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Biomarker und Neuropeptide im Migrane -
geschehen sowie mogliche Zusammenhange
von Migrane und Schlaganfali

Assoc. Prof. PD Dr. Gregor Brossner
Medizinische Universitat Innsbruck

Osterreich
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EHC 2025 - Lisbon Grodzka et al. Journal of Headache and Pain 2025



Was ist der “missing link“ der RR fur Migrane und

CVvD?

SCORE2 risk prediction algorithms:
new models to estimate 10-year risk
of cardiovascular disease in Europe

SCORE?2 risk prediction algorithms key features

d‘ Sex-specific risk prediction models
t ~*  Estimate 10-year risk of fatal and non-fatal CVD

|_ \_ Calibrated to the most contemporary and representative CVD rates

!

Available for four distinct European risk regions
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Can be rapidly updated to reflect future CVD incidence and risk
factor profiles
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Original Investigation | Neurology
Cardiovascular Risk Scores and Migraine Status

Linda Al-Hassany, MSc; Antoinette MaassenVanDenBrink, PhD; Tobias Kurth, MD, ScD

Meaning These results suggest that
having active or developing migraine
may be associated with a relatively
healthy vascular system, as assessed by
traditional cardiovascular risk factors,
despite migraine being a prominent
marker for increased cardiovascular risk.



Behandlungsstrategle bel IIH

If wi 0ss fails (persistent symptoms)
or

(loss of visual field, decline in visual acuity, or inability
to perform visual function tests)

—> Surgery or stenting




RESOLUTION —
Knotenpunkte der Therapie

PD Dr. Robert Fleischmann

Universitatsmedizin Greifswald




Hoher Gebrauch bedingt hohen Bedarf von
Akutmedikation

Wiederkehrende
Migraneattacken

Aufmerksamkeitsfokus
& Grubeln liber Schmerz

Stress/Anspannung
- (Angst kann Attacken triggern)
Attackenangst:
Furcht vor negativen
Konsequenzen

Konditionierte Verstarkung
(Jriptan hilft schnell “)

Kurzfristige Erleichterung
nach Triptan-Einnahme

»Sicherheits“-Einnahme

um im Alltag zu funktionieren
Aufmerksamkeit &

Antizipation:

Fruhzeichen-Monitoring Sensitivierung /

Hyperalgesie
(T Kopfschmerztage)

Furchtvermeidung:
Trigger- & Aktivitatsvermeidung
(! natiirliche Belohnung)

Kontrollverlust & Ubergebrauch
(Triptane =10 Tage/Monat
uber >3 Monate) - MOH

Kopfschmerz bei Ubergebrauch von Akutmedikation (MOH)

Eigene Abbildung basierend auf: Klan et al. Der Schmerz 2025; Lipton et al. Cephalalgia 2003



RESOLUTION-Studie'?: Studiendesign

RESOLUTION-Studie war eine randomisierte, doppelblinde, placebokontrollierte Phase-IV-Studie

Placebo-kontrollierte SULLC Sicherheits-Follow-up-Phase
Screening-Phase Phase Verlangerungsphase (12 (8 Wochen)
(12 Wochen) Wochen)
=Y

Visite 1 2 3 4 5 6 7 8
A A A
(Randomisierun'\::)_16 018) (2380_%9061[2%%)
Tage -30 Wochen 0 4 8 12 16 24 32
A A A A A A
Screening- Baseline/ Primarer IMP- Ende Sicherheits-
Untersuchung Randomi- Endpunkt Infusion der Therapie Follow-up

sierung

1) Nach Jensen RH et al. Front Neurol 2023;14:1114654; 2) Jensen RH et al. Poster P-297, Scientific
Meeting of the American Headache Society (AHS) 2025, Minneapolis, USA



RESOLUTION-Studie’: Signifikante Reduktion der
monatlichen Migranetage

Bei Patient:innen, die mit Eptinezumab behandelt wurden, war die Anzahl der MMD in den Wochen
1 bis 4 im Vergleich zu Placebo signifikant reduziertt

Primarer Endpunkt
Wochen 1-4 Wochen 1-12
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= Eptinezumab 100 mg (Baseline: 21,0) = Placebo (Baseline: 20,9)

** P<0,0001 gegeniiber Kurzintervention plus Placebo. TEine Kurzintervention wurde in jeder

Behandlungsgruppe durchgefihrt. 1) Nach Jensen RH et al. Poster P-297, Scientific Meeting of the American Headache Society (AHS)

MMD, monatliche Migrénetage; SE, Standardfehler. 2025, Minneapolis, USA



Sensible Phasen — 9
therapeutische Herausforderung?

in Schwangerschaft und Stillzeit

Dr. Wolfgang Paulus

Universitatsklinikum Ulm




Akuttherapie — Ubersicht

Wirkstoff 1.Trimenon 2.Trimenon 3.Trimenon
Paracetamol + + +
|Ibuprofen + + -
Sumatriptan + + +
Metoclopramid + + +
Ondansetron (+) + +

Dr. Wolfgang E. Paulus, Beratungsstelle fir Reproduktionstoxikologie, Universitatsklinikum Ulm;

Diener H.-C. et al. Therapie der Migraneattacke und Prophylaxe der Migrane, S1-Leitlinie, 2025, DGN und
DMKG, in: Deutsche Gesellschaft flir Neurologie (Hrsg.), Leitlinien fir Diagnostik und Therapie in der
Neurologie. Online: www.dgn.org/leitlinien



Migraneprophylaxe - Ubersicht

1.Trimenon 2.Trimenon 3.Trimenon

Metoprolol + + +

Propranolol + + +

Amitriptylin + + +

Dr. Wolfgang E. Paulus, Beratungsstelle fir Reproduktionstoxikologie, Universitatsklinikum Ulm;

Diener H.-C. et al. Therapie der Migraneattacke und Prophylaxe der Migrane, S1-Leitlinie, 2025, DGN und
DMKG, in: Deutsche Gesellschaft flir Neurologie (Hrsg.), Leitlinien fir Diagnostik und Therapie in der
Neurologie. Online: www.dgn.org/leitlinien



Migranetherapie - Ubersicht

Paracetamol minimal
Ibuprofen + minimal -
Sumatriptan (+) <5% max. 10 h
Eletriptan (+) <1% max. 20 h
Naratriptan (+) 9% max. 24 h
Rizatriptan (+) <2% max. 15 h
Metoclopramid (+) <10% max. 20 h
Ondansetron (+) <5% max. 15 h

Dr. Wolfgang E. Paulus, Beratungsstelle fur Reproduktionstoxikologie, Universitatsklinikum Ulm



Wachsam bleiben — Red Flac
bei Migrane erkennen,
bewerten, handeln

Prof. Dr. Christoph Schankin

Centre for Migraine and Headache, Bellevue Medical Group,
Zurich Department of Neurology, Inselspital,
Bern University Hospital




Patient mit Kopfschmerz

A4

Anamnese

Dynamik

Phanotyp

Begleitsymptome
Aura/neuroclogische Beschwerden
Trigger

Vorerkrankungen

Medikation

Befund

Vitalparameter
Neurologisch
Internistisch

Y

Paraklinische Diagnostik

CCT/MRI
Lumbalpunktion (inkl. Erdffnungsdruck)
Labor

(Tabelle 1)

Andere
ja Griinde fiir

N

nein

Diagnosestellung

Yy

weitere
\%mstik?

nein

Secondary |5 e

Ggf. deskriptiv (Phanotyp)

L

Diagnosestellung

Primdrer Kopfschmerz, falls méglich
Ggf. deskriptiv (Phidnotyp)

Y v

Ursachliche Therapie

Symptomatische Therapie

!

Planung Nachkontrolle

Holprinzip

Primary

Schankin CJ et al. Nervenarzt 2017; 88(6):597-606



Red and orange flags for secondary headaches
in clinical practice
SNNOOPI0 list

|

Thien Phu Do, MD, Angelique Remmers, MD, Henrik Winther Schytz, MD, PhD, DMSc, Christoph Schankin, MD, Correspondence e o g o M e n I n g Itl S .
Sarah E. Nelson, MD, Mark Obermann, MD, Jakob Meller Hansen, MD, PhD, Alexandra J. Sinclair, MD, PhD, Dr. Schoonman B
Andreas R. Gantenbein, MD, and Guus G. Schoonman, MD, PhD g.schoonman@etz.nl . ®
Neumlog@’ 2019;92:134-144. doi:10.1212/WNL.0000000000006697 e . g . M eta StaS I S ,

e.g. CVI, ICB, tumor, metastasis...

(&
Sign or symptom Related secondary headaches (mo: vant ICHD-3b categories) Flag color 1 l‘L
s Ly
1 H Red (orange %
S ystemic symptom Tover)

> N eoplasm in history N e.g. SAB, dissection, SVT, SIH
— N eurologic deficit =—— ——— e.g. Tumor, Temporal arteritis

— O nset sudden/abrupt

— O Ider age (> 50_/ e.g. CVI, ICB, tumor, metastasis....

P attern change
__ P ositional headache e e.g. CSF pressure (lIH, SIH), sinusitis

8 Red

— P recipitated by sneezing, coughing, exerci
w P apilledema

— P rogressiveu €.g. SVT, PRES, HELLP
— Pregnancy - e.g. Glaukoma, CCF, Tolosa-Hunt-Syndrome
P ainful eye with autonomic features//m/

" P osttraumatic onset//m/ e'g' SAB’ SDH’ EDH

P athology of the immune system (HI) e.g. Abscess, lymphoma, toxoplasmosis

Red

o P ainkiller overuse e.g. MOH

Abbreviation: ICHD-3b = International Classification of Headache Disorders 3b.
An overview of signs and symptoms, their related secondary headache, and distribution in red and orange flags.

e.g. Brain tumor, metastasis, SVT

Do et al (2019). Neurology, 92(3), 134-144



Non-invasive assessment Invasive assessment
Orthostatic headache

Beain MR1 CSkvenous fistula found

(SIH score) No SLEC DSM and CT first side DSM and CT second side |

Microsurgical CSF-venous futula
exploration embolisation

CSF leak NOT found

CSF leak found CSF leak found

Superimposition
ot 30D problem

Spine MRI SLEC Conventional dynamic Post-myelography CT Dynamic CT myelography
myelography

Dobrocky et al. Lancet Neurol. 2022; doi: 10.1016/S1474-4422(21)00423-3



Knotenpunkte entwirren —
alltagstaugliche Ansatze fur

nachhaltige Erfolge
Dr. Astrid Gendolla

Niedergelassene Neurologin

Essen




Patientenpraferenz — Ewartungsmanagement

Systematischer Literaturreview :

. r p
o-H : :
- Sind Ergebnisse aus
J Hohe Ansprechsrate klinischen Studien hilfreich
Behandlungsbezogene . .
Priferenzen -l Wenig Nebenwirkungen — Patientenerwartungen an
. Einfaches Dosierschema CGRP basierte Therapie
?
\_ ) ZU managen”
(EI Heilung \
: . Symtomfreiheit
Anforderungen an die ) Reduktion der ﬁ Sind das realistische Ziele?
Wirksamkeit Kopfschmerzfrequenz und
Intensitat

\EI Verbesserte Lebensqualitat /

CGRP, calcitonin gene-related peptide; QoL, quality of life Xu X et al. Pain Res Manag 2021;2021:9919773



Der Schlussel zum erfolgreichen Migranemanagement:
Die richtige Therapie fur den richtigen Patienten

Akutmedikation Prophylaxe

Chronifizierung aktiv

--------------------------------------------------------- entgegenWirken BN NN NN NN NSNS NSNS NN NN NSNS NN NSNS EEEEEEEEEEEEEEED

A
-

Tagebiicher & Apps Multidisziplinires Team

_ Aufklarung _
erfolgreich therapieren zu konnen,
handlungsziele zu verstehen.

Eigenbrodt AK et al. Nat Rev Neurol. 2021 Aug;17(8): 501-514.




Positionspapier der IHS fur hohere Standards

in der Migranepravention

- 9
e e Cephalalgia &5 s,

Setting higher standards for migraine
prevention: A position statement of the
International Headache Society

Simona Sacco' (), Messoud Ashinau, Hans-Christoph Diener®
, Faraidoon Haghdoost® (), Mi Ji Lee® (), Teshamae S. Monteith’
, Bronwyn jenkinsn, Mario F. P. Peres’ (), Patricia Pozo-
Rosich'®'' (), Raffacle Ornello' (), Francesca Puledda'* (",
Fumihiko Salkai'?, Todd J. Schwedt'* (), Gisela Terwindt'®,
Gloria Vaghi'®'", Shuu-Jiun Wang'®'*? (| Fayyaz Ahmed®'
and Cristina Tassorelli'*'?

Cephalalg
2025, Vol. 45(2) |-11

© International Headache Society 2025
Article reuse guidelines:

sagepub comjournals-permissions
DOI: 10.1177/0333 1024251320608
journals sagepub comihome/cep

§ Sage

| ———— Episodic mi;
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1
1
N T H
1
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Chronic migraine

[] 30% reduction in MMDs
[l 50% reduction in MMDs
[T 75% reduction in MMDs

20 MMDs
at
baseline

H
A |30 MmDs:
at
baseline
&
<

0 2 4 5 a 10 12 14 16 18 20 2 24 2 2 30
Migraine days per month
Optimal control Modest/insufficient control

Ambitionierte Therapieziele fiir optimale
Outcomes setzen!

Definition Days with migraine or Quality of life
moderate-to-severe headache

Migraine Freedom

No days with migraine or
moderate-to-severe headache

Optimal control

< 4 days with migraine or
moderate-to-severe headache

Modest control [ vomies ]

oo ‘
e 5-6 days with migraine or o
moderate-to-severe headache o am

Proposed standard of excellence in migraine care

a
Insufficient control = ...;...~~.;.—
e > 6 days with migraine or = "] ; .
moderate-to-severe headache =] ~ = /
——

Sacco S, Ashina M, Diener H-C, et al. Setting higher standards for migraine prevention: A position
statement of the International Headache Society. Cephalalgia. 2025; 45(2).
d0i:10.1177/03331024251320608
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Schmerzfreiheit als Therapieziel bei Migrane ="
Status quo, Barrieren und Perspektiven

Dr. Sebastian Strauss

Universitatsmedizin Greifswald




Therapieziele

Cephalalgia

Volume 45, Issue 2, February 2025 iti Days with migraine or Quality of life
© International Hcada:h:szgciely 2025, Article Reuse Guidelines Sage Journals Definition moderate-to-severe headache ty

https://doi.org/10.1177/03331024251320608

Special Article Migraine Freedom MONTH) YEAR

Setting higher standards for migraine prevention: A

e . . ¢ No days with migraine or _ s
position statement of the International Headache Society moderate-to-severe headache h
Simona Sacco () |, Messoud Ashina2”, Hans-Christoph Diener () 4, Faraidoon Haghdoost (0 5, o W
Mi Ji Lee (*) %, Teshamae S. Monteith (©) 7, Bronwyn Jenkins®, Mario F. P. Peres (") ?, Patricia Opt|ma| control NN

Pozo-Rosich () !%!! Raffaele Ornello () !, Francesca Puledda (") '2, Fumihiko Sakai'*, Todd J.
Schwedt () 1, Gisela Terwindt'?, Gloria Vaghi'®'7, Shuu-Jiun Wang (©) 131920, Fayyaz Ahmed
21 and Cristina Tassorelli ([ 16:17

e <4 days with migraine or 1 m '
moderate-to-severe headache - \

[m]
Modest control L
O | 3
e 4-6 days with migraine or i = 2
moderate-to-severe headache — (=]
a
Insufficient control

Proposed standard of excellence in migraine care

e > 6 days with migraine or ‘ = :.‘ v 4
moderate-to-severe headache | = = /
]

Sacco et al. Cephalagia 2025



Therapieziele: Barrieren

Respondents
with severe migraine

. 74%
of survey
respondents
avoid to seek medical
advice due to
the embarrassment
they feel
EMHA:E
The Migraine Movement

Reference from the Migraine & Stigma Survey conducted by the EMHA in 2023

EMHA, Présentation EHC 2025



Therapieziele: Perspektiven

Kommunikation / Gesellschaft - Vermittlung von Krankheitsbelastung

How would you describe the intensity

How many days in the past
/e h of your migraine pain in the last

month have you experienced

a headache? month?

N/A (0 0
0-3 days (1) No headache days experienced

Mild (1)
4-7 days o) >50% of headache days have been mild a
8-14 days (3

add up to 250% of days

a
a
O  Moderate (3
15 or more days (4 a
Severe (5
Qa

Daily (5) add up to =50% of days

Instructions for GPs

Total Score Interpretation

Lower scores indicate less severe
migraine, whereas higher suggests more
severe, requiring further assessment,
management or referrals

« Add up the scores from each indicator to =
determine the overall score of the patient’s
migraine ranging from 1-20

Sources: Dr. Pozo Patient Database; Prescient Analysis
-

More moderate than severe pain days & both A

More severe than moderate pain days & both a

' - Attack intensity -
Pain Intensity Acute Treatment Reliability

How would you describe the intensity of
your migraine attacks in the last month?

N/A (09 Q
No migraine days experienced

Mild (1) Q
250% of attack days have been mild

Moderate (3)
More moderate than severe attack days & both add a
up to 250% of days

Severe (5)
More severe than moderate attack days & both add A
up to 250% of days

When you have a migraine, how often does
your medication help to manage your
symptoms?

| did not take medication (04

Mostly effective )
275% of days with acute medication uptake result in a good response

Usually effective (1)
50-74% of days with acute medication uptake result in @ good D
response

Occasionally (3

25-49% of days with acute medication uptake result in @ good D
response
Not useful (5 0

<25% of days with acute medication uptake result in a good response

Converted to T-Score (Severity Ranges)

Level 1: T <40 — Mild

Level 2: T = 41-50 — Moderate

Level 3: T = 51-60 — Severe

Level 4: T> 60 — Very Severe

EMHA, Présentation EHC 2025



Migrane —
gleich oder doch nicht!?

PD Dr. Bianca Raffaelli

Charité Universitatsmedizin

Berlin




Migrane bei Mannern ist anders als bel Frauen (?)

1\
o
\ (e° Prevalence
\,\6\03 Attack frequency
) Prodromal symptoms
Accompanying symptoms
Attack duration
Aging
N
(]
'tg Prevalence h -
b Types of trigger
=
Provocation
studies )
Number 0
Somatic
o
]
3 Psychiatric =
% @
2.  Cardiovascular =
A
% Efficacy
Pharmacokinetics
Pharmacodynamics
Headache recurrence
)3@ Side effects
I'apy

Fitzek et al. Migraine in men. J Headache Pain 2025 Jan 3; 26(1): 3. doi: 10.1186/s10194-024-01936-7.



Geschlechtsspezifische Effekte der CGRP-Signaluber-
tragung auf migraneahnliches Verhalten in Tiermodellen

Ein narrativer Review

O matesubjects Q) = temste subyects “CGRRP itself induces pronociceptive effects in both
Effect of CGRP on migraine-like behavior: @@= increase @)= no effe = not studied . . 5 .
r ” e "o male and female mice but when considering studies
i peighest  mrr that directly compared male and females, there is a

g.mmumneui vort Frey (h) . ”

" &9 case for stronger overall effects in female rodents.
Yao et al. 2017 Climbing Beh.

1.5 -9 pg ‘ @

1.5pu9-9 g G;"Wé
Avonaetal. 2019 von Frey (1} Summary of sex differences in studies assessing the role of CGRP on migraine-

Twg (38 pg o , like behavior in rats. Studies are categorized by route of administration of CGRP

ﬂ?ﬁﬂnw .1. (dural/epidural, peripheral, *intra-[intrathecal, intracisternal,

159 intracerebroventricular, intraganglionar], and transgenic mouse model

." [nestin/lhRAMP1]). Black, filled symbols indicate CGRP agonism had no effect

SATRNNIAL 20 o0 Faer i) on migraine-like behavior. Red, filled symbols indicate CGRP agonism

£ imemod 7101 , increased migraine-like behavior. A red, diagonal line through the symbol

0.1 nmol /10 L von Frey (after light) indicates that CGRP agonism was not assessed in that particular sex. (f) =

.' , face/facial, (h) = hindpaw.

Lewter LA et al. Sex differences in the effects of calcitonin gene-related peptide signaling on migraine-like
behavior in animal models: a narrative review. Front Neurol 2025 Jul 10: 16: 1603758. doi:
10.3389/fneur.2025. 1603758. eCollection 2025.
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RESEARCH SUBMISSION

Headache in individuals undergoing hormone therapy for
gender transition: A cross-sectional, observational study

Filled out guestionnaire Reported experiencing headache

>

Lucia Jimena ZavalaMD!'@ | Andreina Gil Ramirez MD? | Kjersti Gratta Vetvik MD, PhD** n=160 n=102 {53.?%}
Rigmor Hgjland Jensen MD, DrMedSci>© | Anders Hougaard MD, PhD>¢ l l
Reported prior headache

« TG men: n=101 (63.1%) diagnosis:

« TG women: n=18(11.3%) o

« Nonbinary: n= 32 (20%) * None: n=78 (76.4%)

« Fluid: n=4 (2.5%) . M|gre_nne: n=18 (17.6%)

« PNTA:n=5 (3.1%) + Tension-type: n=6 (5.8%)

l Classified as having probable

. migraine according to the MS-Q
Type of GAHT received n= 47 (46.1%)

» Testosterone: n=133
(83.1%)

¢ Estrogens: n= 24 (15%)

e Other GAHT: N=3 (1.9%)
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Kopfschmerzen bei intrakraniellem Druck,
Ernahrung und Gewicht sowie post-

traumatische Kopfschmerzen

Dr. Cem Thunstedt
Neurologische Klinik LMU

Munchen




Lumbalpunktion ist keine wirksame Langzeittherapie
bei lIH-assoziierten Kopfschmerzen

—+- No Headache
A B .o = Mild
, . *~ Moderate
[ l -+ Severe
2 84 2
= =
2 | ' g
3 6_ wa » Q
— »
o Q
= o
[&} 4 (&}
© ©
© o
[} Q
L 24 L
—1 g—— ] S +
Pl
o ] 1 1 1 Ll I L I 1 1 1 0 IV 1 1 T Ll 1 Ll 1 T 1 1
01461234567I 01461234567l
Hours Days Hours Days

e 71% of lIH patients experience improvement but a SMALL short-lived response

e Post-LP headache exacerbation is common in IIH (64%).

e LP pressure does not influence the post-LP headache.

Yiangou et al. Cephalagia 2019

Therapeutische
Lumbalpunktionen werden in
den Leitlinien zur Behandlung
der idiopathischen
intrakraniellen Hypertension
(IIH) nicht empfohlen.



Obesity and headache: a role for GPL-1 in the treatment
of IIH and migraine? - Linda Al-Hassany (Rotterdam)

Verbindung zwischen Migrane und Adipositas: mogliche Mechanismen
» Hypothalamische Dysfunktion
« Storung zentraler Energie- und Schmerzregulation
* Erhohte Leptinlevel
« Triggern cortical spreading depression— migraneartige Aktivierung
« Systemische Entziindung
« 1 Adipokine und proinflammatorische Biomarker
» Fordert neuronale Entzindung & periphere Sensibilisierung
* Erhohte CGRP-Freisetzung

» Verstarkt trigeminale Aktivitat

Rivera-Mancilla et al. 2021, Kristoffersen et al. 2020, Bigal et al. 2007



Insights to pathophysiology of alcohol-related

headache - David Garcia-Azorin (Valladolid)
Hangover Headache Study (Universitat Valladolid)

Einfluss der Alkoholart Wine caused a more severe headache
« Schwere der Kopfschmerzen (signifikant):

 Rotwein > Gin Tonic > Bier

« Ethanol alleine erklart Beschwerden nicht —
Begleitstoffe (z. B. Histamin, Tannine, Sulfite) spielen
eine Rolle.

» Prior Headache History spielt zudem grof3e Rolle




Den Knoten losen — von der
Publikation zum Patienten

PD Dr. Charly Gaul

Kopfschmerzzentrum Frankfurt




Ist ein mehrfacher Antikorperwechsel
sinnvoll?

Methode:

= Patients
L 41
* Retrospektive Auswertung von 41 Patienten, o
) ) , = Eptinezumab 100mg
die Erenumab und > einen weiteren MAB
(75,6% alle 3) erhalten hatten, die dann 2
i . S Responder Non Responder Drop Outs
Eptinezumab erhielten. = 9 27 3
™
Endpunkt: , : :
£ Eptinezumab Eptinezumab Eptinezumab
¢ 100m 300m 300m
« > 30% Response MMD. £ 2 = 2
2 3 6 27
Responder Responder| | Non Responder | | Responder || Non Responder | | Drop Outs
" 3 3 3 5 22 1
S
c
S 100mg Eptinezumab 300mg Overall Responder 8 overall
© R Overa: Drop Outs
espgn er Eptinezumab 300mg Overall Non Responder 25 .

Scheffler A et al. Effectiveness and tolerability of eptinezumab in treating patients with migraine resistant
to conventional preventive medications and CGRP (receptor) antibodies: a multicentre retrospective real-
world analysis from Germany. TIHP 2024,;25:79.



Kardiovaskulare Risiken von CGRP-Therapien?

End point ; Hazard ratio (95% ClI)
Primary end point E
Composite® E
Crude ] 1.44 (1.31 to 1.59)
Overlap-weighted e 1.26 (110 to 1.45)
Secondary end points E
Myocardial infarction :
Crude v 1.27(1.07 t0 1.52)
Overlap-weighted o 1.27 (0.99 to 1.64)
Ischemic stroke E
Crude L 1.52(1.36t0 1.71)
Overlap-weighted 1 1.26 (1.07 to 1.49)
Revascularization i
Crude ."._' 1.35(1.01t0 1.79)
Overlap-weighted e 1.23(0.82to 1.84)
CRAO !
Crude . : 1.50 (0.48 to 4.67)
Overlap-weighted — & 1.52 (0.28 t0 8.15)
Intracranial hemorrhage '
Crude —e— 1.61(1.12t0 2.32)
Overlap-weighted l-:—.—' 1.48 (0.85 to 2.55)
Falsification end point :
Humeral fracture |
Crude o 1.14(0.91 to 1.43)
Overlap-weighted - 1.04(0.76 to 1.42)

0104_1.0 20 30 40 50 60 7.0 80 9.0 100
CGRP is better CGRP is woFse

Lusk et al. Calcitonin Gene—Related Peptide Inhibitors and Cardiovascular Events in Patients With
Migraine A Retrospective, Observational Cohort Study. Neurology 2026 Feb 10;106(3):e214479 10



Kardiovaskulare Risiken von CGRP-Therapien?

+ -

Reprasentative hohe Patientenzahl, » Risikopatienten (Vorerkrankungen, Alter)

— dadurch auch Erfassung seltener Ereignisse

Methode erfasst wahrscheinlich mehr Ereignisse als
freiwillige Meldungen in UAW-Datenbanken oder

RWE-Studien

ausgeschlossen

» Erklart die Migraneaura die Differenz zwischen den
Gruppen?

» Risikofaktoren und Migraneschwere in der CGRP-
behandelten Gruppe grofer

« Beruhen die Risiken auf der Migraneauspragung oder der Therapie?
« Aufmerksamkeit fur Ereignisse (Meldung!)
» Regelmaldige Blutdruckkontrollen

Lusk et al. Calcitonin Gene—Related Peptide Inhibitors and Cardiovascular Events in Patients With
Migraine A Retrospective, Observational Cohort Study. Neurology 2026 Feb 10;106(3):e214479 10
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