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1. Exploratory study of intraperitoneal paclitaxel plus mFOLFOX6

An exploratory study of intraperitoneal paclitaxel combined with mFOLFOX6 regimen is now
being performed in gastric cancer patients with peritoneal metastasis and inadequate oral
intake. mFOLFOXG6 is administered bi-weekly, and IP PTX is administered at 20 mg/m2 through
an IP port on days 1, 8 and 15. The treatment course is repeated every 4 weeks until disease
progression or unacceptable toxicity. The primary endpoint is the 1-year overall survival (OS)
rate. Secondary endpoints are progression-free survival, time to treatment failure, response rate,
negative conversion rate on peritoneal cytology and safety.

Between January 2016 and April 2017, 36 patients were enrolled in this study from 13
institutions. The median number of courses was 3 (range 1-7) as of January 2017. The incidences
of grade 3/4 hematological and non-hematological toxicities were 50% and 54%, respectively. The
frequent grade 3/4 toxicities included neutropenia (46%), leukopenia (25%), anemia (8%),
hypokalemia (13%) and anorexia (8%). Adverse events related to intraperitoneal administration
were not observed. There were no treatment-related deaths.

The primary analysis will be performed in April 2018.

2. Biomarker analysis

The free cells were periodically recovered from peritoneal lavages or ascitic fluids from 10 patients who
received intraperitoneal (IP) chemotherapy for the peritoneal metastasis of GC. The cells were immunostained
with FITC-conjugated anti-CD45 mAb and PE-conjugated anti-CD326 (EpCAM) mAb and 7-AAD. Using
flow cytometry, CD45(-) CD326 (+) and CD45 (+) CD326 (+) cells were classified as either tumor cells (T) or
leukocytes (L), respectively, tumor leukocyte ratio (TLR) was calculated as T/L x 100 (%). In each patient, the
change of TLR is being monitored in comparison with their clinical features.

Peritoneal fluid samples were obtained from 11 patients with peritoneal metastasis (PM) (+) and 14 patients
who received gastrectomy for early gastric cancer PM (-). Exosomal fractions were isolated using
ultracentrifuge method and total RNAs were extracted. The pooled RNA samples in both groups were mixed
and expression of miRNAs were analyzed with comprehensive miRNA analysis using PCR array. A total of 56
and 54 miRNAs were identified to be positively expressed in exosomes in PM(+) and PM(- ) samples,
respectively. Based on this result, we constructed the custom miRNA PCR panel and analyzed individual

samples for their miRNA profiles.
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