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Advanced Ovarian Cancer: A ñChronicò 
Disease with Multiple Relapses



What are the goals of treatment?

Choice of treatment

Best option

Single agent

Single agent or combination

Clinical trials

Factors to Consider in Choosing 
Treatment for Resistant ROC
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Pujade-Lauraine E et al. Proc Am Soc Clin Oncol 21: 2002 (abstr 829)
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A GiNECO Study: Therapy-Free 
Interval and Efficacy

Pujade-Lauraine E, et al. Proc Am Soc Clin Oncol. 2002;21: Abstract 829.
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What Are Your Most Important Goals 
in the Treatment of Patients With ROC? 

Gynecologist German Survey  n = 327

Sehouli J, et al. Presented at the Congress of German Society of Gerontology and Geriatrics (DGGG); September 2004.

Objective Platinum-Resistant Platinum-Sensitive

Quality of life 37.6% 19%

PFS 6.1% 15%

Survival 6.7% 22.6%



7-B3/2: Which are the recommended primary endpoints    

for future phase II and randomized phase III clinical 

trials in relapsing ovarian cancer? 

ÅSymptom control/quality of life (for early relapse) 

may  be the preferred primary endpoints

3rd International Ovarian Cancer Consensus 
Conference

3-5 September 2004, Black Forest, Germany 



What are the goals of treatment?

Choice of treatment

Best options?

Single agent

Single agent or combination

Clinical trials

Factors to Consider in Choosing 
Treatment for Resistant ROC



Treat symptoms

Ascite/pleural effusion drainage

Pain relief

Constipation alleviation

Enter the patient in a trial

Best Options for Resistant Disease



Trifunctional Antibody Catumaxomab

(anti EpCAM x antiCD3)



Catumaxomab

Trifunctional Antibody Targeting EpCAM

üEpithelial Cell Adhesion Molecule (EpCAM) is an 

appropriate target for intraperitoneal  therapy

ÅThe vast majority of epithelial tumors express EpCAM

ÅMore than 90% of ovarian cancer and about 92% of gastric 

tumors express EpCAM

ÅCells of the peritoneum do not express EpCAM Ÿtumor-specific 

targeting

Parsons S et al. J Clin Oncol 2008; 26 (suppl): Abstract 3000



Pivotal Study IP-REM-AC-01, phase II/III

Study Design

(catumaxomab: 
control

catumaxomab 

catumaxomab 

catumaxomab on day 



Puncture-Free Survival

(Primary Endpoint)

Parsons S et al. J Clin Oncol 2008; 26 (suppl): Abstract 3000



What are the goals of treatment?

Choice of treatment

Best options 

Single agent?

Single agent or combination

Clinical trials

Factors to Consider in Choosing 
Treatment for Resistant ROC



The Traditional Treatment Paradigm
Recurrence After First-Line Chemotherapy

Platinum 

Resistant

<6 Months

Non-Platinum 

Monotherapy



Chemoresistant Disease: Principles

Å Single-agent regimens

Å Drugs active in resistant disease

Å Treatment to progression, unacceptable 
toxicity with each regimen

Å Sequential use of agents with goal of 
palliation and disease control

Resistant Relapse



Resistant Disease: Available Agents

Agent No. of Patients Response Rate

Pegylated liposomal 

doxorubicin
428 18%

Topotecan 882 17%

Paclitaxel 1580 22%

Oral etoposide 234 31%

Gemcitabine 181 18%

Hexamethylmelamine 235 18%

Oxaliplatin 118 23%

Vinorelbine 71 23%

Gore M. ASCO Education Booklet. 2001.



ÅDisease control

ÅFavorable toxicity profile

ÅConvenience of administration

Ovarian Cancer
Selecting Salvage Therapy



Nonhematologic Toxicity of 
Nonplatinum Agents 

Agent Patient Tolerance/QoL Issues

Pegylated liposomal 
doxorubicin

HFS, mucositis

Paclitaxel
Alopecia, peripheral neuropathy, 

arthralgias/myalgias

Etoposide Alopecia, GI toxicity

Gemcitabine
Flu-like constitutional symptoms, hepatic 

dysfunction, dyspnea

Docetaxel Hypersensitivity, diarrhea, fluid retention

Vinorelbine Constipation, nausea, peripheral neuropathy

Topotecan Asthenia, alopecia, schedule

Armstrong DK. Oncologist. 2002;7(Suppl 5):20-28. Herzog TJ. Clin Cancer Res. 2004;10(22):7439-7449.



Which Agent?

Pegylated liposomal doxorubicin first choice 
in platinum-resistant disease

ÅOne active agent not already used first-line and 
approved

ÅToxicity profile bespeaks a very well-tolerated 
drug

ÅConvenience: Once every four weeks instead of 
weekly or daily times five

Resistant Relapse



OR , median PFS and OS = 
similar. Cave: patients had 
no taxanes during first-line

Pegylated Liposomal Doxorubicin (PLD) is Standard in 
Resistant OC

OôByrne KJ, et al. Proc Am Soc 
Clin Oncol. 2002;21: Abstract 808. 

R
Paclitaxel 175 mg/m² 3h IV q21

Pegylated liposomal 

doxorubicin  50 mg/m²  IV q28

107 pts

106 pts

Gordon AN, et al. Gynecol 
Oncol. 2004;95(1):1-8.Topotecan 1.5 mg/m² IV d1-5 q21

Pegylated liposomal 

doxorubicin  50 mg/m² IV q28

235 pts

239 pts

R

Median PFS = similar

Median OS = PLD better

Mutch DG. J Clin Oncol. 
2007;25(19):2811-2818

Gemcitabine 1000 mg/m² d1+8 q21

Pegylated liposomal 

doxorubicin 40 mg/m² d1 q28

99 pts

96 pts

R
Median PFS = similar

Median OS = PLD better
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AGO-OVAR 2.3

Treosulfan 7 g/m² iv q21

Topotecan 1,5 mg/m²d1-5 q21

Meier W, et al. Proc Am Soc Clin Oncol.
2003;22: Abstract 1810.

R

65 pts

63 pts

R

Canfosfamide 1g/m² iv d1  q21

Pegylated liposomal 

doxorubicin  50 mg/m²  iv  q28

or

Topotecan 1.5mg/m² iv d1-5 q21

Vergote I. Eur J Can. 2009;45:2324-2332.
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Topo (63) median 4.2 months

Treo (65) median 2.2 months

HR = 1.44 [1.00- 2.07]

P = .0476

PFS

OR 19.3% (topo) vs 7.0% (P =.0524)


