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1. A Randomized Phase II/III Trial of Perioperative Chemotherapy with Adriamycin Plus Ifosfamide
Versus Gemcitabine Plus Docetaxel for High-grade Soft Tissue Sarcoma: Japan Clinical Oncology Group
Study JCOG1306

Previously, The Bone and Soft Tissue Tumor Study Group (BSTTSG) of the Japan Clinical
Oncology Group (JCOG) conducted JCOG0304, which was a Phase II trial to evaluate the
feasibility of perioperative chemotherapy with adriamycin plus ifosfamide (AI) for
high-grade non-round cell soft tissue Sarcoma (NRC-STS) patients, demonstrated the
sufficient efficacy of the Al regimen. We considered the Al regimen as standard adjuvant
therapy for patients with NRC-STS. The primary endpoint of this study was 2-year
progression-free survival (PFS), which was 75.7% and was much higher than the expected
2-year PFS (55%). Although there was no treatment-related death, grade 3 or 4
hematological toxicities (leukopenia and neutropenia) were observed in most of the
patients. Since NRC-STS preferentially occur in elderly patients, new treatment strategy
with milder toxicities should be developed.

Recently, some groups have reported that the combination of gemcitabine plus docetaxel
(GD) is effective for metastatic NRC-STS. Thus, the BSTTSG planned a randomized Phase
II/TII trial to confirm the non-inferiority of perioperative chemotherapy with GD to Al for
patients with NRC-STS in the extremities and trunk (JCOG1306), and patient enrollment
began in February 2014. The number of participating institutions was increased from 28 to
33 by the end of FY 2016. The primary endpoint of the Phase II part of JCOG1306 is the
proportion of completion of pre-operative chemotherapy without progressive disease. In the
Phase II part, the planned sample number was 28 in arm B (GD regimen), which was
calculated based on an expected proportion of complete treatment without progression of
disease of 85%. When the 28th patient in arm B was registered in February 2016, the first
interim analysis was conducted, and it was determined to proceed to the Phase III part.

At the end of FY 2016, 93 patients have been enrolled. Comparing to JCOGO0304, it has
taken half the time for the patient enrollment, indicating that a sufficient cooperative
structure allows us to perform the clinical trials for patients even with rare diseases in
Japan. Some expected adverse events such as pneumonitis has been reported in GD arm,
no treatment related death has not occurred in both arms.

2. A Phase III Study Comparing Methotrexate, Adrimycin and Cisplatin (MAP) with MAP +
Ifosfamide for the Treatment of Osteosarcoma (JCOGO0905)

Osteosarcoma is the most frequent primary malignant bone tumor. Pre-operative
chemotherapy is thought to be the standard regimen for osteosarcoma. It has been
reported that the survival rates of the patients with 90% or more tumor necrosis in the
surgical specimen (good responder) were significantly higher than those for patients with
lesser tumor necrosis (standard responder). The standard chemotherapy for osteosarcoma
include high-dose methotrexate, adriamycin and cisplatin (MAP). Besides these three
drugs, it has been reported that ifosfamide (IFO) is also active for osteosarcoma.

In the previously Phase II trial in Japan, NECO study, we have previously observed the
6



improvement in prognosis of the patients assessed as standard responders after
preoperative chemotherapy with MAP by the addition of IFO in post-operative
chemotherapy.

In order to further investigate the impact of IFO on the patients with osteosarcoma, the
BSTTSG is currently conducting a randomized phase III trial, JCOG 0905, since 2010. In
JCOG 0905 study, the patients with high-grade osteosarcoma in the extremities are
initially treated with MAP (primary registration). After the completion of tumor resection,
the patients assessed as good responders are treated with the same MAP regimen as
post-operative chemotherapy. The patients assessed as standard responders are randomly
assigned to receive or not receive the addition of IFO to MAP (secondary registration).

Patient enrollment began in February 2010. The primary endpoint is disease-free
survival. The first interim analysis was carried out in September 2015, and it was
determined to continue this clinical trial.

In the original protocol, the expected period for accrual completion was 6 years (.e.
February 2016). However, the rate of our patient enrollment was lower than expected. In
March 2016, the revised protocol to address the accrual period, age, and tumor location
was approved by JCOG steering committee.

At the end of FY 2016, 190 patients were registered, and 110 patients proceeded to the
secondary registration. After the protocol revision, the accrual of the patient increased by
about 20%, and the patient registration will end by March 2019. There has been only one
treatment-related death from septicemia during pre-operative chemotherapy in JCOG0905
by March 2017.
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