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Surveys on the treatments of chronic fatigue syndrome in Japan:

In 2015-16, survey was conducted on the treatments of chronic fatigue syndrome (CFS) at four clinical centers (Osaka
City University Hospital, Nagoya University Hospital, Kyushu University Hospital, and Kuwana City Medical Center) that
specialize in the examination and treatment of CFS. Three hundred and fourteen CFS patients were enrolled in this survey
(91 males, 223 females; age 42.8+11.6 years). The average age at CFS onset was 29.8+10.5 years, and the average age at
CFS diagnosis was 34.2+12.2 years.

The average performance status (PS) (PS scales:0~9) of the patients at the initial visit to the clinical center was 5.3+1.6,
and the PS at the last visit to the clinical center was 4.6+2.2. There was a significant improvement in patients’ clinical
manifestations during treatment at all four clinical centers (p<0.001), and 21.0% of CFS patients recovered to a PS of less
than 3 and were able to return to their school or business. However, 23.9% of patients with CFS were house- or bedbound,
and their PS was >7. They were unable to perform even light tasks, and had severe impairment in their occupational,
educational, social, and personal activities. This suggests the need for a public assistance system for CFS.

The survey also revealed the current status of CFS therapy in Japan. We found that of the 314 cases, 263 (83.8%) were
being treated with Japanese herbal medicine, called Kampo (Hochuekkito, Rikkunshito, Tokishakuyakusan, etc.), 251
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(79.9%) were receiving a psychotropic agent (selective serotonin reuptake inhibitor, serotonin norepinephrine reuptake,
narcotic medication, noradrenergic and specific serotonergic antidepressants, anxiolytics, etc.), 180 (57.3%) were on
analgesics (NSAIDs, neurotropin, pregabalin, Tramcet combination tablets, etc.), 247 (78.7%) were on vitamins and/or
dietary supplements (vitamin B12, vitamin C, vitamin E, ubiquinol-10, carnitine, etc.), 76 (24.2%) were on cognitive
behavioral therapy, 131 (41.7%) received exercise therapy, 34 (10.8%) received acupuncture and moxibustion therapy, 28
(8.9%) were on yoga therapy, 23 (7.3%) received aromatherapy, 20 (6.4%) received treatment for intolerance to cold, and
2 (0.6%) were on Waon (sauna-like hyperthermia) therapy.

Summary of co-workers’ studies in this project is as follows:

« Sleep disturbances with CFS (Inaba et al.) : Sleep disturbances were found in 27/28 CFS patients. The total sleep time
(6.8+1.6 hours), sleep latency time (33.0+29.6 minutes), and nocturnal awakening time (58.1+49.5 minutes) in CFS patients,
as evaluated by EEG, were longer in comparison with general population data. The Pittsburgh Sleep Quality Index
correlated significantly with fatigue score (r=0.436, p=0.0229). Diurnal physical activity correlated negatively with the
number of nocturnal awakenings (r=-0.437, p=0.0162) and fatigue score correlated positively with sleep latency time
(r=0.453, p=0.0231).

« Carnitine or ubiquinol-10 therapy for CFS (Fukuda et al.): Twenty-five patients with CFS were enrolled in an 8-
week open-label oral carnitine study (2,000 mg carnitine/day). Improvements in anti-oxidative activity in blood and
accuracy on a simple calculation activity were observed. Further, 43 patients with CFS were randomly assigned to receive
either ubiquinol-10 (150 mg/day) or placebo every day for 12 weeks. The placebo-controlled study suggested that
supplementation with ubiquinol-10 for 12 weeks is effective in improving several CFS symptoms.

* Integrated therapeutic approach to Myalgic encephalomyelitis (ME)/CFS (Ban et al.): They evaluated the integrated
therapeutic approach to ME/CFS, including Japanese Kampo medicine and psychological support with cognitive
behavioral therapy and graded exercise therapy. Previous scholarly articles have found the latter two approaches to be
useful. The uniqueness of our approach is the inclusion of the traditional Japanese medicine Kampo. More than 70% of the
ME/CFS patients have shown significant improvement through this integrated therapeutic approach.

« Psychosomatic therapy for CFS (Yoshihara et al.): Correlations between physical symptoms, psychological
characteristics, and mood states were identified. The higher the physical symptoms score, the higher the phobic anxiety.
For the psychological characteristics, the higher the trait anxiety score, the higher the scores for depression, state anxiety,
obsessive-compulsive behavior, and interpersonal sensitivity. For factors related to the therapeutic effect of psychotherapy;,
the higher the depression score, the lower the response to psychotherapy. Our results suggest that anxiety usually influences
psychological symptoms, such as depression, obsessive-compulsive behavior, and interpersonal sensitivity, and that these
psychological symptoms, in turn, affect the physical symptoms of CFS patients.

« CFS with fibromyalgia (Matsumoto et al.): Fibromyalgia (FM) was the topic of a nationwide epidemiological survey
in Japan in 2004, and all 168 cases met the criteria of the 1990 American College of Rheumatology. The comorbidity rate
of FM with CFS was 40.5% (68/168). The comorbidity rate of CFS with FM from 26 nested cases at our rheumatology
clinic over a 5-year period (2011-2015) was 78.8%. The clinical features of comorbid cases with FM and CFS were as
follows: FM precedent cases, CFS precedent cases, and concurrent onset cases accounted for 23.1%, 46.2%, and 30.8%,
respectively. Some improvement in clinical symptoms was seen in 38.5% of the patients, and 57.7% had worsening of
symptoms.

« Waon therapy for CFS (Tei et al.): They summarized their previous records of Waon therapy for CFS, and introduced
the clinical useful effects of this therapy in CFS patients at this project meeting.

+ Evidence-based guidelines for the treatment of CFS in Japan (Yudo et al.): They researched previous articles that
evaluated the treatments for CFS. Then, they evaluated the articles that were classified according to a therapeutic type,
based on evidence-based medicine. Using the accumulated data on the recommended intensity and evidence of each
treatment, we attempted to establish evidence-based guidelines for the treatment of CFS.
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