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Piero Barbanti, MD PhD
Headache and Pain Unit
University-IRCCS San Raffaele 
Via della Pisana 235, 00163, Rome 
Tel: + 39 06 5225 4026
Fax: + 39 06 5225 5503
piero.barbanti@sanraffaele.it
September 18th, 2025

Prof. Michael Strupp 
Editor-in-Chief
Journal of Neurology

Dear Prof. Strupp,
On behalf of my fellow coauthors, I am pleased to submit revisions to the manuscript entitled “Super- and absolute responders to anti-CGRP monoclonal antibodies in migraine: a one-year multicenter, prospective, observational study” which has the following Journal of Neurology identifier: JOON-D-25-03742.
Below we have provided detailed responses, as well as corresponding changes, to each comment received by our peer reviewers. Page and line numbers correspond to the tracked changes version with edits inline. We hope that we have addressed peer reviewer comments satisfactorily to gain acceptance for publication in Journal of Neurology.
Thank you for considering this manuscript; we look forward to receiving your response.

Best wishes,
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Piero Barbanti, MD, PhD
University-IRCCS San Raffaele, Roma
On behalf of the coauthors

Reviewer Comments:
Reviewer #1: 
1. The headache diary captured monthly migraine days in subjects with HFEM but monthly headache days in those with CM. During the study, many participants switched from CM to HFEM or perhaps vice versa. How was this addressed when completing the diaries? and how was this handled for recording the primary endpoint? I understand that in a real-world study these details are difficult to manage, but perhaps a single instruction could be given on how they could complete their diaries, noting both migraine days and headache days for all participants. Patients can, after relevant training, distinguish migraine from tension-type headache, or from non-migraine. Another way of diagnosis is the intensity of the headache and UAS which were also recorded. The research team could distinguish migraines from the diary items therefore.
Author Response: We thank the reviewer for raising this important point. As stated in the manuscript, in individuals with CM the term ‘headache day’ was used to indicate any day with headache, including both migraine-like and tension-type headaches (Orlando et al. Brain Sci. 2024 Sep 22;14(9):948). This reflects real-world behavior, as CM patients often take acute medication at the onset of headache, when the episode is not yet fully classifiable as migraine. For the analysis, we applied the standard cut-off: ≤14 days/month were considered as MMD, while ≥15 days/month were categorized as MHD. Importantly, no patient had a concomitant diagnosis of tension-type headache, and all diaries were reviewed by headache specialists to ensure consistent classification of the primary endpoint. We now explicitly acknowledge this aspect among the study limitations.
Changes to Manuscript: Lines 254-258: “Fourth, in patients with CM, we combined both migraine-like and tension-type-like days under the definition of MHD to better reflect real-world clinical practice and to avoid underestimating the number of migraine days."

2. Unilateral cranial autonomic symptoms were more common among participants with CM versus HFEM. How do the authors explain this finding? The opposite would perhaps be expected. Please state in the method section that the headache diaries included this information (UAS).
Author Response: We thank the reviewer for this insightful comment. We do not have a definitive explanation for the higher frequency of UAS in CM compared with HFEM. Since the phenotype of migraine with UAS is associated with enhanced peripheral and central trigeminal sensitization (Barbanti et al., Cephalalgia 2016 Dec;36(14):1334-1340), one possible—albeit speculative—reason could be the greater degree of central sensitization typically observed in CM. Given the lack of direct evidence, however, we preferred not to include this speculation in the main text. As requested, we have now clarified in the Methods section that the headache diaries included information on UAS.
Changes to Manuscript: Lines 118-122 "The diary captured the following information: migraine frequency (MMD in subjects with HFEM, and monthly headache days [MHD] in those with CM); monthly analgesic intake; pain intensity (numerical rating scale, NRS); pain side; unilateral cranial autonomic symptoms; allodynia; dopaminergic symptoms; and migraine-related disability, assessed with both the MIDAS and the Headache Impact Test (HIT-6) questionnaires".


Reviewer #2: 

However, the authors have previously published data on anti-CGRP mAbs treatment from the same patient cohort, arriving at essentially the same conclusion—that prolonged treatment increases the proportion of responders (Neurology. 2023 Sep 12;101(11):482-488; J Neurol. 2024 May;271(5):2434-2443; Neurol. 2025 Jan 25;272(2):170). The only new aspect introduced in the current manuscript is the terminology defining "super" and "absolute" responders. As expected, the absolute responders were mainly those who showed improvement after six months of treatment.
Another point of discussion—the observation that individuals with lower baseline trigeminal sensitization may require a longer treatment duration for full therapeutic benefit—has also already been reported by the same group in the aforementioned publications. Therefore, the current study does not substantially add to the existing body of knowledge. The response rates for super and absolute responders could be appropriately presented in a short report rather than as a full-length article.
Author Response: We would like to clarify that the present work substantially differs in scope and clinical message. In our prior publications, the focus was on the proportion of responders with prolonged treatment, highlighting the progressive efficacy of anti-CGRP monoclonal antibodies.
In the current manuscript, however, we specifically address the concept of super-responders and absolute responders, which, in our view, is not an ancillary or terminological nuance but rather a paradigm-shifting element in migraine prevention. As also emphasized in the paper, the International Headache Society has recently advocated the need to "raise the bar" in migraine prevention, moving beyond minimal efficacy thresholds towards more ambitious and clinically meaningful endpoints. (Setting higher standards for migraine prevention: A position statement of the International Headache Society. Cephalalgia. 2025 Feb;45(2):3331024251320608. doi: 10.1177/03331024251320608).
Identifying and characterizing these extreme response categories is therefore crucial, as they may represent a therapeutic breaking point, influencing both treatment strategy and the definition of success in preventive therapy.
For this reason, we believe that the topic deserves comprehensive treatment, as provided by an original communication. Reducing the work to a short communication would limit the possibility of adequately presenting the rationale, methods, and detailed results, including the tables and figures that are essential to properly convey the clinical and scientific implications of our findings.
Changes to Manuscript: none


Reviewer #3: 
1. The authors make a strong argument for the use of headache freedom as the most useful parameter for patients (absolute responders), but do not provide evidence that 75% response is superior to 50% - they need to discuss this and provide evidence.
Author Response: We thank the reviewer for this comment. This study specifically focuses on super-response (≥75% reduction) and absolute response (100% reduction) to migraine preventive treatment, as clearly stated in the research question. Consequently, a comparison between super/absolute response and the conventional 50% response falls outside the scope of the present paper.
Changes to Manuscript: none

2. The term "super-responders" should be replaced by 75% responders, as it is less emotive and more accurate.
Author Response: We agree with the reviewer that the term '75% responders' is more precise and neutral. However, given the large number of proportions reported in the manuscript, we believe that the use of the terms 'super-responders' and 'absolute responders' may facilitate readability and comprehension. This choice is also consistent with terminology adopted in recent publications on CGRP mAb responders (Raffaelli B, et al. Clinical evaluation of super-responders vs. non-responders to CGRP(-receptor) monoclonal antibodies: a real-world experience. J Headache Pain. 2023 Feb 27;24(1):16. doi: 10.1186/s10194-023-01552-x).
Change to manuscript: In accordance with the reviewer’s suggestion, we have replaced the terms 'super-response' and 'absolute response' with '≥75% response' and '100% response,' respectively, in the conclusions of both the abstract and the manuscript (lines 52-53 and 265-267)

3. The authors concede that this is an observational study, and there is no comparator. They should carefully compare their data with other similar studies and most importantly with studies using other preventive treatments.
Author Response: We thank the reviewer for this comment. We acknowledge that this is an observational study without a comparator. To our knowledge, this is the only prospective, multicenter, real-life study specifically investigating super-response and absolute response to a migraine preventive treatment over 12 months. No similar studies, including those with other preventive treatments, are available for direct comparison
Changes to Manuscript: none

4. The fact that CGRP antagonists need to be used long-term is viewed as an advantage, but in fact it is a disadvantage compared to treatments that can be used for a few months to establish remission and then weaned. This should be discussed.
Author Response: We agree with the reviewer that the need for long-term treatment may at first sight appear a limitation. However, to our knowledge, no preventive migraine therapy has yet been shown to induce a stable remission after only a few months, allowing safe discontinuation. In this context, the fact that CGRP-targeted therapies show in many cases a progressive efficacy over time should rather be considered an advantage. Moreover, as discussed in the manuscript, the mechanisms underlying migraine progression and chronification develop slowly, and their reversal is likely to require prolonged treatment exposure 
Changes to Manuscript: none

5. Who is the funder for the study? This was not clear and needs to be added to the methods.
Author Response: We are grateful to the reviewer for highlighting this omission. In accordance with the comment, we have now specified study funder in the Methods section to ensure full transparency
Changes to Manuscript: Lines 115-116 "The study was funded by IRCCS San Raffaele, Rome, until 26/03/2024, and thereafter by San Raffaele University, Rome".
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