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(¥ FB) Arandomized phase III study to establish the intraperitoneal chemotherapy

for advanced ovarian, fallopian tube, or primary peritoneal cancer.
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Weekly intravenous paclitaxel and intraperitoneal carboplatin every 3 weeks (ddTC-IP therapy) significantly
prolonged progression-free survival (PFS) compared with weekly intravenous paclitaxel and intravenous carboplatin every
3 weeks (ddTC-1V therapy), regardless of the amount of residual disease after surgery, in patients with epithelial ovarian,
fallopian tube or primary peritoneal cancer at FIGO stage II to IV The results of the iPocc study (a GOTIC-001/JGOG-
3019/GCIG), an open-label, randomized Phase 3 trial conducted primarily in Japan, were published in NEJM Evidence on
April 21.

The iPocc trial was designed in 2009, and enrollment began in 2010. It was conducted as part of the advanced
medical care evaluation system established in Japan at that time (currently Advanced Medical Care B) and aimed to have IP
therapy with carboplatin covered by insurance.

In the iPocc study, patients with stage II-IV epithelial ovarian, fallopian tube, and primary peritoneal cancers,
including large tumors, were randomized 1:1 to receive weekly intravenous paclitaxel and intravenous carboplatin every 3
weeks (ddTCiv group) or weekly intravenous paclitaxel and intraperitoneal carboplatin every 3 weeks (ddTCip group). The
patients were randomized 1:1 to receive chemotherapy. Chemotherapy was administered intravenously and intraperitoneally
with paclitaxel 80 mg/m2 on days 1, 8, and 15 and carboplatin AUC 6 on day 1, respectively, for 6 to 8 cycles of 21 days.
The primary endpoint was PFS; secondary endpoints were overall survival (OS), toxicity, and quality of life. No
bevacizumab was administered or maintenance therapy was given.

Between 2010 and 2016, 655 patients were enrolled, 32 in Singapore, 10 in South Korea, 4 in New Zealand, 4 in
the U.S., and 2 in Hong Kong (outside Japan). 328 patients were assigned to the ddTCiv arm and 327 to the ddTCip arm
(ITT). Of these, mITT was defined for eligible patients only: 299 in the ddTCiv group and 303 in the ddTCip group. There
were no differences in patient background. The number of patients with residual disease >2 cm was 182 (55.5%) in the
ddTCiv group and 180 (55.0%) in the ddTCip group.

PFS results showed a significantly improved hazard ratio of 0.83 (95% confidence interval: 0.69-0.99), p = 0.041.
At mITT, the hazard ratio was 0.78 (95% confidence interval: 0.65-0.94), p=0.009.

Subgroup analysis of PFS showed an advantage in the ddTCip group in all subgroups, regardless of FIGO stage,
residual disease size, age, or overall body condition.

Important messages of this study had three important implications: 1. it clearly demonstrated the benefit of
carboplatin IP therapy; 2. carboplatin IP therapy was effective regardless of residual tumor size; and 3. it improved
progression-free survival (PFS) over a longer period of 5 to 10 years.

Although IP therapy has been considered effective only in patients whose residual tumors have been reduced to a
fairly small size by debulking surgery, but this study proved that IP therapy is effective regardless of residual tumor size.
This is a discovery that overturns conventional hypothesis. The results indicate that IP therapy can be recommended for all
cases of advanced ovarian cancer. IP is now recommended for both preoperative and postoperative chemotherapy,
simplifying the choice of treatment options," he explained.

The Kaplan-Meier curve for PFS shows that IP continues to outperform IV by about 10% for more than 10 years
after 5 years of treatment (the so-called banana effect, where the two curves finally intersect, is not observed). This means
that the proportion of patients who survived without recurrence for a long period of time was higher with IP therapy.
Although the overall survival (OS) data are comparable, it implies that more patients survived without relapse is the most

important fact for patients.



