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Diagnostik und Therapie wissen sollten
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Migrane

» Episodisch

o Dauer: 4-72h

 einseitig lokalisiert

* pulsierende
Kopfschmerzen

* moderat/schwer

» Akzentuiert durch korperl.

What is migraine with
aura?
Migraine with aura is defined
by at least one of the
following symptoms:

« Visual
Belastung . Sensory
* Nauses+/- Vomitus ; opeech and/or language
* Phono-/Photophobie . Brainstem
» Retinal

Each individual aura
symptom lasts 5-60 minutes
and often spreads gradually.
Two or more symptoms can
occur in succession and

1. Headache classification Commdittee; Olesen ) et al. Cephalalgia. 2013; 22 (9) 629-208 sometimes no headache or

2. Dodick B. N Bngl ) Med. 2006,254:158-165. migraine follows the aura.
3. Clttadinl € et al. Brain. 2010:132;1973-1926.



Klassifikation

Al.1 Migrane ohne Aura

Al.1.1 Rein menstruelle Migrane:

Attacken ausschlief3lich am Tag 1+ 2 der Menstruation in mind. 2 von 3
Menstruationszyklen und zu keiner anderen Zeit

Al.1.2 menstruationsassoziierte Migrane:
wie A 1.1.1 jedoch auch Attacken zu anderen Zeoten des Zyklus

Al.1.3 Nicht menstruelle Migrane:

Bei einer menstruierenden Frau & die Attacken ™
weisen keine feste Beziehung zur Menstruation: _
auf

Follicular phase



....am haufigsten sind Frauen im gebahrfahigen
Alter betroffen

Migraine prevalence per age 2 K| nd helt
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Median Alter bei Erstmanifestaton ist 25 Jahre 2; im Median sind die betroffenen Patientinnen 39 Jahre alt3

Sources: 1. Stovner L, Hagen K. The global burden of headache: a documentation of headache prevalence and disability worldwide. Cephalalgia.
2007;27(3):193-210. 2. Lipton RB, Bigal ME. Migraine prevalence, disease burden, and the need for preventive therapy. Neurology. 2007;68(5):343-349;
3. Migraine V US Chart Audit May 2014 .
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Prevalence of menstrual migraine:

A population-based study

Kjersti G Vetvik''?, E Anne MacGregor’,

Christofer Lundqvist"**> and Michael B Russell'?

Screening fur menstruelle Migrane: 5000 Frauen im Alter 30-34 Jahre

Table 2. Prevalence of menstrual migraine in the general population and among migraineurs. Cl denotes confidence intervals.

General population (N =3514)

Among migraineurs (N=1215)

Adijusted’ Adjusted’
Crude % Adjusted® % Crude % Adjusted® %
n (95% Cl) (95% Cl) (95% Cl) (95% ClI)
Migraine without aura (MQO)
Pure menstrual MO 19 05(04-08) 08 (06-1.2) 1.6 (1.0-2.4) 24 (1.7-34)
Menstrually-related MO 122 35(29-4.1) 53 (4.6-6.1) 10.0 (8.5-11.9) 15.2 (13.3-17.4)
All menstrual MO (ICHD Ill beta version criteria) |41 40 (3.447) 6.1 (54-69) 11.6 (9.9-13.5) 17.6 (15.6-19.9)
Probable pure menstrual MO 3 0.1(.003) 0.I(0.1-03) 0.3 (0.1-0.7) 0.3 (0.1-0.7)
Probable menstrually-related MO 10 03(0.2-05) 04(03-07) 0.8 (0.5-1.5) 0.8 (0.5-1.5)
All probable menstrual MO 13 04(02-06) 056 (0409 I.1 (0.6-1.8) 1.6 (1.1-2.5)
Total menstrual MO 154 44 (3.8-5.1) 6.7 (59-7.5) 12.7 (109-14.7) 193 (17.1-21.6)
Cephalalgia

2014, Vol. 34{4) 280288



Her versus his migraine: multiple sex differences

in brain function and structure
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Characteristics of menstrual and nonmenstrual attacks in women
with menstrually related migraine referred to headache centres

___

Dauer 16,2h* 29.6h 33,7h
Premenstrual attacks Menstrual attacks Late menstrual attacks Non-menstrual
{2 days before menses) (days 1 and 2 of the (days 3-7 of the cycle})  attacks
(n=53) cydlel (n = 73) (n=_82) (n=207)
Measure % OR (955 CI) ] OR (95% CI) % OR (95% CD o OR (95% CI)

Headache response at 2 h 615 1.01(0.79-1.29) 486 0.80(0.62-1.03) 488 0.80(0.63-1.03) 609 10

Fain-free at 2 h 231 070(0.41-1.200 135 041(022-076) 220 067042105 329 10
Recurrence 61.5 196(1.46-2.63)* 67.6 2.15(1.67-278) 317 1.01(069-147) 314 1.0
Sustained headache response 192 (.46 (0.26-0.83)* 162 039023067 317 076053109 415 10
Sustained pain-free 77 032(0a2-084)y 54 022008060 122 0500027095 242 1.0

F Granella, Sances G, Allais G, Nappi RE, doi:10.1111/j.1468-2982.2004.00741.x



Akuttherapie der Migrane

8

Migrane Therapie Leitilinien diagnostizierte
Germany 2015 Migrane (+/- aura)?

Akut Therapie

http://dmkg.de/sites/default/files/Leitlinie-Migré%C 3%A4nee-Therapie _2015-2017.pdf



Migrane auslosende Faktoren?

79.7
80+

704 || 65.1

604 513532
£ 49.8

50 437
40- 38.445 137.8

Percentage

304 26.9
20+

1207 Migrane Patienten Individual triggers

75 % berichteten ausldosende Faktoren ,
Kelman, Cephalalgia 2007



Langsamer Ostrogenabfall als Migranetrigger

A: Migrain
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Original research article
Effect of a contraceptive pill containing estradiol valerate and dienogest
(E2V/DNG) in women with menstrually-related migraine (MRM)™

Rossella E. Nappi®"*, Erica Terreno™", Grazia Sances”, Ellis Martini®, Silvia Tonani®,
Valentina Santamaria®, Cristina Tassorelli®¢, Arsenio Spinillo™"
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Prophylaxe menstruelle Migrane

Wirksame nicht-hormonelle Kurzzeitprophylaxen

NSAIDs

Naproxen
2 x 250 — 2 x 500 mg/d, ca. 2-3 d vor, bis Ende der Menstruation

Triptane
Naratriptan/ Zolmitriptan/Frovatriptan/Sumatriptan

Beginn 2d vor Menstruation tiber 5-6 Tage
Doppel-blind, placebo-kontrolliert, three-way cross-over Design, n=546
(Silberstein 04)



Migrane Prophylaxe (menstruationsassoziiert)

Substanz Tagesdosis Nebenwirkungen Kontraindikationen
Metoprolol 1T 50 bis 200 mg H: Miidigkeit, arferielle Hypotonie A: AV-Block, Bradykardie, Asthma
(z. B. Beloc-zok®) 6: Schlofstorungen, Schwindel bronchiale, Sick-sinus-Syndrom
S: Hypoglykamie, Bronchospasmus, R: Depression, Diabetes mellitus,
Propanolol 17 40 bis 240 mg Magen-Darmbeschwerden, Impotentai | orthostatische Dysregulation
(z. B. Dociton®) coeundi
Bisoprolol 1 5 bis 10 mg
(z. B. Concor®)
Flunarizin 11T 5 bis 10 mg H: Miidigkeit, Gewichtszunahme A: fokale Dystonie, Depression
(z. B. Naiil N®) 6: Gastrointestinale Beschwerden, R: familidres Parkinsonsyndrom
Depression
S: Hyperkinesien, Tremor, Parkinsonoid
Topiramat ® TT1T 25 bis 100 mg H: Midigkeit, kognifive Stérungen, A: Niereninsuffizienz, Nieren-
(Topamax Migrine®) Gewichtsabnahme, Parasthesien steine, Engwinkelglaukom
6: Geschmacksverdnderungen, Psychosen
S: Engwinkelglaukom
Valproinsdure ® 1T 1T 600 bis 1800 mg | H: Miidigkeit, Schwindel, Tremor A: Leberfunktionsstdrungen,

(z. B. Ergenyl chrono®)

6: Houtausschlag, Hoarausfall,
Gewichiszunahme
S: Leberfunktionsstorungen

Schwangerschaft (Neuralrohr-
defekt), Alkoholmissbrauch,
polyzystische Qvarien

Leitlinien DGN 2014




ORs for stroke associated with smoking and OC usea  mong women with PMVA
compared with nonsmokers and non-OC users with PMVA

Odds Ratios of Stroke Associated with Smoking and OC Use Among Women
with Migraine with Visual Aura (PMVA) compared to Non-Smokers and Non-OC Users
with PMVA+
8.0
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Smokers and Non-OC Users with  OC Users and Non-Smokers with  Smokers and OC Users with PMVA
PMVA PMVA

OC indicates oral contraceptive
*p<0.05
T Odds ratios adjusted for age, race, geographic region, and study period

6/100.000 Frauen/Jahr , <35 LJ

20/100.000 Frauen mit Migrane/Jahr
30/100.000 Frauen mit Migrane, <35 plus OC

Leah R. MacClellan et al. Stroke. 2007;38:2438-2445



Probable Migraine With Visual Aura and Risk of
Ischemic Stroke

The Stroke Prevention in Young Women Study

Odds Ratios of Stroke Among Women with Probable Migraine with Visual Aura
(PMVA) compared to Women with No Migraine, Stratified by Hypertension, Diabetes, and
2.0 Myocardial Infarctiont
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1 Odds ratios adjusted for age, race, geographic region and study period

Leah R. MacClellan et al. Stroke. 2007;38:2438-2445

7 American
0 Heart
Association. Copyright © American Heart Association, Inc. All rights reserved.



Migraine and stroke: a complex association with clinical

implications

Tobias Kurth, Hugues Chabriat, Marie-Germaine Bousser

Etminan et al®

Schurks et al®

Spector et al™®

Owverall migraine

All studies 2-16 (1-89-2-48)
Case-control studies 218 (1-86-2.56)
Cohort studies 2.10(1-61-275)
Women
Men
Women and men <45 years 236 (1-92-2-90)
Women <45 years 276 (2-17-3.52)
Oral contraceptive use 872 (5-05-15.05)
Ssmoking

Migraine with aura 227 (1-61-3-19)
Smoking

Wormnen currently using oral
contraceptives and smoking

Migraine without aura 1.83 (1-06-3-1E)

173 (1:31-2:29)
1.96 (1.39-276)
1.47 (0-95-2-27)
2.08 (113-3-84)
1.37 (0-89-2-11)
2465 (1-41-4-97)
365 (2-21-6-04)
7:02 (151-32.68)
903 (4-22-19-34)
216 (1.53-3:03)
15 (11-2.3

100 (1-4-737)"

1.23 (0-90-1.69)

2.04 (172-2-43)

225 {1-53-3-33)

1.24 (0-86-179)

Summary of the relative risk (95% Cl) bebween migraine and ischaemic stroke in three meta-analyses of observational

studies. .-.-not reported. *Estimate provided by only one study.

Table: Migraine and the risk of Ischaemic stroke

Absolutes Risiko:
Ischdmischer Schlaganfall

6/100.000 Frauen/Jahr

20/100.000 Frauen mit
Migrane/Jahr

30/100.000 Frauen mit
Migrane, <35
Jahre, low dose OC

Empfehlen: Nikotinstop; Progesteron statt Oestrogen- Progesteron Kombination



Migrane In der Schwangerschaft

55-90% Sistierung / deutliche Besserung Remission
(v.a. im 2. und 3. Trimenon) 100 ;

[0}
o

5-30% keine Veranderung

2]
o
1

7 7
2 T |
mlJ |
3-7%  Verschlechterung £ | % % %
(v.a. bei Migrane mit Aura) N /// | 7 - % |
5-10% Erstmanifestation - Trin212:ters e
(v.a. bei Migréne mit Aura Sances, Cephalalgia 2003, 23, 197-205

Attackenrtckkehr postpartum
34% nach 1 Woche

55% nach 1 Monat

Bousser, Stroke 2004; 35 [suppl 1]:3652-2656
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Aktuelle Therapiestudien :



Die Infusion von CGRP fuhrt zu Kopfschmerzen

und Migrane!
CGRP= Calcitonin gene related peptide

2ug/min i.v. a-CGRP fiir 20 Min:
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KS: 8/9 Pat.

Cephalalgia, 2002, 22, 54-61
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CGRP: Die Interaktion zwischen sensorischen

Nerven und Arteriolen

OO Sensory

Post-junctional
neuron

neuron

Sensary
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F. A. Russell et al. Physiol Rev 2014;94:1099-1142



Anti-CGRP antibodies: a new approach to migraine prevention

Uwe Reuter Published Online

Charité Universititsmedizin Bedin, Department of Meurology, August 11, 2014
Charitéplatz 1. 10117 Berdin, Germany http://dx doi.org/10.1016/
wwe_reuteripcharite.de 51474-4422(14)70126-7

Safety and efficacy of AMG 334 for prevention of episodic
migraine: a randomised, double-blind, placebo-controlled,
phase 2 trial

Hong Sun, David W Dodick, Stephen Silberstein, Peter | Goadsby, Uwe Reuter, Messoud Ashina, Joel Saper. Roger Cady, Yun Chon, Julie Dietrich,

Fobert | enz

Lancet Mewrod 2006; 15: 382-50

23



Exemp. Studien Design: Phase Il Migrane Prophylaxe Studien

Time period

5-45 days

Screening and
washout

(visit 1)*
Patients assessed
to ensure they
met entry
criteria

28-38 days

12 weeks

12 weeks

Baseline period
(visit 2)

frequency and

duration of

| headaches with

IVRS

Patients recorded

Month 1

Treatment period (visits 3-10)

Month 2

Month 3

Follow-up period
(visits 11-13)

Patients remained

off migraine prevention
treatment and recorded
migraines in IVRS until
week 14

Patients returned for
follow-up visits and
were discharged in the
final week (week 24)

Visit 3

Patients randomly
assigned and
received first dose

of study drug

Visit 4 (week 1)
Telephone
follow-up 24-48 h
afterdrug
administration to
assess safety and

tolerability

Visits 5-9 (weeks
2,4,6,8,and 10)
Scheduled at
14-day intervals
for study drug

administration

Visit 10 (week 12)
Final assessments
No study drug
administered

Lancet Neurol 2014: 13: 885-92




Primarer Endpunkt : Signifikante Reduktion der Migrane Tage
durch LY2951742, TEV-48125, AMG 334 (70mg) vs. Placebo

e —-LY2951742
054 —&8— Placebo

= zencal
:
% 5] 23 (-34-3%)
Z o 2.9 (—41-4%)
E N 23 -3.0(-42:3%)
& 3
§. [=]
=S 3:5
2 -43 (-62-7%)
= 4 4.2 (-62.5%)
= 37 (-537%)

-5 T T 1

0 1 2 3
Monith Baseline Week 4 Week 8 Week 12
Placebo= @ AMG 334 7mg= AMG 21mg =A AMG 70mg=¥

Least square mean change in
number of migraine-day
&~

e p<0-0001
—- Placeho z p<0-0001
& 225mg — ALD403
& 675mg — Placebo




A Randomized, Double-Blind, Placebo-Controlled, Phas
Prevention of Episodic Migraine

e 2 Study to Evaluate the Efficacy and Safety of AM G334 for the

Primarer Endpunkt: Anderung der Migrane Tage/
Monat: Open Label Extension (AMG 334)

Double Blind

=
o

-1.0

-2.0

-3.0

-4.0

Change in Monthly Migraine Days

-5.0

Open-Label Extension

T T T T

BL 4 8 12

*p<.05
Data are LSM (SE) in DB

Data are Mean (SE) in OLE

n = number of patients who had reached
that study visit at the time of data cutoff

(N = 160)

16 20
n= 371

—+— Placebo ~—#— AMG 334 —— AMG 334 —% AMG 334

T T

24 28 32 36 40

4 48 52

Week
370 361 352 338 322 277 218 181 151

21 mg
(N =108)

70 mg
(N =107)

7 mg
(N = 108)




Keine Assoziation zwischen Migrane und invasivem

Brustkrebs:

Forest plot of the association between migraine and invasive breast cancer in
five studies stratified by study design.

Author  Study Year RR (95% CI) % weight
Case-control studies

Mathes Case-control study (Ductal) 2008 & 0.67 (0.54 to 0.83) 14.50
Mathes Case-control study (Lobular) 2008 t & | 0.66(0.52 t0 0.89) 12.01

Li CARE 2009 ——— 0.74(0.66 t0 0.82) 18.33
. ]

Subtotal (1°=0.0%, P = 6) 0.72(0.66 t0 0.79) 44.83

Cohort studies

Li WHI 2010 ——— 0.90(0.80 to 1.01) 18.06
Winter  WHS 2013 e 1.11(0.99 to 1.24) 18.19
Winter  NHSII 2014 —— 0.95(0.87 to 1.04)  18.93
Subtotal (1°=72.3%, P=.03) e 0.98(0.87 t0 1.10)  55.17
Overall (I* =87.1%, P<.001) —— 0.84(0.73 t0 0.98) 100

0.4 0.6 0.8 1 1.2 14

n=115378 Teilnehmerinnen Nurses” Health Study

Anke C. Winter et al. INCI J Natl Cancer Inst
2015;107:dju381

JNCI



