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Background: MRCC is a devastating disease with poor long-term outcomes.
Bevacizumab (BEV) added to chemotherapy (CT) improves significantly overall sur-
vival (OS) in MRCC patients (pts). Aim: to characterize clinic-pathologic features asso-
ciated to CR and its impact on pts outcome.

Methods: Single-institution chart review of MRCC pts who were treated with 1st line
CT between 2005 and 2016. CR was defined by Response Evaluation Criteria in Solid
Tumors (RECIST v1). The prognostic and predictive value of clinic-pathologic fea-
tures, was evaluated.

Results: Seventy-two pts (62% squamous; 30% adenocarcinoma; 8% others); with me-
dian age of 48 years (28-77) were selected. Forty-five pts (62%) had prior CT-radiation;
55 pts (79%) had recurrent/persistent disease (27 pts> 12 months (m) disease free
interval) and 15 pts (21%) were stage IVb (90% visceral involvement). Moore risk dis-
tribution: 7/44/21 pts were high/medium/low risk, respectively. Eleven pts (15%)
received BEVþCT; 57 pts (79%) platinum-based-CT (PCT) (54% Cisplatin; 26%
Carboplatin) and 4 (6%) non-PCT. After a median follow-up of 33 m, ORR 51%, me-
dian OS 13 m (9.5-NA) and median PFS 6 m (4.6 -7.7) were observed for overall popu-
lation. Moore criteria correlated with prognosis (high-risk pts had significantly worse
OS (HR¼ 0.04, p<0.001). No differences in ORR, PFS or OS were detected between
BEV and non-BEV group (p> 0.2 all comparisons). Higher ORR was observed among
low and intermediate risk pts (51%, 67%; p¼ 0.006). CRs occurred in 13/71 (18%)
evaluable pts (BEV group 2/11; non-BEV 11/60, p¼ 1). Clinic-pathologic features,
including Moore criteria, did not correlate with CR in univariate analysis. Median time
to CR was 3.5 m (3 –NA) and median duration of CR was 7 m (4.3–NA). Five pts (7%)
had CR in the irradiated field. CR significantly impacted on PFS (9.7 m vs 4.7 m non-
CR, p¼ 0.002) and OS (31 m vs 9.5 m non-CR, p¼ 0.001). Eight pts discontinued
treatment due to toxicity.

Conclusions: CR is a meaningful surrogate marker for improved PFS and OS in MRCC
pts treated with 1st line CT, but no predictive features have been identified in our co-
hort. Moore prognostic score was validated in real-word practice but its capability
guiding therapy needs further evaluation.
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Background: Cervical cancer is the second highest cause of cancer mortality in Indian
women with 67,477 reported deaths in 2012 and 83,370 estimated deaths in 2020. Pap
Smear, an affordable screening test, has shown to reduce mortality by 50 - 80% in vari-
ous developed countries. However, low cervical cancer screening rate (3.1%) in India
has resulted in about 70% of cases being diagnosed at an advanced stage (stage III or
IV). The aim of this study is to understand reasons behind lack of voluntary testing
among those educated Indians who are above poverty line and who are aware of cervical
cancer being a preventable disease.

Methods: We designed a two-part web-based questionnaire containing 18 questions
(�90% multiple choice questions). While the first part was designed to capture demo-
graphic attributes of the participants, the second part aimed to understand reasons be-
hind low screening levels. The study was distributed between 1st of January 2017 to 30th

of April 2017 through social media.

Results: We received a total of 212 responses. After excluding participants who are not
currently residing in India or who did not complete the survey, we had 167 evaluable re-
sponses. Notably, about 50% (n¼ 84) of valid participants were aware of cervical can-
cer, indicating a decent level of awareness among the evaluable population. Among
respondents who were aware of cervical cancer, 75% (n¼ 63) were aware that cervical
cancer is preventable by regular screening. However, only 22% of 63 respondents
(n¼ 14) underwent or took their family members for cervical cancer screening. Out of
the 49 participants who did not get tested, despite being aware that cervical cancer is
preventable, 57% (n¼ 28) stated time, 18% (n¼ 9) stated lack of access, and 4%
(n¼ 2) mentioned affordability as a constraint. The remaining 21% gave other reasons
most of which are related to the belief that they or their family members have low prob-
ability of falling victim to cervical cancer.

Conclusions: Time constraint emerged as the predominant reason for low cervical can-
cer screening levels among educated Indians who are above poverty line. We propose a

proactive approach wherein stakeholders organise well-advertised, easily-accessible
screening camps in the residential areas during weekends.
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Background: Close proximity between cytotoxic T cells and tumor cells is key to effect-
ive immunotherapy. Ovarian cancer exhibits diverse immune phenotypes with distinct
prevalence and spatial localization of CD8þ T cells. This study is aimed to characterize
the molecular mechanisms orchestrating the localization and function of CD8þ T Cells
in ovarian cancer.

Methods: CD8 IHC and RNAseq were performed on 277 ovarian tumor tissues from
ICON7 phase 3 trial. CD8 T-cells in tumor vs. stromal area was assessed by digital path-
ology. A Random Forest regression model was constructed to identify molecular fea-
tures associated with enumeration or spatial localization of CD8þ T cells. In situ
validation was performed by MHCI IHC and FAP RNAish. Functional role of ovarian
fibroblasts was characterized by ex vivo T cell function assays.

Results: We identified three main immune phenotypes, including T-cell infiltrated, T-cell
excluded, and immune desert. The immune phenotypes are highly associated with progno-
sis and the molecular subtypes of ovarian cancer. The T-cell infiltrated phenotype is denoted
by high expression of T-effector signatures and antigen presentation machinery. The T-cell
excluded phenotype showed similar expression of T-effector signatures as the T-cell infil-
trated phenotype, however, most of the CD8þ T-cells were excluded from the tumor bed.
The T-cell excluded phenotype showed high expression of the reactive stroma signatures
(i.e. FAP), and low expression of class I antigen presentation genes. Lastly, the immune des-
ert phenotype featured low prevalence of CD8þ T-cells, and high expression of neuroendo-
crine and metabolic pathways. In situ analysis confirmed the two key molecular features
associated with the T-cell excluded phenotype: 1) loss of the MHC I expression in the tumor
compartment, and 2) high FAP expression in CAFs. Co-culturing of ovarian fibroblast cells
with T-cells resulted in reduced T-cell activation and proliferation.

Conclusions: Our study uncovered key molecular mechanisms mediating the interplay
between CD8þ T cell localization and function in ovarian cancer. Our findings under-
score the potential of targeting reactive stroma as a novel therapeutic strategy to opti-
mize immunotherapy for ovarian cancer patients.
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Background: Cervical cancer is underrepresented in the gynecological clinical research.
The objective of this observational study was to evaluate the activity and the safety of
capecitabine in patients with platinum-pretreated recurrent cervical carcinoma.

Methods: In this phase II study we enrolled patients with advanced or recurrent cervical
carcinoma pretreated with platinum-based therapy. All patients signed an informed con-
sent and were treated at the Gynecological Units of the IRCCS National Cancer Institute
of Milan (Italy). All patients received a starting dose of oral capecitabine 1250 mg/m2 twice
a day continuously from day 1 to day 14 every 21 days, dose reduction to 1000 mg/m2

twice a day was permitted due to adverse events (AE). We used Response Evaluation
Criteria in Solid Tumors (RECIST) version 1.1 to evaluate response to therapy and
Common Terminology Criteria for Adverse Events (CTCAE) version 4.0 to evaluate ad-
verse events. We performed descriptive analysis and Kaplan Meier test using SPSS 20.0.

Results: From December 2013 to January 2017, we enrolled 20 patients with advanced
or recurrence cervical carcinoma, already exposed to platinum, to received oral capeci-
tabine. All patients receive a combination of carboplatin plus paclitaxel as first-line
therapy for advanced/recurrent disease. Median age at the first capecitabine adminis-
tration was 56.9 years (range from 27 to 82 years). After three cycles of oral capecitabine
the clinical benefit rate (CBR) was 60.0% (5.0% of CR, 30.0% of PR and 25.0% of SD).
No grade 3 or worse adverse events were reported. CBR was 88.8% in adenocarcinomas
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versus 36.4% in squamous cell carcinomas (P¼ 0.067). The most frequent grade 1 or 2
adverse events were fatigue (50%), hand-foot syndrome (38.9%) and diarrhea (22.2%).

Conclusions: Our study suggests that oral capecitabine should be considered an active
and safe treatment in patients with platinum-pretreated advanced or recurrent cervical
carcinoma. A greater activity has been documented in patients with adenocarcinomas
compared with squamous cell carcinomas.
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Background: Vulvar cancer is a rare malignancy in women. During the past 30 years,
large surveys of vulva cancer have not been performed in Japan. We therefore con-
ducted a multicenter study to clarify the clinicopathological features of vulva cancer in
Japan (UMIN000017080).

Methods: In this multicenter retrospective cohort study, the clinical data of patients
with vulva cancer were surveyed. The medical records of patients with vulvar cancer pa-
tients treated between 2001 and 2010 were retrospectively reviewed after obtaining ap-
proval from the Institutional Review Board of each institution. Survival analysis was
performed using Kaplan-Meier curves. The effects of the clinical factors on OS were
investigated using a Cox regression model.

Results: A total of 1082 patients treated in 108 centers were studied. The median age
was 72 years (range, 20 to 96). The disease stage was stage I in 415 patients (38.3%),
stage II in 249 (23%), stage III in 255 (23.6%), and stage IV in 163 (15.1%) (FIGO
2009). The diagnosis was squamous cell carcinoma in 779 patients (72%), Paget’s dis-
ease in 158 (14.6%), adenocarcinoma in 63 (5.8%), and others in 82 (7.6%). Positive
lymph nodes were found in 237 patients (21.9%). The median tumor diameter was
35 mm (range, 1 to 180). The 5-year overall survival was 86% in stage I, 74.7% in stage
II, 48.2% in stage III, and 39.3% in stage IV (P< 0.001), and that according to histology
was 63.9% in squamous cell carcinoma, 57.1% in adenocarcinoma, 79.7% in Paget’s
disease, and 85.4% in others. The hazard ratio was 0.51 in patients with a histology of
Paget’s disease or others (vs. squamous cell carcinoma or adenocarcinoma; P¼ 0.001;
95% CI, 0.35-0.75), 2.14 in patients with a number of positive lymph nodes 2 or more
(vs. 0 or 1; P< 0.001; 95% CI, 1.50-43.05), 2.10 in patients with a tumor diameter
of� 35mm (vs.< 35mm; P¼ 0.001; 95% CI, 1.36-3.25).

Conclusions: Treatment outcomes in Japanese patients with vulvar cancer were similar
to those reported previously. However, squamous-cell carcinoma, adenocarcinoma,
positive lymph nodes, and bulky tumors were associated with poor outcomes.
Multidisciplinary treatment might be required in patients with these characteristics.
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Background: Approximately 5–10% of breast and ovarian cancers are inherited, a condi-
tion known as hereditary breast and ovarian cancer (HBOC). Two genes, BRCA1 and

BRCA2, are associated with the majority of HBOC cases. Information on the frequency of
gBRCA1 and gBRCA2 (gBRCA1/2) mutations in Japanese patients with ovarian cancer is
limited. In a recent study of 95 unselected Japanese ovarian cancer patients, 12 (12.6%)
had gBRCA1/2 mutations. There is a need for further examination of the prevalence of
gBRCA1/2 mutations in a large number of Japanese patients. The Japan CHARLOTTE
study is the first epidemiological survey in a large number of Japanese ovarian cancer pa-
tients. The primary objective is to examine the frequency of gBRCA1/2 mutations among
newly diagnosed ovarian cancer patients in Japan. The secondary objectives are to exam-
ine the frequency of gBRCA1/2 mutations in subpopulations (e.g. histological subtype,
family history), and to evaluate patient satisfaction with the explanation of BRCA genetic
testing.

Trial design: Japanese women aged�20 years with newly diagnosed, histologically con-
firmed epithelial ovarian cancer, primary peritoneal cancer or fallopian tube cancer, who
provide written consent for study participation within 60 days of diagnosis, are eligible.
Patients who have an acute or chronic disease or mental illness that could affect the study
results as judged by the attending physician will be excluded. The following data will be
collected from the medical records: demographics, past medical history and medication
use, reproductive history and menopausal status; diagnosis and treatment of the gynecolo-
gical cancer including staging based on the FIGO stage; and CA-125 levels. A detailed fam-
ily history of cancer will be obtained by interview at consultation and a blood sample will
be taken for BRCA genetic testing. Pathological slides will be sent to a central laboratory to
confirm the pathological diagnosis. A questionnaire will be administered to assess patient
satisfaction with the explanation of BRCA genetic testing. It is anticipated that 600 patients
will be enrolled, with the involvement of around 50 institutions.
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Background: Despite surgical advances and initial responses to chemo, OC has the
highest mortality among gynecologic cancers, underscoring the need to improve long-
term outcomes over standard platinum/taxane regimens. OC is a VEGF-driven tumor,
susceptible to both the anti-angiogenic and immunomodulatory activities of bev. The
immune response may also be enhanced by blocking the PD-L1/PD-1 and PD-L1/B7.1
pathways with atezo (anti–PD-L1), further potentiating anti-cancer T-cell activity.
Atezo has shown safe and durable clinical benefit as a mono- and combinatorial therapy
in human cancers, including OC. Here we present the first study in OC assessing dual
immunomodulation with bevþ atezo with standard chemo.

Trial design: IMagyn050 (NCT03038100) will enroll� 1300 newly diagnosed stage III-IV
epithelial OC patients (pts) globally. Pts must have ECOG PS� 2, evaluable tissue for PD-
L1 testing (VENTANA SP142 assay) and will either have gross residual disease postopera-
tively (primary surgery group) or receive neoadjuvant (neo) therapy followed by surgery
then adjuvant (adj) therapy (neo group). A concurrent phase (IV AUC6 carboplatin [Cb]
þ 175 mg/m2 paclitaxel [pac]þ 15 mg/kg bevþ 1200 mg atezo/PL� 6 cycles [C]) will be
followed by maintenance bevþ atezo/PL on 21-d C for a total of 22 C atezo/PL (Table),
with pts treated until completion of maintenance therapy, toxicity or recurrence, which-
ever occurs first. The neo group will undergo neo therapy followed by interval surgery be-
tween C3-4 then adj therapy followed by maintenance bevþ atezo/PL. Stratification
factors are stage and/or residual disease, ECOG PS, PD-L1 status and treatment approach.
Co-primary endpoints PFS and OS will be assessed in all and PD-L1�positive (� 1%) pts.
Safety, efficacy, PROs and translational data will also be evaluated.
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