 w)/CarboCarbo (AUC 4 q 3 w)(AUC 4 q 3 w) vs.vs.
CarboCarbo--MonoMono (AUC 5 q 3 w)(AUC 5 q 3 w)

�� PFS PFS 8,6 8,6 momo vs. 5,8 vs. 5,8 momo (p=0,0031)(p=0,0031)

�� CRCR 14,6% vs 6,2%14,6% vs 6,2%

�� PRPR 32,6% vs 24,7%32,6% vs 24,7%

�� ORRORR 47,2 vs. 30,2%47,2 vs. 30,2% (p=0,0016)(p=0,0016)

Neutropenie (Neutropenie (GrGr 3+4) 70,2% vs 12%3+4) 70,2% vs 12%
Verbesserte Verbesserte QoLQoL (Neuropathie)(Neuropathie)

►► LipoDoxLipoDox//CarboCarbo Phase II: ORR 68%, PFS 11,6 Phase II: ORR 68%, PFS 11,6 momo;; duBoisduBois, AGO, AGO--OVAR, OVAR, 
GynaecGynaec Oncol, 2007 Oct1Oncol, 2007 Oct1
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TaxanfreieTaxanfreie RezidivtherapieRezidivtherapie (CALYPSO)(CALYPSO)

HHööhere Wirksamkeit here Wirksamkeit –– weniger Nebenwirkungenweniger Nebenwirkungen
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(Carbo/Paclitaxel vs Carbo/PLD)

PLD = Pegylated Liposomal
Doxorubicin

LEDC = Liposome-Encapsulated
Doxorubicin Citrat ?



�� AltretaminAltretamin

�� EpiEpi--/Doxorubicin/Doxorubicin

�� PLD (LEDC?)PLD (LEDC?)

�� EtoposidEtoposid

�� IrinotecanIrinotecan

�� IxabepiloneIxabepilone

�� TopotecanTopotecan

�� VinorelbinVinorelbin

�� GemcitabineGemcitabine

�� OxaliplatinOxaliplatin

�� 55--FU/LVFU/LV

�� XelodaXeloda

�� IfosfamidIfosfamid

�� PaclitaxelPaclitaxel

�� Docetaxel Docetaxel (weekly)(weekly) 11

TherapieTherapie des Rezidivsdes Rezidivs

�� PlatinsensitivPlatinsensitiv, >6 Mo , >6 Mo therapiefreiestherapiefreies Intervall:Intervall:
��Carbo/PaclitaxelCarbo/Paclitaxel

��Carbo/PegyliertesCarbo/Pegyliertes Liposomales Doxorubicin Liposomales Doxorubicin 

((LiposomenLiposomen EncapsuliertesEncapsuliertes Doxorubicin Doxorubicin CitratCitrat?)?)

��Carbo/GemcitabineCarbo/Gemcitabine



�� AltretaminAltretamin

�� EpiEpi--/Doxorubicin/Doxorubicin

�� PLD PLD (LEDC?)(LEDC?)

�� EtoposidEtoposid

�� IrinotecanIrinotecan

�� IxabepiloneIxabepilone

�� TopotecanTopotecan

�� TrabectedinTrabectedin

�� VinorelbinVinorelbin

�� GemcitabineGemcitabine

�� OxaliplatinOxaliplatin

�� 55--FU/LVFU/LV

�� XelodaXeloda

�� IfosfamidIfosfamid

�� PaclitaxelPaclitaxel

�� DocetaxelDocetaxel (weekly)(weekly)

TherapieTherapie des Rezidivsdes Rezidivs

�� PlatinsensitivPlatinsensitiv, >6 Mo , >6 Mo therapiefreiestherapiefreies Intervall: Intervall: 
��Carbo/liposomalesCarbo/liposomales DoxorubicinDoxorubicin

��Carbo/TaxolCarbo/Taxol

��Carbo/GemzarCarbo/Gemzar

►► PlatinPlatin--resistentresistent::



Platinresistentes RezidivPlatinresistentes Rezidiv

56564747Med. OS (wo)Med. OS (wo)

15151919TTP (wo)TTP (wo)

535363 63 2*2*OS (wo)OS (wo)

171719,719,7Resp.RateResp.Rate (%)(%)

13,213,220,220,23y OS (%)3y OS (%)

56,756,7

7070

6060

108108

Med. OS (wo) Med. OS (wo) 
1*1*

PlatinPlatin--sensibelsensibel

PaclitPaclitTopoTopoLipDoxLipDox

1* Gordon, J Clin Oncol 19 (14): 3312-22, 2001

2* ten Bokkel Huinink, J Clin Oncol 15 (6): 2183-93, 1997
Review: Fung-Kee-Fung, Curr Oncol 2007, Oct;14(5):195-208
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Trabectedin + Liposomales DoxorubicinTrabectedin + Liposomales Doxorubicin
Platinfreie KombinationPlatinfreie Kombination

Monk B J et al. JCO 2010;28:3107-3114

Ergebnis bei 
Platinresitenz
vergleichbar 
wie 
Monotherapie

Hohe 
Wirksamkeit 
bei Platin-
Sensitivität
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Rezidiv

Welche TherapieWelche Therapie

►► PlatinPlatin--sensitiv:sensitiv:
�� CarboCarbo//PaclitaxelPaclitaxel
�� TaxanfreiTaxanfrei: : 

►►CarboCarbo//GemcitabineGemcitabine
►►CarboCarbo//LiposomalesLiposomales DoxorubicinDoxorubicin

�� Platinfrei:Platinfrei:
►►TrabectedinTrabectedin//LiposomalesLiposomales DoxorubicinDoxorubicin

►► PlatinPlatin--resistent:resistent:
�� KombinationsKombinations-- vs. Monotherapie vs. Monotherapie 

(h(hööherer Response, kein herer Response, kein ÜÜberlebensvorteil)berlebensvorteil)

�� (Paclitaxel) = Topotecan = (Paclitaxel) = Topotecan = LipoDoxLipoDox = Trabectedin > = Trabectedin > 
AlkylantienAlkylantien
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Is It Time for Is It Time for SomeSome New New ApproachesApproaches for for 

TreatingTreating AdvancedAdvanced OvarianOvarian CancerCancer??
W.P. McGuire J W.P. McGuire J NatlNatl cancercancer InstInst, Aug 2; 2006, Aug 2; 2006
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CG + PL

OCEANS: a phase III, OCEANS: a phase III, carboplatincarboplatin and and gemcitabinegemcitabine plus plus bevacizumabbevacizumab
in patients with in patients with platinumplatinum--sensitive sensitive recurrent recurrent ovarian, ovarian, primary primary 

peritoneal, peritoneal, or fallopian tube or fallopian tube cancer, cancer, C C AghajanianAghajanian et al. ASCO 2011et al. ASCO 2011

CG for 6 (up to 10) cyclesStratification variables:

• Platinum-free interval 
(6–12 vs >12 months)

• Cytoreductive surgery for 
recurrent disease (yes vs no)

Platinum-sensitive 
recurrent OCa

•Measurable disease
•ECOG 0/1
•No prior chemo for 
recurrent OC
•No prior BV

(n=484)

BV = bevacizumab; PL = placebo
aEpithelial ovarian, primary peritoneal, or fallopian tube cancer

G 1000 mg/m2, d1 & 8

C AUC 4

PL q3w until progression

C AUC 4

BV 15 mg/kg q3w until progression

G 1000 mg/m2, d1 & 8

CG + 
BV
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OCEANS: OCEANS: ProgressionsfreiesProgressionsfreies ÜÜberlebenberleben

CG + PLCG + PL

(n=242)(n=242)
CG + BVCG + BV

(n=242)(n=242)

Events, n (%)Events, n (%) 148 (61)148 (61) 119 (49)119 (49)

Median PFS, Median PFS, 

months (95% CI)months (95% CI)
8.68.6

(8.3(8.3––10.2)10.2)
12.312.3

(10.7(10.7––

14.6)14.6)

Stratified analysis Stratified analysis 

HR (95% CI)HR (95% CI)

LogLog--rank prank p--valuevalue

0.4510.451

(0.351(0.351––0.580)0.580)

<0.0001<0.0001
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Neue TherapienNeue Therapien

►► Genprofile Genprofile –– PlatinsensitivitPlatinsensitivitäätt

►► PazopanibPazopanib –– „„ErhaltungstherapieErhaltungstherapie““
(AGO 16)(AGO 16)

►► OlaparibOlaparib –– PARPPARP-- InhibitorInhibitor (PFS 8,4 vs 4,8 (PFS 8,4 vs 4,8 momo))

►► Catumaxomab Catumaxomab –– maligner Aszitesmaligner Aszites

►► ......
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Major progress in ovarian cancer will only
be made when the disease is diagnosed early.

The real challenge, however, remains with screening and early diagnosis.
When diagnosed in stage I, more than 90% of patients have longer than 10 years of disease-free 
survival. Symptoms are non-specific, such as abdominal bloating, loss of appetite, and dysuria. 
Screening with a combination of serum cancer antigen 125 and transvaginal ultrasonography is 

recommended in women at high risk, such as carriers of the BRCA1 mutation. General screening in 
postmenopausal women is currently being assessed in the UK Collaborative Trial of Ovarian Cancer 

Screening due to end in 2011.

Editorial, The Lancet, Oct 2009


