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NEPIAHWH

Eicaywyn: H pedétn HERCULES, ts EAnNnvikns Etaipeias Kepanadyias (EEK), otoxelel otnv a§oAdyn-
on s anoteNeopatkOTNTAS KAl AVEKTKOTNTAS TwV PovokAwVIKOV aviuowpdtwy Katd tou CGRP otnv
npo@uAaktkh Bepaneia s nuikpavias und npaypaukés ouvonkes. MéBodoi: Mpodkertal yia ouvexi(o-
Hevn, npoonukn, €BvIKA, MOAUKEVIPIKA PEAETN KATAYPAPNS MOU CUPPEEXOUV Onpdoia eEwTepIKd 1a-
peia kepananyias. YTuppetéxouv acBeveis pe eneicodiakn npikpavia (8-14 npépes/unva), nou €xouv
anotwixel o€ =3 npouiaktkés Bepaneies. Ta dedopéva ounnéyovtal péow €10IKA aventuypévou Aoyi-
opIkoU kal nepidapPdvouv 1otopikd, KAvikh/napakivikhn eGétaon, nuepondyio kepanadyias kal epw-
tnpatoddyia (MIDAS, HIT-6, MSQv2.1). Or enavekuphoels yivovtal otous 3 phves kal avé eEdunvo yia
2 éin. Anoteféopata: A&onoyolvial ol pnviaies NPEPES nuikpavias, noocootd avianodkpions =50%,
aveniBupntes evépyeles kal noidtnta {whs. Anokneiovial aoBeveis pe evepyn ayyeiakn vdoo, KUnon, oo-
Bapés wuxiatpikés Olatapaxés h coPapn duokoldidtnta (kupiws yia to Erenumab). Zupnepdopata:
H HERCULES napéxel agiéniota dedopéva npaypatkhs KAvIKAs npakuknis yia us avii-CGRP Bgpangies otnv
EANGSa, oupBdanniovtas otn Pentiotonoinon twyv BepaneutkOY anoPicewy.

Né€eis-kAadia: Huikpavia, Kepadanyia, MovokAwvika Avuompata, Avi-CGRP, Mpo@uAakukh aywyh

HERCULES: MIA MEAETH NMPATMATIKOY KOZMOY TIA
THN AMNOTEAEZMATIKOTHTA KAI THN ANOXH TQN
ANTI-CGRP MPO®YAAKTIKQN ©EPATEIQN KATA THX
HMIKPANIAL.

NMAPOYZIAZH TOY NMPQTOKOAAOY TOY LYNEXIZOME-
NOY EONIKOY NMOAYKENTPIKOY MHTPQOY THX EAAH-
NIKHXZ ETAIPEIAZ KEOAANAANTIAL
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ABSTRACT

Background: The HERCULES study, initiated by the Hellenic Headache Society (HHS), aims to evaluate
the real-world effectiveness and tolerability of anti-CGRP monoclonal antibodies for migraine prophylaxis.
Methods: This is an ongoing, prospective, national multicentre registry involving public outpatient head-
ache clinics across Greece. Eligible participants are patients diagnosed with episodic migraine (8-14 mi-
graine days/month) who have failed at least three standard prophylactic therapies. Data are collected using
a dedicated digital platform, including headache history, neurological exams, paraclinical tests, headache
diaries, and validated questionnaires (MIDAS, HIT-6, MSQv2.1). Follow-up visits are scheduled at 3 months
and every 6 months thereafter for 2 years. Results: Outcomes assessed include changes in monthly mi-
graine days, =50% response rates, adverse events, and quality of life. Patients with active vascular disease,
pregnancy, major psychiatric conditions, or severe constipation (for Erenumab) are excluded. Conclusion:
HERCULES provides structured real-world data on anti-CGRP prophylactic therapies for migraine in Greece.
The results are expected to inform clinical practice and optimise treatment selection based on effective-

ness, tolerability, and patient characteristics.

Keywords: Migraine, Headache, Monoclonal Antibodies, Anti-CGRP mAbs, Prophylaxis.

INTRODUCTION AND OBJECTIVES

The Hellenic Headache Society (HHS) has
established a collaborative network of outpatient
headache clinics, primarily located in public hospitals
(University, National Health System, and Military
institutions). This initiative aims to document both
primary and secondary headache disorders under
real-world conditions (RW).

A list of the participating clinics can be accessed
via the following link on the HHS website:
https:/kefalalgia.gr/index.php/el/. Upon accessing
the link, users should select “IATPEIA KEOAAAATIAL-
AHMOZIA" (Public Headache Clinics) to view the list.

Currently, the primary focus of the ongoing
HHS protocol is the documentation of anti-CGRP
(Calcitonin Gene-Related Peptide) treatments used as
prophylactic pharmacotherapy in migraine patients.
The study is conducted in collaboration with BECRO®
company (A Contract Research Organisation-CRO)
to ensure the implementation of the necessary
hardware and software infrastructure required for the
consistent recording and monitoring the collection
of relevant clinical data across the network.

INFRASTRUCTURE AND TECHNICAL
IMPLEMENTATION

A custom software solution was developed using
Microsoft Visual Studio 2019 and the ASP.NET v4.7
programming environment. The system is hosted on
a Windows Server 2016 platform with IIS 10.
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PROTOCOL OVERVIEW

The study protocol, developed in accordance with
the guidelines of both the Hellenic Headache Society
and the European Headache Federation,!? includes
the following key components:

e Acquisition of informed consent from all
participating patients.

e Comprehensive headache history, including
identification of trigger factors, associated
symptoms, major comorbidities, acute medication
use or overuse, and family history.

e Full clinical neurological examination.

e Paraclinical investigations when clinically indicated
(e.g., laboratory tests, neuroimaging, EEG).

e Completion of a paper-based or electronic
headache diary.

e Administration of validated Greek versions of
standardised questionnaires, including MIDAS,
HIT-6, and MSQv2.1.

Inclusion and Exclusion Criteria

Inclusion Criteria

e Patients diagnosed with episodic migraine,
defined as experiencing between 8 and 14
migraine days per month (d/m) over the preceding
3-month period.

e Documented failure of at least three standard-of-
care prophylactic therapies due to lack of efficacy
or safety/tolerability concerns, as a prerequisite
for social security reimbursement.
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Exclusion Criteria

e Patients with active vascular diseases (e.qg., stroke,
coronary artery disease, uncontrolled arterial
hypertension, particularly relevant for Erenumab).

® Pregnant or breastfeeding women.

e Women intending to become pregnant were
advised to wait at least six months following
discontinuation of anti-CGRP therapy before
conception.

e Patients with active major psychiatric disorders
(e.qg., psychosis).

e Erenumab was avoided in patients with a history
of severe constipation and uncontrolled arterial
hypertension.

Follow-Up and Outcome Measures

Initial follow-up was scheduled at 3 months post-
initiation of therapy, with subsequent evaluations
conducted every 6 months for a total duration of
2 years. Outcome measures assessed at each visit
included:

* Monthly headache days.

e Proportion of patients achieving a =250% reduction
in monthly migraine days (50% response rate).

e Occurrence of adverse effects.

e Quality of life, as assessed by standardised
guestionnaires.
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