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Background.  Depression  and  anxiety  disorders  are  com-
mon migraine comorbidities contributing substantially to dis-
ease burden. Whether mood improvement during anti-calci-
tonin gene related peptide pathway treatments is entirely at-
tributable to reductions in headache frequency remains un-
clear. We evaluated longitudinal changes in self-reported de-
pressive  and  anxiety  symptoms  during  eptinezumab  treat-
ment and their relationship with clinical outcomes.
Methods.  This  post-hoc  analysis  of  the  TACHIS  study,  a
prospective, multicenter, real-world study, included patients
with episodic or chronic migraine who started eptinezumab
across 23 Italian headache centers. Depressive and anxiety
symptoms were  assessed  at  baseline  and  after  12  and 24
weeks  using  the  validated  Hamilton  Depression  Rating
Scale (HAM-D) and Hamilton Anxiety Rating Scale (HAM-A).
Migraine outcomes included monthly headache days (MHD-
s),  acute  medication  days  (AMDs),  the  Migraine  Disability
Assessment  (MIDAS),  the  Headache  Impact  Test-6  (HIT-6)
and the Migraine-Specific Quality of Life Questionnaire (M-
SQ).  Longitudinal  changes  were  evaluated  using  mixed-ef-
fects  models  adjusted for  demographic  and clinical  covari-
ates.
Results.  A  total  of  128 patients  were included (82.0% fe-
male; mean age 46.9±12.4 years). 24 patients (18.8%) had
pre-existing psychiatric comorbidities, including depression,
anxiety,  personality  disorders,  and bipolar disorder.  Linear

mixed-effects  models  demonstrated significant reduction in
MHDs  and  AMDs,  migraine-related  disability  (MIDAS  and
HIT-6  questionnaires),  and  migraine-specific  quality  of  life
(MSQ)  during  eptinezumab  treatment  (all  p<0.001  com-
pared  to  baseline).Mean  HAM-D  scores  decreased  from
14.6±6.4 at baseline to 11.7±7.3 at 12 weeks and 11.6±7.3
at 24 weeks (p<0.001), while HAM-A scores decreased from
17.5±10.2  to  11.8±9.8  and  11.2±8.9,  respectively
(p<0.001). Most of the improvement in depressive and anxie-
ty  symptoms  occurred  within  the  first  12  weeks  of  treat-
ment  and  was  maintained  through  week  24.  After  adjust-
ment for clinical covariates, changes in MHDs were not inde-
pendently  associated  with  changes  in  HAM-D and  HAM-A
scores.  Conversely,  a  weak but  significant  association was
observed between reductions in HAM-D and MIDAS scores
(ρ=0.294; p=0.045).
Conclusions.  Eptinezumab treatment  was  associated  with
early  and  sustained  reduction  in  depressive  and  anxiety
symptoms. These improvements were not independently as-
sociated  with  reductions  in  MHDs,  suggesting  that  mood
changes  may not  be  solely  driven by  headache frequency.
Further studies are needed to clarify the mechanisms under-
lying this association.
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