Supplemental Digital Content 1.

The use of drugs with an analgesic effect was permitted as rescue medication for up to 3 consecutive days and for up to a cumulative total of 20 days. The use of aspirin at ≤325 mg/day was allowed for cardiac prophylaxis and that of dextromethorphan hydrobromide at ≤120 mg/day was allowed for the treatment of cough. The only hypnotics permitted during the study period were zopiclone and zolpidem, as long as they had been used before Visit 1 (week −2 to −1) and with no changes in the dosing regimen.

Concomitant tender point injections, nerve block, spinal cord stimulation, acupuncture/moxibustion, chiropractic care, electrotherapy, and exercise therapy were prohibited from Visit 1. For patients receiving nondrug therapies, including massage, since at least 3 months before Visit 1, the therapy was permitted during the study period, except for the period from the day before the efficacy assessment to the end of the assessment, without any change in implementation conditions.

Supplemental Digital Content 2.

Pain interference was assessed on a 0 (does not interfere) to 10 (completely interferes) rating scale. The 24-h average pain score and 24-h worst pain score were assessed using an electronic diary in which patients recorded scores selected from a 0–10 point scale for average pain and worst pain in the last 24 h on a daily basis, and the weekly mean scores were calculated. Regarding the PGI-I score, patients rated their perceptions of improvement in comparison with the condition before the study treatment, using a 7-point rating scale from 1 (very much better) to 7 (very much worse) (20). The CGI-S score was evaluated by the investigators for disease severity on a rating scale from 1 (normal, not at all ill) to 7 (among the most extremely ill patients) (20). To assess LBP-specific QOL using the RDQ-24 (21-23), patients rated 24 QOL items related to LBP, and a total score was calculated. Regarding the Japanese version of the SF-36 (24,25), patients assessed their health status using 36 questions to measure the following eight subscales on a 0 to 100 scale: physical functioning, role-physical, bodily pain, general health, vitality, social functioning, emotional role, and mental health. Regarding the EQ-5D-3L (26), patients estimated their health status in five domains (mobility, self-care, usual activities, pain/discomfort, and anxiety/depression) on a 3-point rating scale. Regarding the WPAI (27), patients rated the impact of their condition on their work and daily activities. Based on the data obtained from their answers, scores were calculated for four domains: work time missed, impairment at work, work productivity loss, and work activity impairment.
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The full analysis set was defined as all randomized patients, except for patients not complying with the GCP guidelines, patients receiving no study treatment, and patients in whom the BPI average pain was not measured after treatment was initiated. The safety analysis set was defined as all randomized patients, except for those not complying with GCP guidelines and those receiving no study treatment.

In the secondary analysis of the change in BPI average pain score from baseline to Week 14, an analysis of covariance (ANCOVA) was conducted with baseline BPI average pain as a covariate. If the data at Week 14 were not obtained, the missing data were imputed using the last observation carried forward (LOCF) approach. As another analysis, missing data were imputed using the baseline observed carried forward (BOCF) and modified BOCF approach (missing data were imputed by BOCF for patients who discontinued because of AEs or lack of efficacy and by LOCF for patients who discontinued for other reasons).

Sustained pain reduction was defined as a (30% reduction from baseline in BPI average pain at the last observation and at a time point before the last observation, with a sustained (20% reduction from baseline for every time point in between.

