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Combination therapy of calcitonin gene-related peptide monoclonal antibodies with
Kampo medicine (goreisan and goshuyuto) in the treatment of migraine headache
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Abstract: This retrospective observational study investigates the safety and efficacy of
combination therapy of Kampo medicines, goreisan and goshuyuto, with
calcitonin gene-related peptide monoclonal antibodies (CGRP mAbs) in the
treatment of migraine. Goreisan and goshuyuto were shown to be safe in com-
bination with CGRP mAbs. A high continuation rate was observed in patients
who used these Kampo medicines prior to the introduction of CGRP mAbs,
with approximately 30% of these patients discontinuing Kampo medicines due
to symptom improvement. However, the present study suggests that combina-
tion therapy may be less effective when Kampo medicines are introduced after
CGRP mAbs treatment is initiated. The present study also indicates potential
specific benefits of goreisan for patients with headache associated with weather
change and dizziness, and of goshuyuto for patients with medication overuse
headache.
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Table 1 Patient background
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n=41 n=18 n=104 n=163 P value
Age, mean (SD) 37.9 (12.8) 45.5 (13.1) 43.3 (12.2) 42.4 (12.6) 0.15
Female sex, n (%) 30 (73%) 10 (56%) 95 (91%) 135 (83%) 0.47
CGRP mAb Interval, mean days (SD) 44.7 (15.6) 50.9 (19.5) 40.6 (6.8) 42.3 (11.6) 0.38
Baseline HIT-6 score, mean (SD) 65.4 (5.2) 67.2 (7.2) 64.6 (5.4) 64.9 (5.5) 0.69
Type of CGRP mAb (G : F: E) 17:14 : 10 9:5:4 62 :20:22 88:39:36 0.51

No significant differences in patient background were observed among the groups: the goreisan continuation group, the

goshuyuto continuation group, the newly introduced group, and the group without Kampo medicine combination. G:
galcanezumab; F: fremanezumab; E: erenumab
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Fig.1 Results of the combination therapy of Kampo medicine and CGRP mAbs.
A: Goreisan continuation group; B: Goshuyuto continuation group; C: Goreisan newly
introduced group; D: Goshuyuto newly introduced group.
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Fig.2 Transition of HIT—6 scores for each number of CGRP mAb administrations.
Transition of HIT-6 raw scores (A) and changes in scores (B) in the goreisan combination group, goshuyuto combina-
tion group, and no Kampo medicine combination group. Mean £ SD by number of times CGRP mAb administration is
shown, and there were no significant differences among the three groups at any time; C-F: Transition of HI'T-6 scores in
representative cases. Cases C-F correspond to cases 1-4 described in the text. The shaded areas represent the period of
combination therapy, while the unshaded areas represent the period of CGRP mAb monotherapy. N.S.: not significant
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