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ED'S
The multicenter RAFELO (Radiofrequency Ablation Therapy for Early Breast Cancer As Local Therapy) study has
been approved under the National Health Insurance (NHI) Medical Care B program. This study started patient
registration in August 2013. By the end of January 2017, 299 patients were enrolled. The data center released its
seventh monitoring report on April 17, 2016. The 299 patients were registered at the following institutions: 15 at the
Hokkaido Cancer Center, 18 at the Gunma Prefectural Cancer Center, 23 at the Chiba Cancer Center, 28 at the
National Cancer Center Hospital East, 134 at the National Cancer Center Hospital, 24 at the Okayama University
Hospital, 44 at the Hiroshima Citizens Hospital, and 13 at the Shikoku Cancer Center.
Following the enrollment of the 186th patient in January 2016, the protocol-planned interim analysis was carried out
at the data center under the supervision of the chief statistician. The results of the interim analysis were reviewed by
the Data and Safety Monitoring Committee on January 10, 2016, and the Committee approved the continuation of
the study. Regarding serious adverse events, a case of secondary cancer (epithelioid sarcoma) was reported, in which
the tumor was detected 275 days after the start of the study treatment and the patient died 1 year later. This case was
judged to be unrelated to the study treatment, but it prompted the study team to revise the reporting system to include
a new entry field for secondary tumor development. Grade 2 or higher adverse events reported in association with
radiofrequency ablation (RFA) included one case of Grade 3 skin ulcer and two cases of Grade 2 skin burn. No major
protocol deviations or violations were documented. Three patients discontinued the study before RFA (one each due
to withdrawal of consent, patient’s wish, and tumor enlargement), and four discontinued after RFA (due to patient’s
wish or refusal of surgical resection or medical examination). Taking note of these prematurely discontinued patients,
the Principal Investigator sent a note reminding the participating site investigators of ensuring prospective patients’
understanding of the overall study procedures at the time of obtaining their informed consent.
The RAFELO study is progressing safely, and patient recruitment is proceeding at the planned pace. The Principal
Investigator encourages the participating site investigators to do their best to enroll eligible patients. The Principal
Investigator also continues public relations efforts through the media to publicize the RAFELO study to the general
public and medical institutions to increase the chances of participation and referral. The study team conducted a
questionnaire survey of the participating site investigators, and inquired about the progress of patient enrollment. The
results showed that the most notable hindrance to enrollment was the strict eligibility criterion of tumor diameter <
1.5 cm on magnetic resonance scan. The most common reasons for refusal to participate in the study were that 1)
participants are required to pay out-of-pocket treatment expenses, and 2) patients need to undergo surgical removal
if their tumors are suspected of having been incompletely ablated. The study team provided technical RFA training
for surgeons at Komagome Hospital, Gifu University Hospital, and Niigata Cancer Center Hospital. These medical
institutions are planning to join the RAFELO study. Of these, Komagome Hospital and Gifu University Hospital have
fulfilled the facility requirements for the NHI Medical Care B program, and have filed an application for it.
In February 2016, a clinical audit of the Hiroshima Citizens Hospital was carried out. Audits had already been
performed of two of the high-volume institutions, the National Cancer Center Hospital and Chiba Cancer Center.
Taking note of the interim analysis and audit results, all participating sites are making efforts to ensure the safety and
efficacy of the study treatment. Using a robust management system, the study team is collecting high-quality data on
RFA to apply for NHI approval as a treatment for early breast cancer. The RAFELO study has yielded positive
preliminary evidence for the safety and efficacy of RFA in the treatment of early breast cancer. The study will continue

until the predetermined target sample size (N = 372) is met so as to present convincing evidence for the NHI review.
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