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Background: In two randomised phase llI trials in OC (GOG218 and
ICON?7), front-line BEV + q3w PAC + C followed by BEV alone significantly
improved progression-free survival (PFS) vs CT. In the Japanese NOVEL
trial, wPAC + C was more effective than q3w PAC + C, but toxicity limited
CT delivery. There are no published safety data for BEV + wPAC + C
in OC.

Materials and Methods: In the single-arm OCTAVIA study, patients (pts)
received 6-8 cycles of BEV (7.5 mg/kg, d1) + wPAC (80 mg/m2 d1, 8,15) +
C (AUCS, d1) iv q3w, followed by single-agent BEV q3w for up to a total
of 1 year as front-line therapy for newly diagnosed OC (FIGO stage I-lla
[grade 3/clear cell] or stage lIb-IV [any grade]). The primary endpoint was
PFS. To assess safety of concurrent BEV + wPAC + C, we analysed data
from the first CT dose to 28d after the last CT dose.

Results: Between Jun 2009 and Jun 2010, 189 eligible pts were enrolled.
Baseline characteristics: median age 55 years (range 24-79); ECOG 0
73%; FIGO stage I/II/II/IV 10%/10%/63%/17%; serous/clear cell 71%/7%;
71% optimally debulked. Pts received a median of 6 CT cycles (range 1-8);
90% and 95% of pts completed >6 cycles of WPAC and C, respectively. In
170 pts who completed >6 WPAC cycles, 92% of planned wPAC doses
were delivered. The most common reasons for discontinuing CT were
adverse events (AEs; WPAC 25% of pts, C 7%) and disease progression
(both 3%). wPAC and C were delayed for AEs in 51% and 59% of pts,
respectively. AEs led to wPAC dose reduction in 30% and a switch from
C to cisplatin in 7%. The most common grade >3 AEs were neutropenia
(56%); thrombocytopenia (8%); anaemia (8%); peripheral neuropathy (6%);
leucopenia (6%); and fatigue/asthenia (6%). 36% of pts received G-CSF.
Typical BEV AEs were no more common than in phase Ill OC trials. 9 pts
(5%) had grade >2 hypertension during the CT phase (single-agent BEV
period excluded in this analysis), 1 pt (0.5%) had Gl perforation and 11 (6%)
had thromboembolic events (any grade). There were no treatment-related
deaths.

Conclusions: We observed a high CT completion rate in OCTAVIA, unlike
NOVEL. BEV AEs during CT were no more frequent with wPAC than q3w
PAC in GOG218. Safety and efficacy from all treatment periods will be
reported in 2012. OCTAVIA (NCT00937560, sponsored by Roche) has
completed accrual.
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Background: We report the largest series of patients receiving be-
vacizumab (bev) for relapsed ovarian cancer (rOC) and describe the
safety profile and efficacy of bev in real-life clinical practice condi-
tions.

Methods: This was a retrospective, multicentre, observational study
including patients from five French institutions. Women with rOC who
received bev between January 2006 and June 2009 were included. The
following data were collected from patient files: baseline patient and
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disease characteristics, bev treatment use, progression-free survival (PFS),
overall survival (OS) and safety.

Results: 156 patients were included. Mean age was 55412 years at
initial diagnosis and 93% had FIGO stage 3 or 4. Before bev initiation,
patients received at least 1st-line chemotherapy (99%) based on a
paclitaxel+platinum regimen (92%); 35% were platinum-resistant and 65%
sensitive. 24% of patients received Bev as 2nd-line therapy. Bev dose
was 5 mg/kg/week in 51%, combined with chemotherapy in 98% and was
not continued beyond progression in 88%. The most commonly reported
adverse effects (AEs) were hypertension (AHT 42%, grade 3: 12%) and
proteinuria (27%, grade 3/4: 5%). Severe intestinal AEs were reported
for 6 patients (1 intestinal perforation, 5 fistulae) and were related to
bulky disease at the time of bev initiation (OR 2.78, 95% CI 1.02-7.56,
p =0.045). Patients at greatest risk of developing severe AHT were those
with AHT at baseline (OR 3.96, 95% CI 1.48-10.58, p =0.006). Bev dose
was not associated with severe AEs (p=0.84). Median PFS was 8.3
months (95% CI 6.5-10.1). Factors favouring longer PFS were: platinum
sensitivity (HR 0.53, 95% CI 0.56—0.77, p =0.001); bev use in combination
with chemotherapy (HR =0.52, 95% CI 0.31-0.86, p =0.011); and initiation
of bev before the 3rd relapse (HR 0.67, 95% Cl 0.46-0.99, p=0.042).
Median OS was 23.4 months (95% CI 17.7-29.7). Factors favouring longer
OS were: platinum sensitivity (HR 0.44, 95% Cl 0.27-0.73, p=0.002);
and bev initiation before the 3rd relapse (HR 0.37, 95% CI 0.21-0.65,
p <0.001).

Conclusions: This study reports the routine practice use of bev in the
management of rOC across multiple centres in France. lts safety profile
seems acceptable but caution is warranted for patients presenting with
hypertension or bulky disease. Treatment with bev appears to show efficacy
for patients suffering from platinum-sensitive OC at the time of 1st or 2nd
relapse.
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Background: Three phase Il trials (one randomized) of single-agent
trabectedin in ROC patients (pts) previously treated with at least 1 or >1
chemotherapy lines were performed using three different schedules: two
every 3 weeks (q3w; A: 1.3mg/m? 3-h and B: 1.5 mg/m? 24-h) and one
weekly (C: 0.58 mg/m? 3-h, during 3 weeks, followed by one rest week). The
3w schedules showed no difference between 3-h and 24-h administration
with respect to efficacy and had higher efficacy with manageable and non-
cumulative toxicities than the weekly treatment.

Methods: 295 pts were enrolled in the three above mentioned studies.
The data was retrospectively analyzed from 148 pts, who were assigned
to one of the two trabectedin q3w regimen (schedules A or B), and who
had significantly superior efficacy than pts treated with the weekly schedule
(schedule C). The aim of this analysis is to evaluate relationship between
early grade (G) 3/4 increases of alanine aminotransferase (ALT) in Cycle
1-2 with progression-free survival (PFS) and duration of response (DR) in
pts who received 1 and >1 lines of prior platinum.

Results: Ninety-six (64.9%) and 52 (35.1%) pts had received 1 and >1
lines of platinum-based chemotherapy, respectively. G 3/4 ALT increase
occurred in 56% and 57% of patients in schedules A and B.
Conclusions: Although trabectedin treatment is associated with transient
transaminase elevations, this retrospective analysis demonstrates that
early G 3/4 ALT increase in Cycle 1-2 in patients, that have been previously
treated with 1 and >1 platinum-based regimen, does not worsen efficacy
outcomes (PFS and DR). This analysis supports the activity of trabectedin
given in a q3w schedule for the treatment of patients with relapsed ovarian
cancer.
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G 3/4 ALT increases in Cycle 1-2 p value*
Yes No
Progression Free Survival (q3w)
1 line of platinum
No. of patients (events) 50(35) 46 (33)
Median (months) 5.0 6.6 0.6945
>1 line of platinum
No. of patients (events) 34 (23) 18(16)
Median (months) 5.5 6.0 0.8048
1 vs. >1 platinum 50 (35) vs 34 (23), 0.4673
5.0vs5.5
46 (33)vs 18(16), 0.7939
6.6vs6.0
Duration of Response (q3w)
1 line of platinum
No. of patients (events) 17 (16) 16 (15)
Median (months) 4.2 5.7 0.4723
>1 line of platinum
No. of patients (events) 12(9) 8(8)
Median (months) 6.3 5.9 0.9445
1 vs. >1 platinum 17 (16) vs 12(9), 0.5009
4.2vs6.3
16(15)vs 8(8), 0.8160
5.7vs5.9
*Exploratory log-rank test p-value.
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Background: Clear cell carcinoma (CCC) of the ovary is a chemo-resistant
tumour with relatively worse prognosis and is frequently associated with
endometriosis. Although it is assumed that oxidative stress may have some
role in the carcinogenesis of CCC, characteristic molecular events remain
obscure.

Materials and Methods: Formalin-fixed, paraffin-embedded tissues from
73 CCC patients and 3 ovarian endometrioid adenocarcinoma (EM)
patients of Nagoya University Hospital were obtained. The experimental
designs were reviewed and approved by the Committee for Bioethics of
Nagoya University Graduate School of Medicine. Array-based comparative
genomic hybridization (Array-CGH) analyses using DNA obtained from
13 CCC patients, 3 EM patients and 8 CCC cell lines were performed
according to the instructions of Agilent Technologies. Fluorescent in situ
hybridization (FISH) was performed using fluorescent labeled probes for
MET gene and a control centromere probe. Real-time PCR analysis
for copy number change, immunoblotting, immunohistochemistry, and
knockdown of the MET gene in CCC cell lines with virally transduced short-
hairpin RNA (shRNA) were all performed by standard protocols.

Results: In array CGH, amplification of the chromosome 7931.31 region
frequently less than 2 Mb showing a peak at the MET gene was detected
in 4 of the 13 CCC cases, and 2 of the 8 CCC cell lines. Amplification
and overexpression of the MET gene was confirmed by FISH, real-time
PCR, immunoblotting and immunohistochemistry. MET amplification was
not detected in the 3 EM cases. Totally, 37% of the 73 CCC cases
had MET amplification detected by real-time PCR analysis. Furthermore,
stage 1 & 2 CCC patients with MET amplification (n=19) had significantly
worse prognosis than patients without MET amplification (n = 34) (p <0.05).
Finally, knockdown of the MET gene in MET amplified cell lines, JHOC-5
and JHOC-8,resulted in a large decrease in cell viability.

Conclusion: MET amplification is a molecular hallmark in ovarian CCC,
and is associated with worse prognosis. MET signaling pathway may have
an important role in the carcinogenesis of endometriosis-associated CCC.
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Background: Recently, mutation of the FOXL2 gene has been consistently
identified in adult granulosa cell tumours of the ovary. The purpose of this
study is to investigate whether the FOXL2 mutation and mRNA expression
have a role in the pathogenesis of juvenile and adult granulosa cell tumours
and influence tumour progression.

Material and Methods: Thirty-four adult granulosa cell tumours and 20
juvenile granulosa cell tumours were examined for the presence of the
FOXL2 (C402G) mutation. Expression levels were studied by quantitative
PCR and immunohistochemistry.

Results: We found that FOXL2 (C402G) mutation was present in 19/27
(70%) of the adult type tumours but in none of the juvenile granulosa cell
tumours (0/18). No correlation was encountered between the presence of
FOXL2 mutation and various clinicopathologic parameters except for the
presence of a different sex cord component, which was more frequently
found in the subgroup of wild type adult granulosa cell tumours than in
the mutated tumours. Patients with tumours harboring the FOXL2 (C402G)
mutation had a worse disease free survival than those with the wild type
gene. Expression levels of FOXL2 mRNA had an impact on disease free
survival both in adult and juvenile granulosa cell tumours. We also found
that the mutated tumours had a higher immunohistochemical expression
of the FOXL2 protein, and there was a linear correlation between mRNA
and immunohistochemical FOXL2 expression both in adult and juvenile
granulosa cell tumours.

Conclusions: Patients with juvenile granulosa cell tumours and higher
FOXL2 protein expression had worse overall survival and disease free
survival than those with negative or weakly immunoreactive tumours.

Our data suggest that FOXL2 mutation and mRNA expression are of
prognostic importance both in adult and juvenile granulosa cell tumours.

8007 ORAL
Catumaxomab Induces Efficient Anti-tumour Activity in Vitro With
Immune Cells From Ovarian Cancer Patients After Chemotherapy
Treatment

. Braicu', J. Atz?, K. Dettmar?, H. Martinius®, R. Spannagl*, D. Seimetz®,
H. Lindhofer®, R. Chekerov’, K. Pietzner®, J. Sehouli®. ' Charité Medical
University, Department of Gynecology, Berlin, Germany; 2Fresenius
Biotech GmbH, Preclinical Development, Munich, Germany; 3Fresenius
Biotech GmbH, Laboratory, Planegg/Martinsried, Germany; “Fresenius
Biotech GmbH, Scientific Development, Planegg/Martinsried, Germany;
5Fresenius Biotech GmbH, CSO, Munich, Germany; 8 TRION Pharma
GmbH, Scientific Development, Munich, Germany; 7 Charité, Department
of Gynecology, Berlin, Germany; ® Charité, Department of Obstetrics
and Gynecology, Berlin, Germany

Background: The trifunctional antibody catumaxomab (anti-EpCAM x
anti-CD3) is approved in the EU for the intraperitoneal treatment of
malignant ascites. Since catumaxomab transiently links immune effector
cells to tumour cells resulting in cellular cytotoxicity towards the tumour
cells, a functional immune system is essential for effective anti-tumour
activity. Consequently, this study investigated the potential influence of
chemotherapy treatment of patients with ovarian cancer on the anti-tumour
activity of catumaxomab.

Material: Immune cells of patients taken at different time points
before and after chemotherapy were used to assess catumaxomab-
mediated cytotoxicity in vitro. A total of 22 ovarian cancer patients were
selected for the analysis. Patients had received carboplatin/paclitaxel (1%-
line treatment) or topotecan or doxorubicin monotherapy as 2"_x-line
treatment, respectively. Peripheral blood was collected and purified patient
immune effector cells were used to evaluate catumaxomab-mediated
cytotoxicity in a co-culture test system with SK-OV-3 ovarian tumour cells
as EpCAM+ target cells.

Results: An effective and concentration-dependent anti-tumour activity
mediated by catumaxomab was demonstrated using immune effector cells
from ovarian cancer patients. For all patient samples efficient elimination
of tumour cells was demonstrated at catumaxomab concentrations that
correspond to the therapeutic dose range. However, anti-tumour activity
in vitro varied when comparing patient’s immune cells to healthy control
PBMC.

Conclusions: This study clearly shows that immune effector cells from
ovarian cancer patients undergoing standard chemotherapy can be
activated by catumaxomab for efficient killing of EpCAM+ tumour cells.
These data provide a scientific basis for the integration of catumaxomab
therapy into chemotherapeutic regimens.



