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on retreatment with monoclonal antibodies

in chronic/episodic migraine

apeutic rest, should also be considered.

Developing a clinical trial is challenging, to the lim

ple of pati

o the limi

García-Lloret et al. reported that discontinuance of treatment with

monoclonal antibodies that inhibit the calcitonin gene-related peptide

(anti-CGRP) in patients with chronic/episodic migraine results in a

worsening of symptoms. As a result, retreatment was necessary within

4 months after discontinuance.1 The authors also report that 2/3 of the

patients responded to retreatment with anti-CGRP.

“Therapeutic rest” or temporary treatment discontinuation is used in

chronic diseases to reduce the risk for adverse events (AEs) and/ormin-

imize treatment costs, as anti-CGRP antibodies have a significant cost.

Moreover, in the case of previously treated chronic/episodic migraine,

the therapeutic options after failure of anti-CGRP therapy are limited.

Indeed, clinicians usually offer the use of an anti-CGRP antibody follow-

ing failure of a previous treatment with another anti-CGRP antibody

(the so-called “switching” approach). The switching strategy is based

on low-quality scientific evidence and, according to some recommenda-

tions, the efficacy of this strategy has not been sufficiently

demonstrated.2 Temporary discontinuance of anti-CGRP can also be

used to prolong the efficacy of this line of treatment before it is no lon-

ger effective. Therefore, studies about the efficacy of “therapeutic rest”

are clearly warranted.

Themain limitation of the study byGarcía-Lloret et al. lies on the ret-

rospective, single-arm design of the study. The absence of a comparator

group (not receiving therapeutic rest), added to randomization, make it

difficult to determine the cause-effect relationship between the study

intervention and the results obtained.3 The course of chronic diseases

often involves fluctuations between acute episodes and disease control

induced by either internal or environmental factors, thereby leading to

the regression toward the mean phenomenon. When clinical symptoms

exacerbate, the patients undergoing “therapeutic rest” could claim for

retreatment with anti-CGRP therapy out of the belief that inadequate

disease control is due to discontinuance rather than to disease fluctua-

tions. Anti-CGRP retreatment could mask transition to disease control.

However, patients not undergoing treatment discontinuance would as-

sociate the worsening of their symptoms to other factors and try to

overcome the situation with support measures. This does not rule out

a potential cause-effect relationship between temporary treatment dis-

continuation and the worsening of symptoms, but it only indicates that

data should be interpreted with caution. The placebo effect and

progressive loss of effectiveness over time, either with or without ther-
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due ited resources

available, the long time needed, the large sam ents required

and the lack of follow-up, which is often due t ted personnel

available for the high cost of drugs such as anti-CGRP antibodies.

Therefore, it is necessary that predictive tools are developed for a reli-

able selection of candidates to temporary treatment discontinuance.

These models are not exempt from some limitations, including the

adjustment for some factors associated with treatment benefit without

other unknown factors being evaluated. However, automatic machine

learning models of patient and migraine characteristics, which could

predict responses to anti-CGRP5 antibodies, could be used as strategies

to follow, adapting them to the reintroduction of these therapies.

Considering the aforementioned, it would be interesting to have

information on the decisions made in your hospital after the study.

Presuming that this approach would reduce costs and the risk for AEs,

are you still using therapeutic rest despite the fact that a third of your

patients lost response after retreatment because they associate this re-

duced efficacy to other factors? Or have you stopped using therapeutic

rest due to the results obtained?

Funding

This study did not receive any funding.

Liability and assignment of rights

The clause is accepted by all undersigning authors.

This study has not been published elsewhere or is under consider-

ation for publication.

This manuscript was formatted in accordancewith journal's instruc-

tions for authors. All listed authors comply with authorship criteria and

declare no conflicts of interest.

All ethical responsibilities related to authorship and redundant

publication were met (protection of humans and animals involved in

scientific research, and informed consent were not necessary due to

the design of the study).

All authors accept responsibility as defined by the International

Committee of Medical Journal Editors (available at http://www.icmje.

org/).

In the event of publication, the authors assign exclusively the right of

reproduction, distribution, translation and public presentation (by any

sound, audiovisual or electronic means) of our manuscript to Farmacia

Hospitalaria and, by extension, to the SEFH. To such purpose, a right

assignment letter will be signed upon submission of the paper via the

online paper management system.

http://crossmark.crossref.org/dialog/?doi=10.1016/j.farma.2025.01.003&domain=pdf
http://www.icmje.org/
http://www.icmje.org/
https://doi.org/10.1016/j.farma.2025.01.003
https://doi.org/10.1016/j.farma.2024.10.006
https://doi.org/10.1016/j.farma.2025.01.003
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
www.elsevier.es/farmaciahospitalaria


Manuel David Gil-Sierra

Servicio de Farmacia, Hospital Universitario de Puerto Real, Puerto Real.

Spain

Maria del Pilar Briceño-Casado

Servicio de Farmacia, Hospital Universitario de Puerto Real, Puerto Real.

Spain

Corresponding author at: Servicio de Farmacia, Hospital Universitario

de Puerto Real, C/ Romería, 7, 11510, Puerto Real, Cádiz, Spain

E-mail address: pilarbricenocasado@gmail.com

Cristina Moreno-Ramos

Subdirección de Farmacia, Servicios Centrales de Extremadura, Mérida.

Spain

M.D. Gil-Sierra, M.P. Briceño-Casado and C. Moreno-Ramos Farmacia Hospitalaria 49 (2025) T264–T265

CRediT authorship contribution statement

Manuel David Gil-Sierra: Conceptualization, Data curation, Formal

analysis, Funding acquisition, Investigation, Methodology, Project

administration, Resources, Software, Supervision, Validation, Visualiza-

tion, Writing – original draft, Writing – review & editing. Maria del

Pilar Briceño-Casado: Conceptualization, Data curation, Formal

analysis, Funding acquisition, Investigation, Methodology, Project

administration, Resources, Software, Supervision, Validation,

Visualization, Writing – original draft, Writing – review & editing.

Cristina Moreno-Ramos: Conceptualization, Data curation, Formal

analysis, Funding acquisition, Investigation, Methodology, Project

administration, Resources, Software, Supervision, Validation, Visualiza-

tion, Writing – original draft, Writing – review & editing.

Conflict of interest

The authors declare no conflicts of interest.

References

1. García-Lloret P, Galván-Banqueri M, Robustillo-Cortés MLA, Fernández-Recio M. Anal-

ysis to retreatment with monoclonal antibodies in chronic/episodic migraine: Real

world data. Farm Hosp. 2024;48(4):T1769. doi: 10.1016/j.farma.2024.04.014.

2. Wells-Gatnik WD, Martelletti P. Switching CGRP(r) MoAbs in migraine: what evi-

dence? Expert Opin Biol Ther. 2024(5):327–33 doi: 10.1080/14712598.2024.2354386.

3. Spieth PM, Kubasch AS, Penzlin AI, Illigens BM, Barlinn K, Siepmann T, et al. Random-

ized controlled trials – a matter of design. Neuropsychiatr Dis Treat. 2016;12:1341–9.

doi: 10.2147/NDT.S101938.

4. Huang I-H, Wu P-C, Lin E-Y, Chen C-Y, Kang YN. Effects of anti-calcitonin gene-related

peptide for migraines: a systematic review with meta-analysis of randomized clinical

trials. Int J Mol Sci. 2019;20:3527. doi: 10.3390/ijms20143527.

5. Chiang CC, Schwedt TJ, Dumkrieger G, Wang L, Chao CJ, Ouellette HA, et al. Advancing

toward precision migraine treatment: predicting responses to preventive medications

with machine learning models based on patient and migraine features. Headache.

2024. doi: 10.1111/head.14806.

T265

https://doi.org/10.1016/j.farma.2024.04.014
https://doi.org/10.1080/14712598.2024.2354386
https://doi.org/10.2147/NDT.S101938
https://doi.org/10.3390/ijms20143527
https://doi.org/10.1111/head.14806
mailto:pilarbricenocasado@gmail.com

	[Translated article] Clinical decision making on retreatment with monoclonal antibodies in chronic/episodic migraine
	Funding
	Liability and assignment of rights
	CRediT authorship contribution statement
	Conflict of interest
	References


