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To the Editor,

We were excited to see the online publication of the
European Headache Federation guideline on the use of
monoclonal antibodies acting on the calcitonin gene re-
lated peptide or its receptor for migraine prevention [1].
These guidelines provide timely information for clini-
cians, payers, and ultimately patients in the preventive
treatment of migraine and including all available and
pertinent information is crucial.

While reviewing the guidelines, we noticed that
EVOLVE-2, one of the galcanezumab phase 3 studies in
episodic migraine, was completely omitted. Because of
this, all data from this study were not considered and as-
sociated levels of certainty were downgraded throughout
the publication. The guidelines reference that there was
a study called EVOLVE-2, however; the reference associ-
ated with EVOLVE-2 by Skljarevski et al. [2] is a phase 2
dose finding study and the data points in Table 1 corres-
pond to that study. Skljarevski was also the primary au-
thor for the EVOLVE-2 publication in 2018 [3] and we
believe this may have led to the error. Both EVOLVE-1
and EVOLVE-2 should be accounted for in the
guidelines.

EVOLVE-1 and EVOLVE-2 were identically designed
phase 3 studies and 26% of the patients in EVOLVE-2
were from Europe. Because there were similar/consistent
endpoint results between the two, we believe that mul-
tiple sections in the guidelines need to be updated. Of
note, the “certainty of the evidence (GRADE)” levels in
multiple tables appear to have been downgraded since
only 1 phase 3 study in episodic migraine for galcanezu-
mab was noted. We believe that all levels of evidence

* Correspondence: rnichols@lilly.com
Eli Lilly and Company, and/or one of its subsidiaries, Indianapolis, IN, USA

B BMC

and associated data for galcanezumab in episodic mi-
graine within the article should be reviewed and updated
based on the inclusion of EVOLVE-2 as a phase 3 study.

We acknowledge and thank the consensus panel and
all involved in the creation of the guidelines for their
countless hours and hard work. However, with this error
and omission, we believe that the guidelines need to be
updated to ensure an accurate and fair representation of
the data.
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