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Abstract
Introduction  Gepants, a calcitonin gene-related peptide (CGRP) receptor antagonist, is a class of migraine 
therapeutic options with extensive evidence supporting a favorable efficacy and safety profile. However, as a novel 
class of medication in Thailand, specific guidelines or recommendations regarding rational drug use are currently 
unavailable. This could hinder physicians from utilizing the medications for eligible patients and prevent pharmacists 
from providing information to physicians and patients. 

Main body  In order to develop consensus-based statement recommendations, a modified Delphi approach was 
employed, which included two rounds of surveys, discussions, and voting. General recommendations were made, 
as well as specific recommendations of gepants in both acute and preventive treatment roles. Additionally, clinical 
settings where gepants could be suitable options were identified, along with the recommendations for their use in 
special populations and relevant precautions.

Conclusion  Gepants can serve as both acute and preventive therapy for migraines. They provide an alternative to 
first-line therapies for patients with limitations to conventional agents, including contraindications or intolerance. 
Gepants can be utilized as monotherapy or in combination with other treatment approaches. Optimal prescribing 
practices for eligible patients could ensure that patients receive maximum benefit with minimal risk.
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Introduction
Gepants, small molecule drugs, represent a new class 
of anti-migraine medications that specifically target the 
calcitonin gene-related peptide (CGRP) signaling path-
way. These drugs function as CGRP receptor antagonists, 
exerting their effects primarily in peripheral areas out-
side the blood-brain barrier, such as the trigeminal gan-
glion and meninges. By blocking CGRP activity, gepants 
prevent the vasodilation and inflammation associated 
with migraine attacks caused by this neuropeptide [1]. 
Currently, there are four United States Food and Drug 
Administration (USFDA)-approved gepants available in 
various formulations: ubrogepant, rimegepant, atoge-
pant, and zavegepant. These medications have revolu-
tionized migraine pharmacotherapy by demonstrating 
proven efficacy in achieving pain freedom and reducing 
the frequency and severity of migraines. They serve both 
as acute treatments and preventive therapies while exhib-
iting favorable safety profiles with a low rate of non-seri-
ous side effects [2]. Table 1 shows a summary of approved 
indications, dosage regimen, and key considerations 
among four gepants in adults [3].

Regarding the role in acute migraine therapy, the 
International Headache Society lists rimegepant, ubro-
gepant and zavegepant as drugs recommended for the 
acute treatment in patients whom triptan monother-
apy or combination therapy are ineffective, only par-
tially effective or not tolerated, or in individuals with 
contraindications to triptans [4]. In terms of preven-
tion, the American Headache Society has updated its 
position statement that include gepants as first-line 
preventive options, particularly rimegepant for epi-
sodic migraine and atogepant for both episodic and 
chronic migraine [5]. Gepants are also recommended 
by the International Headache Society as alternative 
option for patients whose initial preventive drugs are 
ineffective or not well-tolerated [6]. 

In Thailand, the Thai Headache Society under the 
Neurological Society of Thailand, in collaboration with 
related medical professional societies, published clini-
cal practice guidelines for the treatment of migraine in 
2022 [7]. However, there was no specific recommen-
dation on the use of gepants in clinical settings since 
the drugs were not locally available during that period. 

Table 1  Approved indications, dosage regimen, and key considerations of gepants in adult patients
Medications Year of USFDA 

approval
Approved indication Dosage regimen Populations requiring dose adjust-

ments or avoidance
Ubrogepant 2019 • Acute treatment of migraine 

with or without aura in adults
• 50 mg or 100 mg taken orally.
• If needed, the second dose may 
be taken at least two hours after the 
initial dose.
• Total daily intake should not exceed 
200 mg.
• The safety of using more than eight 
doses in a 30-day period has not been 
established.

• Renal impairment (CrCl < 30 mL/min)
• Hepatic impairment (Child-Pugh ≥ C)

Rimegepant 2020 • Acute treatment of migraines 
with or without aura in adults
• Preventive treatment of epi-
sodic migraine in adults

• For acute treatment of migraine: 
75 mg taken orally as needed.
• Total daily intake should not exceed 
75 mg.
• For preventive treatment of episodic 
migraine: 75 mg taken orally every 
other day.
• The safety of using more than 18 
doses in a 30-day period has not been 
established.

• Renal impairment (CrCl < 15 mL/min)
• Hepatic impairment (Child-Pugh > C)

Atogepant 2021 • Preventive treatment of mi-
graine in adults

• For preventive treatment of episodic 
migraine: 10 mg, 30 mg, or 60 mg 
taken once daily.
• For preventive treatment of chronic 
migraine: 60 mg taken once daily.

• Renal impairment (CrCl < 30 mL/min)
• Hepatic impairment (Child-Pugh ≥ C)

Zavegepant 2023 • Acute treatment of migraine 
with or without aura in adults

• 10 mg given as a single spray in one 
nostril, as needed.
• Total daily dose should not exceed 
10 mg.
• The safety of using more than eight 
doses in a 30-day period has not been 
established.

• Renal impairment (CrCl < 30 mL/min)
• Hepatic impairment (Child-Pugh ≥ C)

CrCl creatinine clearance, USFDA United States Food and Drug Administration
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Given that gepants represent a novel class of medica-
tion in Thailand, first launched in 2024, and there are 
currently no guidelines that exclusively focus on the 
application of gepants, general practitioners may face 
challenges in effectively utilizing these new drugs. 
To address this gap, the authors have established a 
consensus with the objectives of gathering and syn-
thesizing expert opinions and consensus-based rec-
ommendations regarding the use of gepants for both 
acute and preventive treatment of migraines in Thai-
land. Rimegepant was highlighted because it was the 
only gepant available in the country. This initiative 
seeks to enhance the understanding and management 
of migraines within the healthcare community, includ-
ing physicians and health care personnel in Thailand.

Methods
A group of 15 experts from academic, public, and private 
settings were gathered to provide consensus-based rec-
ommendations. Expert panelists must meet at least one 
of the following selection criteria:

• They must be a neurologist and a member of the
Thai Headache Society committee.

• They must be certified as a headache specialist or
board-certified in headache specialties.

• They must have experience working in headache
clinics or centers for at least five years.

A modified Delphi approach was employed to achieve 
consensus among panelists on a set of statements [8]. The 
process included two rounds of surveys, discussions, and 
voting. In the first round, a total of 30 statements were 
developed and distributed to panelists for initial feed-
back. All panelists were asked to rate their opinions on 
three aspects: content validity on a four-point scale rang-
ing from “not clear”, “somewhat clear”, “quite clear” to 
“very clear”; level of agreement on a five-point scale rang-
ing from “strongly disagree”, “disagree”, “neither agree 
nor disagree”, “agree” to “strongly agree”; and proposed 
action whether to retain, remove or modify the state-
ment, along with any additional comments. The survey 
feedback was gathered from 15 panelists. Descriptive 
statistics were used to summarize the data. The agree-
ment percentage was determined by dividing the sum of 
experts who responded “Agree” and “Strongly Agree” by 
the total number of experts. Statements achieving ≥ 75% 
agreement from panelists were retained as part of the 
final consensus with or without discussion depending on 
additional comments. Statements with < 75% agreement 
were identified for further discussion and modification. 
A hybrid meeting was held on 13th November 2024, with 
eight experts attending in person and another seven par-
ticipating online. During the meeting, panelists discussed 

the statements with < 75% agreement, and modifications 
were made based on panelist input to enhance clarity and 
relevance. For the second round, the modified statements 
were summarized and redistributed to the panelists on 
14th November 2024 for review. Discussion and voting 
took place on 15th November 2024, in a hybrid meeting 
attended by nine experts in person and six others via 
online participation. The final expert consensus state-
ments were compiled based on the outcomes of the vot-
ing process. Results for which the experts voted “Agree” 
were summed up and divided by the total number of 
experts in order to determine the agreement percent-
age. The consensus criteria were as follows: statements 
that received ≥ 75% agreement from the panelists (with 
a minimum of 12 panelists voting “Agree”) were deemed 
to have reached a final consensus, while statements with 
< 75% agreement were removed. The consensus develop-
ment process is summarized in Fig. 1. The classification 
and terminology of migraine were compliant with the 
definitions from the third edition of the International 
Classification of Headache Disorders (ICHD-3) [9]. 

Results
There were initially 30 statements launched for the 
first survey. The statements were categorized into four 
domains: general considerations, acute treatment, pre-
ventive treatment and special populations and consid-
erations. Following the first round of discussion, nine 
statements achieved final consensus. One statement 
mentioning that “Gepants should be considered as 
a first-line treatment for acute migraine attack.” was 
remove due to redundancy with other statements. Fur-
thermore, one additional statement (Statement 14) 
was introduced under the “Acute Treatment” category. 
The remaining 21 statements underwent a second 
survey and discussion and reached a final consen-
sus through a process of discussion and voting. Each 
step of statement development is shown in Fig. 2. The 
final expert consensus comprises 30 statements that 
achieved over 75% agreement among the panelists 
(Table  2). Additionally, the panelists suggested that 
all approved indications for each gepant should be 
included in the introduction (Table 1). They also rec-
ommended adding a footnote to indicate gepants with 
specific indications in all relevant statements. The 
rationale supporting each statement recommendation 
is described in the discussion section.

Discussion
Although gepants are medications supported by robust 
evidence to use as both acute and preventive therapy 
for migraine, local physicians in Thailand remain unfa-
miliar with their application due to the novelty of these 
medications in the region. This knowledge gap could 
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Fig. 2  Outcomes of the statement development process on each round of survey and meeting

Fig. 1  Summary of the method of consensus development
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Consensus statement %Agreement
General considerations
  Statement 1: There is a need for the established local consensus guidelines to ensure the appropriate and effective use of gepants 

for both acute and preventive treatment in individuals with episodic and chronic migraine in Thailand.
93.33

  Statement 2: Rimegepant can be used for both acute and preventive treatment of migraine. 93.33
  Statement 3: Gepants should not be used in concomitance with strong inhibitors of CYP3A4 (for example: clarithromycin, itra-

conazole, ketoconazole, posaconazole, ritonavir, etc.) and strong or moderate inducers of CYP3A4 (for example: carbamazepine, 
phenobarbital, phenytoin, rifampin, etc.).

93.33

Acute treatment
  Statement 4: Adults diagnosed with migraine, with or without aura, or chronic migraine could be offered gepantsa as another op-

tion for acute pharmacological treatment.
100.00

  Statement 5: Gepantsa could be considered for the acute treatment of migraine attacks in adults diagnosed with migraines with or 
without aura, or chronic migraines, who are contraindicated to triptans or other acute migraine medications.

93.33

  Statement 6: Gepantsa could be considered for acute treatment of migraine attacks in adults diagnosed with migraines with or 
without aura, or chronic migraines, who have poor tolerance to triptans or other acute migraine medications.

100.00

  Statement 7: Gepantsa could be considered for acute treatment of migraine attacks in adults diagnosed with migraines with or 
without aura, or chronic migraines, who have an inadequate response to triptans or other acute migraine medications.

100.00

  Statement 8: There is no well-established evidence in humans regarding the use of gepants in patients with a history of cardiovas-
cular disease. The risk and benefits should be assessed with a physician before considering the use of gepants.

86.67

  Statement 9: Gepants can be used in patients with cardiovascular risk factors, such as hypertension, diabetes, dyslipidemia, obesity 
and a family history of heart disease.

93.33

  Statement 10: Consider co-administration of antiemetics with gepants in patients who experience nausea or vomiting. 86.67
  Statement 11: For migraine patients who can identify premonitory symptoms, gepantsa should be administered during the pre-

monitory phase. However, for those who cannot identify these symptoms, it is suggested to take gepantsa as soon as the headache 
starts.

100.00

  Statement 12: In migraine patients with atypical aura, such as hemiplegic migraine, migraine with brainstem aura and retinal mi-
graine, risk and benefits should be assessed before considering the use of gepants.a

100.00

  Statement 13: Gepantsa could be used for abortive treatment in conjunction with CGRP monoclonal antibodies. 86.67
  Statement 14: Gepantsa can be used in conjunction with other acute migraine medications as a combined treatment approach. 86.67
Preventive treatment
  Statement 15: For individuals with migraine who require preventive treatment, gepantsb should be considered as a treatment op-

tion for migraine prevention.
86.67

  Statement 16: For patients with episodic migraine who cannot use other preventive treatments because of comorbidities, adverse 
events, or poor tolerability, gepantsb could be considered.

100.00

  Statement 17: For patients with chronic migraine who cannot use other preventive treatments because of comorbidities, adverse 
events, or poor tolerability, gepantsb might be considered

86.67

  Statement 18: In the preventive treatment of migraine, gepantsb should, if possible, be continued for at least 6 months, depending 
on the patient’s clinical features and the physician’s assessment.

93.33

Special populations and considerations
  Statement 19: The data on the safety of combining gepantsb as prophylactic treatment with CGRP monoclonal antibodies and 

other migraine prophylactic medications are limited; however, this combination is likely safe and may be considered.
80.00

  Statement 20: The use of gepants in combination with non-pharmacological therapies is recommended to enhance patient 
outcomes.

80.00

  Statement 21: In patients who are planning a pregnancy, discontinuation/continuation of gepants should be discussed between 
patient and the physician prior to pregnancy.

86.67

  Statement 22: Gepants are not recommended for migraine treatment in pregnant women. 93.33
  Statement 23: Gepants are not recommended for migraine treatment in breastfeeding women. 80.00
  Statement 24: Due to limited data, gepants might be used in patients under 18 years of age only if other treatment options have 

been exhausted and it is deemed necessary by the treating physician.
100.00

  Statement 25: Avoid the use of gepants in patients with severe hepatic impairment (Child-Pugh C). 100.00
  Statement 26: Avoid the use of gepants in patients with end-stage renal disease (CrCl < 15 ml/min). 100.00
  Statement 27: Gepants does not cause medication overuse headache. 93.33
  Statement 28: Gepants could be considered for management of medication-overuse headache. 80.00
  Statement 29: Gepants could be considered for migraine treatment in patients with frequent attacks or at-risk of medication over-

use headache.
93.33

  Statement 30: Gepantsb could be considered for the “short-term prevention” of menstrual migraine in individuals with a regular 
menstrual cycle.

100.00

aGepants with approved indication as acute treatment are ubrogepant, rimegepant and zavegepant
bGepants with approved indication as preventive treatment are rimegepant and atogepant

Table 2  Expert consensus recommendations on gepants for the treatment of migraine in Thailand
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lead to the underutilization of specific migraine treat-
ments, including gepants, and partly contribute to 
“medication underuse headache”. This term is gaining 
recognition and highlights the necessity for appropri-
ate prescriptions of migraine-specific medications, 
such as CGRP targeted therapy. Patients should be  
encouraged to initiate the treatments as early as possi-
ble, especially when headache frequency is low, to pre-
vent migraine progression and chronification [10, 11]. 
This concept aligns with the 2025 International Head-
ache Society position statement that advocates setting 
higher standards for migraine prevention [12]. As a 
result, the development of local consensus guidelines 
could provide valuable guidance for physicians to iden-
tify suitable candidates for gepant prescriptions, ensur-
ing both efficacy and safety for patients (statement 1).

Unmet needs in migraine treatment (statement 5, 6, 7, 16, 17)
Triptans and non-steroidal anti-inflammatory drugs 
(NSAIDs) remain primary treatments for acute migraine 
attacks. However, triptans pose challenges in patients with 
established cardiovascular or cerebrovascular diseases, 
as these drugs are contraindicated due to their vasoactive 
properties. Caution is also warranted in patients with car-
diovascular risk factors [13]. For NSAIDs, these drugs have 
various organ toxicities that limit their use in individuals 
with underlying conditions such as peptic ulcer disease, 
renal disease and cardiovascular disease. Additionally, ele-
vated blood pressure, increased bleeding risk, risk of drug 
allergy, and idiosyncratic reactions, such as hypersensitivity 
and hepatotoxicity, should also be considered [14]. Ergots 
are another class of medications used for acute treatment. 
Ergotamine, in particular, has a more pronounced systemic 
vasoconstrictive effect, which can increase the risk of seri-
ous vasoconstriction complications, such as ergotism. 
Therefore, it is advisable to avoid using this drug in patients 
with cardiovascular diseases. Additionally, ergotamine is 
mainly metabolized by cytochrome P450 (CYP) 3A4 in the 
liver. It is recommended to avoid its use in patients taking 
strong CYP3A4 inhibitors, such as reverse transcriptase 
inhibitors, macrolide antibiotics, and azole antifungals, due 
to the higher risk of toxicity [15]. Moreover, ergots are con-
traindicated in pregnancy, and NSAIDs should be avoided, 
especially during the first and third trimesters [16]. Aside 
from safety concerns, it is well-known that a substantial 
number of patients respond suboptimally to triptans, failing 
to relieve headaches within two hours for at least 24 hours 
when using one or more triptans. These patients are classi-
fied as triptan non-responders, triptan-resistant, or triptan-
refractory [17]. A network meta-analysis has demonstrated 
the efficacy of rimegepant and ubrogepant for acute treat-
ment of migraine in triptan-insufficient responders, defined 
as those with a history of triptan discontinuation for any rea-
son [18]. Moreover, using triptans and NSAIDs repeatedly, 

either alone or in combination, can result in medication 
overuse headaches and increase the progression from epi-
sodic to chronic migraine [13]. As a result, the panelists 
have proposed gepants as an acute treatment option for 
patients who are ineligible, unable to tolerate, or have insuf-
ficient efficacy with triptans or other migraine medications.

In terms of migraine prevention, numerous unmet 
needs persist regarding traditional preventive medica-
tions. The use of these medications is restricted by their 
contraindications, especially in patients with multiple 
comorbidities. Moreover, traditional preventive agents 
are associated with a range of adverse effects, including 
drowsiness and constipation from tricyclic antidepres-
sants, weight gain and erectile dysfunction from beta 
blockers, and weight loss and depression from topira-
mate. These side effects could lead to poor tolerability 
and reduced long-term adherence. Consequently, the 
panelists suggest considering gepants as alternative 
options for patients who face limitations with traditional 
preventive treatments [19]. 

Gepants for acute treatment (statement 4, 11, 12, 13, 14)
All panelists agreed that gepants are suitable options for 
acute pharmacological treatment, aligning with the rec-
ommendations from the American Headache Society and 
the International Headache Society [4, 20]. Robust evi-
dence supports the efficacy of three gepants: ubrogepant, 
rimegepant and zavegepant. These drugs have demon-
strated efficacy over placebo in randomized clinical tri-
als, showing higher rate of headache pain freedom and 
absence of the most bothersome symptoms (photopho-
bia, phonophobia, or nausea) at two hours after dosing 
[21–25]. Furthermore, gepants can be used in conjunc-
tion with other classes of drugs such as CGRP mono-
clonal antibodies, triptans or NSAIDs. Real-world study 
indicates that combining CGRP monoclonal antibodies 
with gepants (rimegepant, ubrogepant) is both safe and 
well-tolerated [26]. The synergistic effect has been pro-
posed from the dual blockage of the CGRP pathway [27]. 
Moreover, deep insight into the distinctive mechanisms 
between these two drug classes in the dura has been pro-
posed. Atogepant could attenuate the early activation 
of C-fibres and the delayed activation of the Aδ-fibres 
whereas fremanezumab, a CGRP monoclonal antibody, 
only inhibits the delayed activation and sensitization of 
Aδ-fibres and high threshold neurons, without affect-
ing the early activation and sensitization of C-fibres and 
wide dynamic range neurons [28]. Additionally, there is 
evidence supporting the use of two gepants. Results from 
the TANDEM study show that the combination of ubro-
gepant as an acute pharmacological treatment and atoge-
pant as a preventive medication demonstrates similar 
safety profiles compared to using one gepant alone, with 
no new adverse events observed [29]. 
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In concordance with a strategy of “medication unde-
ruse”, gepants could be administered during the pre-
monitory phase. This phase is characterized by 
premonitory symptoms that serve as warnings of an 
impending migraine attack, occurring 2–48  hours 
before the aura in migraines with aura and prior to pain 
onset in migraines without aura. This stage is crucial in 
the migraine process, as it precedes the onset of pain 
and represents the optimal moment for administer-
ing gepants to prevent trigeminal activation [9, 30]. The 
PRODROME study supports this concept by demonstrat-
ing that administering ubrogepant during the prodrome 
resulted in a significantly higher rate of absence of mod-
erate or severe headache within 24  hours, occurring in 
46% of qualifying prodrome events compared to 29% of 
events treated with placebo [31]. While there is currently 
no evidence supporting the efficacy of other gepants, a 
class effect is considered plausible. It is important to pro-
vide patients with comprehensive education and training 
to help them identify premonitory symptoms for timely 
initiations of gepants therapy. These symptoms include 
fatigue, neck stiffness, mood changes, concentration dif-
ficulties, nausea, and photophobia [32]. However, for 
patients who cannot identify these symptoms, it is sug-
gested to take gepants as soon as the headache begins. 
Patients should initiate the medication when they sense 
their headache is progressing to a migraine attack [10]. 

For migraine patients with atypical aura, such as hemi-
plegic migraine, migraine with brainstem aura and reti-
nal migraine, the use of triptans is contraindicated due to 
potential safety concerns associated with their vasocon-
strictive effects [4]. Although all experts acknowledged a 
lack of concrete evidence supporting the use of gepants 
as acute therapy in certain patients, their use should not 
be restricted. Instead, gepants should be considered with 
a careful evaluation of the balance between risks and 
benefits. Furthermore, the panel noted that this concept 
could potentially be applied to the use of gepants for 
migraine prophylaxis.

Gepants for preventive treatment (statement 15, 16, 17, 
18, 19, 20)
Apart from acute treatment, the panelists consider gepants 
as viable options for preventive therapy. Rimegepant has 
shown efficacy in a randomized placebo-controlled trial in 
patients experiencing 4–18 moderate to severe migraine 
attacks per month over the last 3 months, significantly 
reducing the mean number of migraine days per month 
[33]. Similarly, atogepant demonstrated positive efficacy 
results in a randomized placebo-controlled trial involving 
patients with 4–14 migraine days per month, improving 
both the number of migraine days and headache days, as 
well as the Activity Impairment in Migraine Diary (AIM-D) 
scores [34]. Furthermore, the PROGRESS study assessed 

atogepant’s efficacy in preventing chronic migraines 
among patients with at least a one-year history of chronic 
migraines, revealing strong efficacy in reducing the number 
of migraine days [35]. As a result, the panel advocates the 
use of gepants as preventive therapy for episodic migraine. 
For chronic migraine, although the evidence is limited due 
to the small number of participants in the trial, rimegepant 
might still be considered as a treatment option.

Regarding the duration of prevention, the American 
Headache Society made no specific recommendation on 
how long patients should take gepants but stated that 
treatment regimens should be informed by clinical trial 
protocols and tailored to individual patient needs. Up to 
one year of rimegepant was used in clinical trials, demon-
strating an acceptable tolerability profile without signs of 
hepatotoxicity [20]. Furthermore, the long-term adminis-
tration of gepants has been associated with the absence of 
rebound headaches, suggesting a potential anti-rebound 
effect [36]. While gepants are likely to provide long-term 
benefits for patients, the International Headache Society 
recommends to continuing oral preventive treatment for 
at least six months [6]. After considering these perspec-
tives, the duration of prevention proposed by the panel-
ists is at least six months, as recommended for other oral 
preventive medications. It is important to acknowledge 
that this recommendation may vary based on individual 
patient clinical features and physician considerations.

There is limited data regarding combination therapy 
of gepants with other agents such as CGRP monoclonal 
antibodies. One study reported the use of rimegepant for 
acute therapy in combination with CGRP monoclonal 
antibodies as preventive therapy among 13 patients. With 
a mean treatment period of 9.6 weeks, favorable toler-
ability was observed, and no serious safety issues were 
identified [37]. Given the potential benefits, the panelists 
suggested that these combinations may be considered, 
though further study is warranted. Furthermore, they 
advocate the integration of gepants with non-pharmaco-
logical therapies to improve migraine control.

Gepants use in specific conditions
Medication overuse headache (statement 2, 27, 28, 29)
One advantage that distinguishes gepants from other 
medications with long-term use is the current lack 
of concern about inducing medication overuse head-
ache [38]. A preclinical study using a rodent model of 
medication overuse headache have demonstrated that 
repeated administration of ubrogepant does not induce 
cutaneous allodynia or latent sensitization, suggesting 
a negligible risk of medication overuse headache [39]. 
Additionally, clinical data on chronic gepant use has not 
demonstrated the induction of this condition. Although 
the relationship between medication overuse headache 
and the CGRP signaling pathway remains unclear, and 
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clinical data on the use of gepants at doses exceeding 
the recommended monthly limits are lacking, the panel-
ists recognized the potential benefits of gepants in this 
clinical context. They proposed gepants as an option for 
managing patients with medication overuse headaches. 
Furthermore, this drug may also offer benefits for high-
risk patients with frequent migraine attacks and warrant 
consideration. Given their unique ability to serve both 
as preventive measures and as acute treatments, gepants 
allow for a reduction in reliance on traditional analgesics, 
which are often associated with adverse effects such as 
medication overuse headaches. Rimegepant, notably, has 
been approved for both acute and preventive treatment 
modalities.

Menstrual migraine (statement 30)
Situational prevention represents a novel strategy in 
migraine management, where patients who can identify 
the high-risk periods for migraine attacks are advised to 
preemptively administer medication to prevent migraine 
episodes. Rimegepant has been utilized for this approach 
in two cases of migraine triggered by stress from exami-
nations and life events, as well as in one case with a 
predictable weekly migraine pattern [40]. Among the 
scenarios suitable for this approach, menstrual migraine 
is proposed as the most promising area for situational 
prevention [40]. There is very limited data on menstrual 
migraine treatment using gepants available on the mar-
ket. Only ubrogepant was shown in a post hoc analysis 
to demonstrate similar efficacy between perimenstrual 
migraine and non-perimenstrual migraine [41]. Conse-
quently, the panelists suggested using gepants solely for 
short-term prevention in patients with a regular men-
strual cycle.

Safety concerns (statement 3, 8, 9, 10)
Real-world data has demonstrated a generally favorable 
safety profile for rimegepant, atogepant, and ubrogepant. 
However, data regarding zavegepant remain limited due 
to its recent introduction to the market. The most fre-
quently reported adverse events are related to gastroin-
testinal disorders, particularly nausea [42]. According to 
the International Headache Society guidelines, antiemet-
ics are suggested to be added to analgesics if not contra-
indicated [4]. The panelist therefore allows the addition 
of antiemetics to gepants concurrently in patients who 
develop the symptoms of nausea and vomiting, irre-
spective of whether these symptoms are medication side 
effects or are manifestations of the migraine itself.

In patients with prior cardiovascular events, the panel-
ists voice concerns regarding the lack of solid data dem-
onstrating the safety of gepants use because clinical trials 
have typically excluded patients with a history of cardio-
vascular or cerebrovascular events. Although existing 

research indicates that gepants might be safer than trip-
tans and ergots, the sample sizes are too small and insuffi-
cient to draw definitive conclusions. Despite the absence 
of label contraindications from regulatory agencies, real-
world data indicate potential signal for cardiac adverse 
events, such as atrial flutter, associated with atogepant 
[42, 43]. Raynaud’s phenomenon is another adverse event 
of concern, as associations between this condition and 
the use of gepants have been identified in pharmacovigi-
lance databases [44, 45]. Consequently, while there are no 
significant red flags concerning the use of gepants in this 
population, there remains a lack of safety data to provide 
reassurance for their use among patients with cardiovas-
cular conditions. The risks and benefits should be thor-
oughly discussed with patients, and it is ideal to involve 
cardiologists to facilitate a comprehensive assessment. 
Conversely, for patients with cardiovascular risk fac-
tors without established events, the use of gepants is not 
prohibited. Post-hoc analyses of clinical trials indicate a 
favorable safety profile for ubrogepant, rimegepant, and 
atogepant in this population [46–48]. 

Concomitant use of gepants with other medications 
necessitates careful consideration. Given that gepants are 
primarily metabolized in the liver by CYP enzymes, espe-
cially CYP3A4, coadministration with strong CYP3A4 
inducers or inhibitors may significantly result in a sub-
therapeutic response or increased risk of side effects, 
respectively [49]. As a result, the panel advised against 
the concurrent administration of the medications and 
emphasized the importance of medication reconciliation. 
Moreover, the concomitant use of these medications may 
require dosage adjustments to ensure efficacy and safety, 
highlighting the need for effective communication among 
healthcare professionals and patient education [50].

Special populations
Pregnancy and breastfeeding (statement 21, 22, 23)
Due to the current paucity of safety data, the panel 
advised against the use of gepants in pregnant women. 
This is in accordance with the recommendation from the 
American College of Obstetricians and Gynecologists 
against rimegepant and ubrogepant for the treatment of 
primary headache in pregnancy, which is based on the 
absence of published human pregnancy data [51]. For 
patients planning a pregnancy, the expert advice a thor-
ough discussion with healthcare providers regarding the 
continuation or discontinuation of gepants. The rationale 
for recommending gepants as a more suitable option for 
patients planning a pregnancy, compared to monoclonal 
antibodies, is based on the differing safety profiles and 
cessation timelines associated with these treatments. The 
shorter half-lives of several hours for gepants facilitate a 
shorter discontinuation period prior to pregnancy, when 
compared to CGRP monoclonal antibodies that have 
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longer half-lives, lasting several weeks to months. While 
experts discussed the potential benefits of providing spe-
cific recommendations regarding when to discontinue 
these medications, they acknowledged the challenges of 
implementing such recommendations in real-world clini-
cal practice. The variability in individual patient circum-
stances complicates the standardized cessation timelines.

Concerning the management of breastfeeding patients, 
although the International Headache Society indicates 
that gepants may be utilized with caution by withhold-
ing breastfeeding for a duration of 8 to 12 hours [4], the 
panel did not recommend them as treatment options due 
to the requirement for more long-term safety data.

Pediatric population (statement 24)
Favorable efficacy and safety data of gepants, specifically 
rimegepant and ubrogepant, when used as acute treat-
ments in pediatric populations were observed in patients 
under 18 years old [52]. While high-quality evidence 
regarding the use of gepants in pediatric patients remains 
limited, preliminary studies suggest a favorable safety and 
efficacy profile, warranting consideration in this popula-
tion for cases of refractory migraine. Suitable candidates 
may include pediatric patients who have experienced 
treatment failure with other medications and present 
with high disease severity. Gepants should be started 
with the lowest possible dose and with careful monitor-
ing for adverse effects and therapeutic response [53]. 

Hepatic and renal impairment (statement 25, 26)
Patients with mild or moderate liver impairment (Child-
Pugh A or B) may receive standard doses of gepants. 
However, due to limited data regarding the use in severe 
liver disease, it is advisable to avoid gepants given their 
potential hepatotoxicity [54]. Generally, gepants require 
no dosage adjustment in patients with a creatinine clear-
ance of more than 30 ml/min. Nevertheless, dose reduc-
tions are indicated for both ubrogepant and atogepant 
in individuals with severe renal impairment. In cases of 
end-stage renal disease, the use of gepants should typi-
cally be avoided [54]. 

Conclusion
Gepants represent essential therapeutic options in 
migraine therapy, providing valuable alternatives as 
monotherapy or in combination with other drugs. For 
acute treatment, gepants are suitable for patients with 
contraindications or intolerance to conventional thera-
pies and should be initiated as early as possible, ideally 
during the premonitory phase. In terms of prevention, 
gepants can be used in individuals with limitation due 
to the long-term adverse effects of standard drugs, with 
a recommended duration of prevention continuing for at 
least six months. Long-term use has not been associated 

with medication overuse headache, suggesting that 
gepants might be utilized in patients with established 
or at high risk of this condition. While a favorable safety 
profile has been observed, careful monitoring for poten-
tial drug interactions is advised when used in patients 
with polypharmacy. Additionally, due to limited evi-
dence, patients with migraine with atypical aura, patients 
with prior cardiovascular events, and pediatric popula-
tions should undergo a risk-benefit evaluation before 
prescribing gepants. The long-term safety profile during 
post-marketing surveillance among gepants and potential 
newer indications or combinations with other drugs war-
rants vigilant monitoring.

Abbreviations
AIM-D	� Activity Impairment in Migraine Diary
CGRP	� Calcitonin gene-related peptide
CYP	� Cytochrome P450
ICHD	� International Classification of Headache Disorders
NSAIDs	� Non-steroidal anti-inflammatory drugs
USFDA	� United States Food and Drug Administration

Acknowledgements
Medical writing assistance was provided by Bhitta Surapat, BCP, alongside 
editorial support from Piyanoot Lueangon, MRes, both affiliated with TIMS 
(Thailand) Co., Ltd. The authors wish to thank Ruangwit Thamaree, MD and 
Utoomporn Wongphan, MD for their facilitation among all experts.

Authors’ contributions
All authors participated in both the surveys and meetings to create and 
refine the statements until consensus was reached. The expert meetings 
were led by ST (Surat Tanprawate) and moderated by PA and WR. PA and WR 
conceptualized the manuscript and reviewed the draft manuscript. All authors 
read, revised and approved the final manuscript for the intellectual content.

Funding
This research was funded by Pfizer (Thailand) Ltd., which facilitated expert 
consensus meetings and supported the publication process without 
influencing the statements and manuscript development.

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
PA has received speaker and advisory board honoraria from BL HUA, DKSH, 
Lundbeck, Pfizer, and ZP therapeutics. WR declares receiving speaker and 
advisory board honoraria from BL HUA, DKSH, Lundbeck, Pfizer, Viatris and 
ZP therapeutics. KV discloses participation in speaker’s bureaus for Abbott, 
AbbVie, Daiichi Sankyo, DKSH, Eli Lilly, GSK, Lundbeck, Merck, Novartis, Pfizer, 
Servier, Teva Pharma, Viatris, ZP therapeutics and Zuellig Pharma, as well as 
being a consultant for Daiichi Sankyo, Lundbeck, Novartis, Pfizer, Teva Pharma, 
and Zuellig Pharma. TP (Thanakit Pongpitakmetha) has received speaker 
honoraria from BL HUA, Daiichi Sankyo, Eisai, Lundbeck, Pfizer, Servier and ZP 
therapeutics. ST (Sekh Thanprasertsuk) reports speaker and advisory board 
honoraria from BL HUA, DKSH, Lundbeck, Pfizer, Viatris and ZP therapeutics. 
TP (Thaninjitra Poonpedpun) declares receiving speaker and advisory board 
honoraria from DKSH, Lundbeck, Pfizer and ZP therapeutics. PS has received 
speaker honoraria from BL HUA, DKSH, Pfizer and ZP therapeutics. KS discloses 
potential interests in receiving speaker honoraria from DKSH, Pfizer and ZP 



Page 10 of 11Anukoolwittaya et al. The Journal of Headache and Pain          (2025) 26:131 

therapeutics. KK has received speaker and advisory board honoraria from BL 
HUA, DKSH, Lundbeck, Pfizer, Viatris and ZP therapeutics. SK declares receiving 
honoraria as a speaker for BL HUA, DKSH, Lundbeck, Pfizer, Viatris and ZP 
therapeutics, as well as participation in advisory board meeting of Lundbeck. 
Both PD and CT report receiving an advisory board honorarium from Pfizer. NS 
has received speaker and advisory board honoraria from Abbott, A.Menarini, 
Bayer, BL HUA, Daiichi Sankyo, DKSH, Lundbeck, Novartis, Orion, Pfizer, Viatris 
and ZP therapeutics. NY received speaker and advisory board honoraria from 
BL HUA, Pfizer and ZP therapeutics. ST (Surat Tanprawate) discloses receiving 
speaker and advisory board honoraria from BL HUA, DKSH, Lundbeck, Pfizer, 
Viatris and ZP therapeutics.

Author details
1Chulalongkorn Headache and Orofacial Pain (CHOP) Service and 
Research Group, Faculty of Medicine, Chulalongkorn University, Bangkok, 
Thailand
2Division of Neurology, Department of Medicine, King Chulalongkorn 
Memorial Hospital, The Thai Red Cross Society, Bangkok, Thailand
3Thai Headache Society, The Neurological Society of Thailand (NST), 
Bangkok, Thailand
4Department of Medicine, Faculty of Medicine, King Mongkut’s Institute 
of Technology Ladkrabang, Bangkok, Thailand
5Department of Neuroscience, Bumrungrad International Hospital, 
Bangkok, Thailand
6Neuroscience Center, Bangkok International Hospital, Bangkok Dusit 
Medical Services (BDMS), Bangkok, Thailand
7Department of Pharmacology, Faculty of Medicine, Chulalongkorn 
University, Bangkok, Thailand
8Chula Neuroscience Center, King Chulalongkorn Memorial Hospital, The 
Thai Red Cross Society, Bangkok, Thailand
9Department of Physiology, Faculty of Medicine, Chulalongkorn 
University, Bangkok, Thailand
10Cerebrovascular and Neurology Department, Samitivej Sukhumvit 
Hospital, BDMS, Bangkok, Thailand
11Division of Neurology, Department of Medicine, Faculty of Medicine 
Siriraj Hospital, Mahidol University, Bangkok, Thailand
12Division of Neurology, Department of Medicine, Songkhla Hospital, 
Songkhla, Thailand
13Medical Education Center, Songkhla Hospital, Songkhla, Thailand
14Division of Neurology, Department of Medicine, Faculty of Medicine, 
Khon Kaen University, Khon Kaen, Thailand
15North-Eastern Stroke Research Group, Khon Kaen University, Khon Kaen, 
Thailand
16Department of Neurology, Neurological Institute of Thailand, Bangkok, 
Thailand
17Division of Neurology, Department of Medicine, Rajavithi Hospital, 
Bangkok, Thailand
18Division of Neurology, Department of Internal Medicine, Faculty of 
Medicine, Chiang Mai University, Chiang Mai, Thailand
19The Northern Neuroscience Center, Faculty of Medicine, Chiang Mai 
University, Chiang Mai, Thailand
20Internal Medicine Unit, Rajavej Chiang Mai Hospital, Chiang Mai, 
Thailand

Received: 23 April 2025 / Accepted: 22 May 2025

References
1. Edvinsson L, Haanes KA, Warfvinge K, Krause DN (2018) CGRP as the target of 

new migraine therapies - successful translation from bench to clinic. Nat Rev 
Neurol 14(6):338–350. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​3​8​​/​s​​4​1​5​8​2​-​0​1​8​-​0​0​0​3​-​1

2. Li D, Abreu J, Tepper SJ (2023) A brief review of gepants. Curr Pain Headache 
Rep 27(9):479–488. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​1​1​9​1​6​-​0​2​3​-​0​1​1​4​2​-​1

3. Tajti J, Szok D, Csati A, Vecsei L (2023) The pharmacotherapeutic management 
of episodic and chronic migraine with gepants. Expert Opin Pharmacother 
24(8):947–958. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​8​0​​/​1​​4​6​5​​6​5​6​​6​.​2​0​​2​3​​.​2​2​0​1​3​7​5

4. Puledda F, Sacco S, Diener HC, Ashina M, Al-Khazali HM, Ashina S et al 
(2024) International headache society global practice recommenda-
tions for the acute Pharmacological treatment of migraine. Cephalalgia 
44(8):3331024241252666. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​7​7​​/​0​​3​3​3​1​0​2​4​2​4​1​2​5​2​6​6​6

5.	 Charles AC, Digre KB, Goadsby PJ, Robbins MS, Hershey A, Headache A, S 
(2024) Calcitonin gene-related peptide-targeting therapies are a first-line 
option for the prevention of migraine: an American headache society posi-
tion statement update. Headache 64(4):333–341. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​1​1​​/​h​​e​a​
d​.​1​4​6​9​2

6.	 Puledda F, Sacco S, Diener HC, Ashina M, Al-Khazali HM, Ashina S et al 
(2024) International headache society global practice recommenda-
tions for preventive Pharmacological treatment of migraine. Cephalalgia 
44(9):3331024241269735. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​7​7​​/​0​​3​3​3​1​0​2​4​2​4​1​2​6​9​7​3​5

7.	 Thai Headache Society (2022) The Neurological Society of Thailand. Clinical 
Practice Guidelines on Diagnosis and Treatment of Migraine

8.	 Dalkey N, Helmer O (1963) An experimental application of the Delphi 
method to the use of experts. Manage Sci 9(3):458–467. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​2​
8​7​​/​m​​n​s​c​.​9​.​3​.​4​5​8

9.	 Headache Classification Committee of the International Headache Society 
(IHS) The International Classification of Headache Disorders, 3rd edition 
(2018) Cephalalgia, 38(1), 1-211. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​7​7​​/​0​​3​3​3​1​0​2​4​1​7​7​3​8​2​0​2

10.	 Rattanawong W, Rapoport A, Srikiatkhachorn A (2024) Medication underuse 
headache. Cephalalgia 44(4):3331024241245658. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​7​7​​/​0​​3​3​
3​1​0​2​4​2​4​1​2​4​5​6​5​8

11.	 Rattanawong W, Rapoport A, Srikiatkhachorn A (2022) Neurobiology of 
migraine progression. Neurobiol Pain 12:100094. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​y​n
p​a​i​​.​2​0​2​​2​.​​1​0​0​0​9​4

12.	 Sacco S, Ashina M, Diener HC, Haghdoost F, Lee MJ, Monteith TS et al (2025) 
Setting higher standards for migraine prevention: A position statement of the 
international headache society. Cephalalgia 45(2):3331024251320608. ​h​t​t​p​​s​:​/​​
/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​7​7​​/​0​​3​3​3​1​0​2​4​2​5​1​3​2​0​6​0​8

13.	 Bentivegna E, Galastri S, Onan D, Martelletti P (2024) Unmet needs in the 
acute treatment of migraine. Adv Ther 41(1):1–13. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​1​
2​3​2​5​-​0​2​3​-​0​2​6​5​0​-​7

14.	 Bindu S, Mazumder S, Bandyopadhyay U (2020) Non-steroidal anti-inflam-
matory drugs (NSAIDs) and organ damage: A current perspective. Biochem 
Pharmacol 180:114147. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​b​c​p​.​2​0​2​0​.​1​1​4​1​4​7

15.	 Ong JJY, De Felice M (2018) Migraine treatment: current acute medications 
and their potential. Mech Action Neurother 15(2):274–290. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.
1​0​0​7​​/​s​​1​3​3​1​1​-​0​1​7​-​0​5​9​2​-​1

16.	 Wells RE, Turner DP, Lee M, Bishop L, Strauss L (2016) Managing migraine dur-
ing pregnancy and lactation. Curr Neurol Neurosci Rep 16(4):40. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​
g​/​​1​0​.​​1​0​0​7​​/​s​​1​1​9​1​0​-​0​1​6​-​0​6​3​4​-​9

17.	 Sacco S, Lampl C, Amin FM, Braschinsky M, Deligianni C, Uluduz D et al (2022) 
European headache federation (EHF) consensus on the definition of effec-
tive treatment of a migraine attack and of Triptan failure. J Headache Pain 
23(1):133. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​8​6​​/​s​​1​0​1​9​4​-​0​2​2​-​0​1​5​0​2​-​z

18.	 Laohapiboolrattana W, Jansem P, Anukoolwittaya P, Roongpiboonsopit 
D, Hiransuthikul A, Pongpitakmetha T et al (2024) Efficacy of Lasmiditan, 
Rimegepant and ubrogepant for acute treatment of migraine in Triptan insuf-
ficient responders: systematic review and network meta-analysis. J Headache 
Pain 25(1):194. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​8​6​​/​s​​1​0​1​9​4​-​0​2​4​-​0​1​9​0​4​-​1

19.	 Bentivegna E, Onan D, Martelletti P (2023) Unmet needs in preventive treat-
ment of migraine. Neurol Ther 12(2):337–342. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​4​0​1​2​
0​-​0​2​3​-​0​0​4​3​8​-​z

20.	 Ailani J, Burch RC, Robbins MS, Board of Directors of the American Headache 
(2021) The American headache society consensus statement: update 
on integrating new migraine treatments into clinical practice. Headache 
61(7):1021–1039. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​1​1​​/​h​​e​a​d​.​1​4​1​5​3

21.	 Dodick DW, Lipton RB, Ailani J, Lu K, Finnegan M, Trugman JM et al (2019) 
Ubrogepant for the treatment of migraine. N Engl J Med 381(23):2230–2241. 
h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​5​6​​/​N​​E​J​M​o​a​1​8​1​3​0​4​9

22.	 Lipton RB, Dodick DW, Ailani J, Lu K, Finnegan M, Szegedi A et al (2019) Effect 
of ubrogepant vs placebo on pain and the most bothersome associated 
symptom in the acute treatment of migraine: the ACHIEVE II randomized 
clinical trial. JAMA 322(19):1887–1898. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​1​​/​j​​a​m​a​.​2​0​1​9​.​1​6​7​
1​1

23.	 Lipton RB, Croop R, Stock EG, Stock DA, Morris BA, Frost M et al (2019) 
Rimegepant, an oral calcitonin Gene-Related peptide receptor antagonist, for 
migraine. N Engl J Med 381(2):142–149. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​5​6​​/​N​​E​J​M​o​a​1​8​1​1​
0​9​0

24.	 Croop R, Goadsby PJ, Stock DA, Conway CM, Forshaw M, Stock EG et al (2019) 
Efficacy, safety, and tolerability of Rimegepant orally disintegrating tablet 
for the acute treatment of migraine: a randomised, phase 3, double-blind, 
placebo-controlled trial. Lancet 394(10200):737–745. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​
S​​0​1​4​0​-​6​7​3​6​(​1​9​)​3​1​6​0​6​-​X

https://doi.org/10.1038/s41582-018-0003-1
https://doi.org/10.1007/s11916-023-01142-1
https://doi.org/10.1080/14656566.2023.2201375
https://doi.org/10.1177/03331024241252666
https://doi.org/10.1111/head.14692
https://doi.org/10.1111/head.14692
https://doi.org/10.1177/03331024241269735
https://doi.org/10.1287/mnsc.9.3.458
https://doi.org/10.1287/mnsc.9.3.458
https://doi.org/10.1177/0333102417738202
https://doi.org/10.1177/03331024241245658
https://doi.org/10.1177/03331024241245658
https://doi.org/10.1016/j.ynpai.2022.100094
https://doi.org/10.1016/j.ynpai.2022.100094
https://doi.org/10.1177/03331024251320608
https://doi.org/10.1177/03331024251320608
https://doi.org/10.1007/s12325-023-02650-7
https://doi.org/10.1007/s12325-023-02650-7
https://doi.org/10.1016/j.bcp.2020.114147
https://doi.org/10.1007/s13311-017-0592-1
https://doi.org/10.1007/s13311-017-0592-1
https://doi.org/10.1007/s11910-016-0634-9
https://doi.org/10.1007/s11910-016-0634-9
https://doi.org/10.1186/s10194-022-01502-z
https://doi.org/10.1186/s10194-024-01904-1
https://doi.org/10.1007/s40120-023-00438-z
https://doi.org/10.1007/s40120-023-00438-z
https://doi.org/10.1111/head.14153
https://doi.org/10.1056/NEJMoa1813049
https://doi.org/10.1056/NEJMoa1813049
https://doi.org/10.1001/jama.2019.16711
https://doi.org/10.1001/jama.2019.16711
https://doi.org/10.1056/NEJMoa1811090
https://doi.org/10.1056/NEJMoa1811090
https://doi.org/10.1016/S0140-6736(19)31606-X
https://doi.org/10.1016/S0140-6736(19)31606-X


Page 11 of 11Anukoolwittaya et al. The Journal of Headache and Pain          (2025) 26:131 

25.	 Lipton RB, Croop R, Stock DA, Madonia J, Forshaw M, Lovegren M et al (2023) 
Safety, tolerability, and efficacy of Zavegepant 10 mg nasal spray for the 
acute treatment of migraine in the USA: a phase 3, double-blind, randomised, 
placebo-controlled multicentre trial. Lancet Neurol 22(3):209–217. ​h​t​t​p​​s​:​/​​/​d​o​i​​
.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​S​​1​4​7​4​-​4​4​2​2​(​2​2​)​0​0​5​1​7​-​8

26.	 Alsaadi T, Suliman R, Santos V, Al Qaisi I, Carmina P, Aldaher B et al (2024) 
Safety and tolerability of combining CGRP monoclonal antibodies with 
gepants in patients with migraine: A retrospective study. Neurol Ther 
13(2):465–473. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​4​0​1​2​0​-​0​2​4​-​0​0​5​8​6​-​w

27.	 Shah T, Bedrin K, Tinsley A (2023) Calcitonin gene relating peptide inhibitors 
in combination for migraine treatment: A mini-review. Front Pain Res (Laus-
anne) 4:1130239. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​3​3​8​9​​/​f​​p​a​i​n​.​2​0​2​3​.​1​1​3​0​2​3​9

28.	 Melo-Carrillo A, Strassman AM, Broide R, Adams A, Dabruzzo B, Brin M et 
al (2024) Novel insight into Atogepant mechanisms of action in migraine 
prevention. Brain 147(8):2884–2896. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​9​3​​/​b​​r​a​i​n​/​a​w​a​e​0​6​2

29.	 Ailani J, Lipton RB, Blumenfeld AM, Mechtler L, Klein BC, He MY et al (2024) 
Safety and tolerability of ubrogepant for the acute treatment of migraine 
in participants taking Atogepant for the preventive treatment of episodic 
migraine: results from the TANDEM study. Headache. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​1​1​​/​
h​​e​a​d​.​1​4​8​7​1

30.	 Gago-Veiga AB, Vivancos J, Sobrado M (2021) The premonitory phase: A 
crucial stage in migraine. Neurologia (Engl Ed) 36(4):298–304. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/
1​0​.​​1​0​1​6​​/​j​​.​n​r​l​.​2​0​1​7​.​0​9​.​0​1​4

31.	 Dodick DW, Goadsby PJ, Schwedt TJ, Lipton RB, Liu C, Lu K et al (2023) Ubro-
gepant for the treatment of migraine attacks during the prodrome: a phase 3, 
multicentre, randomised, double-blind, placebo-controlled, crossover trial in 
the USA. Lancet 402(10419):2307–2316. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​S​​0​1​4​0​-​6​7​3​6​(​
2​3​)​0​1​6​8​3​-​5

32.	 Eigenbrodt AK, Christensen RH, Ashina H, Iljazi A, Christensen CE, Steiner TJ et 
al (2022) Premonitory symptoms in migraine: a systematic review and meta-
analysis of observational studies reporting prevalence or relative frequency. J 
Headache Pain 23(1):140. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​8​6​​/​s​​1​0​1​9​4​-​0​2​2​-​0​1​5​1​0​-​z

33.	 Croop R, Lipton RB, Kudrow D, Stock DA, Kamen L, Conway CM et al (2021) 
Oral Rimegepant for preventive treatment of migraine: a phase 2/3, ran-
domised, double-blind, placebo-controlled trial. Lancet 397(10268):51–60. 
​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​S​​0​1​4​0​-​6​7​3​6​(​2​0​)​3​2​5​4​4​-​7

34.	 Ailani J, Lipton RB, Goadsby PJ, Guo H, Miceli R, Severt L et al (2021) Atoge-
pant for the preventive treatment of migraine. N Engl J Med 385(8):695–706. 
h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​5​6​​/​N​​E​J​M​o​a​2​0​3​5​9​0​8

35.	 Pozo-Rosich P, Ailani J, Ashina M, Goadsby PJ, Lipton RB, Reuter U et al (2023) 
Atogepant for the preventive treatment of chronic migraine (PROGRESS): 
a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet 
402(10404):775–785. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​S​​0​1​4​0​-​6​7​3​6​(​2​3​)​0​1​0​4​9​-​8

36.	 Cohen F, Yuan H, Silberstein SD (2022) Calcitonin Gene-Related peptide 
(CGRP)-Targeted monoclonal antibodies and antagonists in migraine: current 
evidence and rationale. BioDrugs 36(3):341–358. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​4​0​
2​5​9​-​0​2​2​-​0​0​5​3​0​-​0

37.	 Berman G, Croop R, Kudrow D, Halverson P, Lovegren M, Thiry AC et al (2020) 
Safety of Rimegepant, an oral CGRP receptor antagonist, plus CGRP monoclo-
nal antibodies for migraine. Headache 60(8):1734–1742. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​
1​1​​/​h​​e​a​d​.​1​3​9​3​0

38.	 Green MW (2021) Medication overuse headache. Curr Opin Neurol 34(3):378–
383. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​9​7​​/​W​​C​O​.​​0​0​0​​0​0​0​0​​0​0​​0​0​0​0​9​2​5

39.	 Navratilova E, Behravesh S, Oyarzo J, Dodick DW, Banerjee P, Porreca F (2020) 
Ubrogepant does not induce latent sensitization in a preclinical model of 
medication overuse headache. Cephalalgia 40(9):892–902. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​
1​1​7​7​​/​0​​3​3​3​1​0​2​4​2​0​9​3​8​6​5​2

40.	 Lipton RB, Ailani J, Mullin K, Pavlovic JM, Tepper SJ, Dodick DW et al (2024) 
Situational prevention: pharmacotherapy during periods of increased risk for 
migraine attacks. Headache 64(7):859–864. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​1​1​​/​h​​e​a​d​.​1​4​7​7​5

41.	 MacGregor EA, Hutchinson S, Lai H, Dabruzzo B, Yu SY, Trugman JM et al 
(2023) Safety and efficacy of ubrogepant for the acute treatment of perimen-
strual migraine attacks: A post hoc analysis. Headache 63(8):1135–1144. ​h​t​t​p​​s​
:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​1​1​​/​h​​e​a​d​.​1​4​6​1​9

42.	 Liang Q, Liao X, Wu H, Huang Y, Liang T, Li H (2024) Real-world study of 
adverse events associated with Gepant use in migraine treatment based on 
the vigiaccess and U.S. Food and drug administration’s adverse event report-
ing system databases. Front Pharmacol 15:1431562. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​3​3​8​9​​/​f​​
p​h​a​r​.​2​0​2​4​.​1​4​3​1​5​6​2

43.	 Robblee J, Harvey LK (2022) Cardiovascular disease and migraine: are the new 
treatments safe?? Curr Pain Headache Rep 26(8):647–655. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​
0​0​7​​/​s​​1​1​9​1​6​-​0​2​2​-​0​1​0​6​4​-​4

44.	 Gerard AO, Merino D, Van Obberghen EK, Rocher F, Destere A, Lanteri-
Minet M et al (2022) Calcitonin gene-related peptide-targeting drugs and 
Raynaud’s phenomenon: a real-world potential safety signal from the WHO 
pharmacovigilance database. J Headache Pain 23(1):53. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​
8​6​​/​s​​1​0​1​9​4​-​0​2​2​-​0​1​4​2​4​-​w

45.	 Lee N, Ok JH, Rhee SJ, Kim Y (2025) Disproportionality analysis of Raynaud’s 
phenomenon associated with calcitonin gene-related peptide inhibitors 
using the food and drug administration adverse event reporting system. Sci 
Rep 15(1):5675. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​3​8​​/​s​​4​1​5​9​8​-​0​2​5​-​8​7​4​2​1​-​w

46.	 Hutchinson S, Silberstein SD, Blumenfeld AM, Lipton RB, Lu K, Yu SY et al 
(2021) Safety and efficacy of ubrogepant in participants with major cardio-
vascular risk factors in two single-attack phase 3 randomized trials: ACHIEVE I 
and II. Cephalalgia 41(9):979–990. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​7​7​​/​0​​3​3​3​1​0​2​4​2​1​1​0​0​0​3​
1​1

47.	 True D, Mullin K, Croop R (2024) Safety of Rimegepant in adults with migraine 
and cardiovascular risk factors: analysis of a multicenter, Long-Term, Open-
Label study. Pain Ther 13(5):1203–1218. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​4​0​1​2​2​-​0​2​4​-​0​
0​6​2​6​-​1

48.	 Best P, Harriott A, Monteith T, Tassorelli C, Nahas S, Davidovic G et al (2023) 
Post hoc analysis of progress: evaluating the safety of Atogepant in partici-
pants with chronic migraine and cardiovascular risk factors. J Neurol Sci 455. 
h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​j​n​s​.​2​0​2​3​.​1​2​1​6​3​1

49.	 Joshi S, Tepper SJ, Lucas S, Rasmussen S, Nelson R (2021) A narrative review of 
the importance of pharmacokinetics and drug-drug interactions of preven-
tive therapies in migraine management. Headache 61(6):838–853. ​h​t​t​p​​s​:​/​​/​d​o​i​​
.​o​​r​g​/​​1​0​.​​1​1​1​1​​/​h​​e​a​d​.​1​4​1​3​5

50.	 Altamura C, Brunelli N, Marcosano M, Fofi L, Vernieri F (2022) Gepants - a long 
way to cure: a narrative review. Neurol Sci 43(9):5697–5708. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​
.​​1​0​0​7​​/​s​​1​0​0​7​2​-​0​2​2​-​0​6​1​8​4​-​8

51.	 Headaches in Pregnancy and Postpartum: ACOG Clinical Practice Guideline 
No. 3 (2022) Obstet Gynecol 139(5), 944–972. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​9​7​​/​A​​O​G​.​​0​0​
0​​0​0​0​0​​0​0​​0​0​0​4​7​6​6

52.	 Tourlas K, Pavitt S (2023) Safety and efficacy of oral calcitonin Gene-Related 
peptide receptor antagonists for the acute treatment of migraine in the 
pediatric population (P9-12.010). 2507 Neurology.100(17_supplement_2). 
​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​2​1​2​​/​W​​N​L​.​​0​0​0​​0​0​0​0​​0​0​​0​2​0​2​6​0​6

53.	 Moore L, Pakalnis A (2024) Calcitonin Gene-Related peptide inhibitors in the 
treatment of migraine in the pediatric and adolescent populations: A review. 
Pediatr Neurol 157:87–95. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​p​e​​d​i​a​​t​r​n​e​​u​r​​o​l​.​2​0​2​4​.​0​5​.​0​1​3

54.	 Hird MA, Sandoe CH (2024) Migraine management in medically complex 
patients: a narrative review. Curr Neurol Neurosci Rep 24(9):423–438. ​h​t​t​p​s​:​​​/​​/​
d​o​​i​.​​o​r​​g​​/​​1​0​​.​1​0​​​0​7​​/​s​1​1​​9​1​0​-​​0​2​4​-​0​​1​3​6​1​-​y

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.

https://doi.org/10.1016/S1474-4422(22)00517-8
https://doi.org/10.1016/S1474-4422(22)00517-8
https://doi.org/10.1007/s40120-024-00586-w
https://doi.org/10.3389/fpain.2023.1130239
https://doi.org/10.1093/brain/awae062
https://doi.org/10.1111/head.14871
https://doi.org/10.1111/head.14871
https://doi.org/10.1016/j.nrl.2017.09.014
https://doi.org/10.1016/j.nrl.2017.09.014
https://doi.org/10.1016/S0140-6736(23)01683-5
https://doi.org/10.1016/S0140-6736(23)01683-5
https://doi.org/10.1186/s10194-022-01510-z
https://doi.org/10.1016/S0140-6736(20)32544-7
https://doi.org/10.1056/NEJMoa2035908
https://doi.org/10.1056/NEJMoa2035908
https://doi.org/10.1016/S0140-6736(23)01049-8
https://doi.org/10.1007/s40259-022-00530-0
https://doi.org/10.1007/s40259-022-00530-0
https://doi.org/10.1111/head.13930
https://doi.org/10.1111/head.13930
https://doi.org/10.1097/WCO.0000000000000925
https://doi.org/10.1177/0333102420938652
https://doi.org/10.1177/0333102420938652
https://doi.org/10.1111/head.14775
https://doi.org/10.1111/head.14619
https://doi.org/10.1111/head.14619
https://doi.org/10.3389/fphar.2024.1431562
https://doi.org/10.3389/fphar.2024.1431562
https://doi.org/10.1007/s11916-022-01064-4
https://doi.org/10.1007/s11916-022-01064-4
https://doi.org/10.1186/s10194-022-01424-w
https://doi.org/10.1186/s10194-022-01424-w
https://doi.org/10.1038/s41598-025-87421-w
https://doi.org/10.1177/03331024211000311
https://doi.org/10.1177/03331024211000311
https://doi.org/10.1007/s40122-024-00626-1
https://doi.org/10.1007/s40122-024-00626-1
https://doi.org/10.1016/j.jns.2023.121631
https://doi.org/10.1016/j.jns.2023.121631
https://doi.org/10.1111/head.14135
https://doi.org/10.1111/head.14135
https://doi.org/10.1007/s10072-022-06184-8
https://doi.org/10.1007/s10072-022-06184-8
https://doi.org/10.1097/AOG.0000000000004766
https://doi.org/10.1097/AOG.0000000000004766
https://doi.org/10.1212/WNL.0000000000202606
https://doi.org/10.1016/j.pediatrneurol.2024.05.013
https://doi.org/10.1007/s11910-024-01361-y
https://doi.org/10.1007/s11910-024-01361-y

	﻿Expert consensus on gepants for acute and preventive treatment of migraine in Thailand
	﻿Abstract
	﻿Introduction
	﻿Methods
	﻿Results
	﻿Discussion
	﻿Unmet needs in migraine treatment (statement 5, 6, 7, 16, 17)﻿
	﻿Gepants for acute treatment (statement 4, 11, 12, 13, 14)﻿
	﻿Gepants for preventive treatment (statement 15, 16, 17, 18, 19, 20)﻿
	﻿Gepants use in specific conditions
	﻿Medication overuse headache (statement 2, 27, 28, 29)﻿
	﻿Menstrual migraine (statement 30)﻿


	﻿Safety concerns﻿ (statement 3, 8, 9, 10)﻿
	﻿Special populations
	﻿Pregnancy and breastfeeding (statement 21, 22, 23)﻿
	﻿Pediatric population (statement 24)﻿
	﻿﻿Hepatic and renal impairment (statement 25﻿﻿,﻿ 26)﻿

	﻿Conclusion
	﻿References




