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Ischemia cerebrale: «pearls»

• Anticoagulazione con DOAC dopo uno stroke
• «Minor» stroke 2-3 giorni, «moderate/severe» stroke 5-7 giorni

• DOAC >> Vit K antg

• 8 settimane dopo una emorragia

• Anti-aggregazione dopo uno stroke
• Doppia anti-aggregazione in TIA e minor stroke (NIHSS<5p) per 3 setttimane

• Successivamente mono-antiaggregazione a vita (clopidrogel > ASS)

• Stroke e severa arteriopatia
• Considerare ASS+ DOAC (Rivaroxaban 2.5 mg x2)

American Academy of Neurology, AAN, San Diego 2025 
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ORALS TARGETING THE CGRP PATHWAY: GEPANTS

Al-Hassany et al. Lancet Neurol 2022; 21 (3):284-294.

https://www.thelancet.com/article/S1474-4422(21)00409-9/fulltext
https://www.thelancet.com/article/S1474-4422(21)00409-9/fulltext
https://www.thelancet.com/article/S1474-4422(21)00409-9/fulltext
https://www.thelancet.com/journals/laneur/issue/vol21no3/PIIS1474-4422(22)X0003-3


IHC25-LBA-015

Efficacy and safety of eptinezumab in adults with chronic migraine and 
medication-overuse headache: 24-week results of the RESOLUTION trial

Presented at the 22nd Congress of the International Headache Society, September 10–13, 2025 (São Paulo, Brazil)

608 CM+MOH
• Mean MMDs 20.9
• Mean monthly days with acute medication use 20.1



IHC25-OR-026

PEARL: Pan-European Real-Life Study (EUPAS35111)

24-month, observational, prospective Ph. 4 study 

effectiveness and safety of fremanezumab

1140 adults with EM or CM

Post hoc analysis

Effectiveness in subgroups (migraine type, no. of prior preventive treatment 

failures)

Trend towards enhanced effectiveness of fremanezumab in patients with EM and fewer 
prior treatment failures, compared with CM and more treatment failures

Proportion achieving ≥50% reduction in MMD Factors associated with a higher likelihood of 50% reduction in MMD 

Variable
Odds 

Ratio 

Lower 

95% CI

Upper 95% 

CI

Wald 

Chi-

Square

p-value

Migraine (EM/CM) 1.785 1.285 2.478 11.9646 0.0005

History of depression 

or anxiety (no/yes)
1.399 0.977 2.003 3.3664 0.0665

OnabotulinumtoxinA 

as premedication 

(no/yes)†
1.542 1.125 2.113 7.2644 0.0070



Unsuitable for triptan therapy due to:
(A) history of prior intolerance or lack of efficacy to ≥2 triptans or
(B) the presence of a contraindication.

Rimegepant n=295
Placebo n=290

IHC25-PO-277



EP1: MMDs change Adverse events

Although not tested, 

improvement for QD 

rimegepant appears more 

robust than for EOD dosing.

HC25-OR-030



Tolerability, Safety, and Efficacy of 
Atogepant Versus Topiramate in 
Participants Requiring Preventive 
Treatment for Migraine: Results From 
the Head-To-Head TEMPLE Trial

Uwe Reuter, Annelies Van Dycke, Stewart Tepper, 
Mark Kristof Farkas, Giovanna Forero, Lei Luo, Hua 
Guo, Eric Cohen, Krisztian Nagy

IHC25-LBAPO-060

CM/EM, MMDs 11 ATO 273 : TOP 277



Effectiveness and tolerability of the combination of onabotulinumtoxinA and atogepant 
for migraine prevention in Norway: the SYNERGY real-world study
Marina Romozzi, Luigi Francesco Iannone, Edoardo Caronna, Patricia Pozo-Rosich, 

Ian Finkelstein, Dineo Seabi, Anne Hege Aamodt, Erling Andreas Tronvik, Christina Sundal

Objective

Atogepant, a small-molecule CGRP receptor antagonist, and botulinum toxin type A (BoNTA) may exert synergistic effects within the 
trigeminovascular system, with atogepant primarily targeting Aδ-fibers and BoNTA C-fibers. This study aimed to evaluate the effectiveness and 
safety of preventive treatment with atogepant added to a stable regimen of BoNTA after 24 weeks of dual therapy.

Methods

This retrospective cohort study, conducted at NeuroClinic (Norway), included adult patients with chronic migraine (CM) who had received ≥ three 
consecutive cycles of BoNTA and atogepant 60 mg daily in add-on. Patients were evaluated at baseline (M0) and 24 weeks (M6) after atogepant 
start. Monthly migraine days (MMDs), monthly headache days (MHDs), monthly acute medication (MAMs), Headache Impact Test-6 (HIT-6) were 
assessed. Patients' Global Impression of Change (PGIC) scale was evaluated at M6.
The outcomes were MMDs change from M0 to M6, proportion of responders (≥50% reduction in MMDs (50%RR)) at M6, comparison between 
responders and non-responders, and comparison of patients naïve to monoclonal antibodies anti-CGRP (anti-CGRP mAbs, naive) and not (non-
naive). Adverse events (AEs) were recorded.

Results

Eighty-two CM patients (93.9% females, mean age [±SD] 42.8±10.3 years) were included. MMDs from baseline (16.4±6.8) to M6 (10.0±7.0) 
achieved a reduction of 6.4±5.2 days (p<0.001). The naive group (n=20, 24.3%) achieved a reduction of 6.1±5.4 MMDs (p<0.001), whereas the non-
naive group (n=62, 75.6%) had a reduction of 6.5±5.3 (p<0.001). At M6, 37 (45.1%) patients were 50%RR, and the mean PGIC was 5.6±1.1. A lower 
percentage of patients with 50%RR had used anti-CGRP mAbs (64.9% vs. 84.4%, p=0.040). Patients with 50%RR had fewer cycles of BoNTA 
(10.9±6.6 vs. 14.8±7.8, p=0.018), fewer prior ineffective preventive treatments (4.8±1.4 vs. 5.3±1.1, p=0.049), lower HIT-6 score (62.5±3.0 vs. 
64.8±3.1, p<0.001) and higher MAMs (11.7±1.3 vs. 10.8±2.2, p=0.035) at baseline.  Higher baseline MAMs increased the likelihood of 50%RR 
(OR=1.51, 95% CI:1.03-2.20, p=0.035), while higher HIT-6 scores (OR=0.76, 95% CI:0.63-0.92, p=0.004) and more BoNTA cycles (OR=0.92, 95% 
CI:0.85-1.00, p=0.049) reduced response likelihood.

Finally, 49/82 patients (59.7%) had at least one AE, all mild; none led to discontinuation.

Conclusion

The study demonstrates effectiveness, tolerability, and high PGIC scores for atogepant in add-on to BoNTA at 24 weeks in a real-world setting in a 
difficult-to-treat population.

IHC25-PO-317





Weight Loss With Atogepant in Participants With Migraine and Overweight or Obesity: Interim Analysis of a Phase 
3, Multicenter, Open-Label, 156-Week Extension Study

B. Lee Peterlin, Jonathan H. Smith, Jessica Ailani, Teshamae Monteith, Yingyi Liu, Eric Cohen, Krisztian Nagy, Brett Dabruzzo, Dale S. Bond

Overweight or obese participants to ELEVATE (NCT04740827; EM, failed by 2–4 preventives) or PROGRESS 
(NCT03855137; CM)

IHC25-OR-027 ORAL



Methods

In this phase 2, triple-blind, parallel group, randomized controlled trial, adults with 2 to 8 migraine attacks per 
month were assigned to receive 16 mg candesartan, 8 mg candesartan, or placebo once daily for 12 weeks. The 
primary endpoint was the change in the mean number of migraine days per four weeks from baseline to weeks 9–
12. Secondary endpoints included changes in headache days, triptan use, and the proportion of participants 
achieving a ≥50% reduction in migraine days. Safety and tolerability were also assessed.

Results

A total of 458 participants were randomized (16 mg: n=156; 8 mg: n=150; placebo: n=152). At baseline, the mean 
number of migraine days per four weeks was 5.7. By weeks 9–12, migraine days decreased by 2.04 in the 16 mg 
group and 2.20 in the 8 mg group, compared to 0.82 in the placebo group (P<0.001 for both candesartan groups 
vs. placebo; P=0.50 between candesartan doses). Both candesartan groups also showed significant reductions in 
headache days and triptan use (P<0.001). The ≥50% responder rate was 49% for 16 mg, 50% for 8 mg, and 25% for 
placebo (P<0.001). The frequency of adverse events was higher in the two treatment groups (60.9% in the 16 mg 
group and 60.7% in the 8 mg group) compared to the placebo group (43%). However, participants across all three 
groups reported minimal discomfort with the trial drug. The proportion of participants who discontinued the trial 
due to inadequate tolerability was 2.2%.

Conclusion

Candesartan 8 mg and 16 mg daily significantly reduced migraine frequency compared to placebo, with no 
significant difference between doses. These findings support candesartan as an effective and well-tolerated 
preventive treatment option for episodic migraine in both specialist and primary care settings.

IHC25-PO-307





Atogepant Demonstrates Greater Improvement in Function Using the Activity Impairment in Migraine-Diary (AIM-D) During Interictal 
Days: Post-Hoc Analysis From the PROGRESS Chronic Migraine Trial

Richard B. Lipton, Pranav Gandhi, Antoinette Maassen van den Brink, Elizabeth Leroux, Rashmi Halker Singh, Molly Duan, Brett Dabruzzo, Kandavadivu Umashankar, Jonathan 
Stokes, Dawn C. Buse.

IHC25-PO-306

Headache day, premonitory / postdromal day (the day preceding/ following a headache day), interictal day (all other days).

Performance of Daily Activities (PDA, 7 items): [ability to/ability to perform] chores, errands, leisure home, leisure outside, strenuous activities, concentrate, think clearly

Physical Impairment (PI, 4 items): walk, move body, bend forward, move head



Diagnostica                                                                                               
Terapia immunologica



















Non-pharmacological treatments 
with personalizesed activities, enjoyable 
exercice and  environmental strategies 

improve apathy and depression



Take home message

Stroke sotto terapia anti-coagulante non cambiare DOAC

 - ripresa DOAC (rischio/benefici) →8 settimane

 - ripresa ASS → 1 settimana

Anti-CGRP e Gepants sono più efficaci delle terapie profilattiche 
standard e l’efficacia è confermatasul lungo termine

 - terapie efficaci nel «post-drome»

Stadi precoci e di entità lieve di M. Alzheimer rispondono meglio ad 
una terapia immunologica 

 - plasma pTau 217 «game changer» nella diagnostica
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