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l.  ZweckmaiRBige Vergleichstherapie: Kriterien gemaR 5. Kapitel § 6 VerfO G-BA

Kriterien gemaR 5. Kapitel § 6 VerfO

Sofern als Vergleichstherapie eine Arzneimittelanwendung in
Betracht kommt, muss das Arzneimittel grundsatzlich eine
Zulassung fur das Anwendungsgebiet haben.

Sofern als Vergleichstherapie eine nicht-medikamentdse
Behandlung in Betracht kommt, muss diese im Rahmen der
GKV erbringbar sein.

Beschlisse/Bewertungen/Empfehlungen des Gemeinsamen
Bundesausschusses zu im Anwendungsgebiet zugelassenen
Arzneimitteln/nicht-medikamentdsen Behandlungen

Rimegepant
[Akutbehandlung der Migrédne]

Siehe Ubersicht ,,Il. Zugelassene Arzneimittel im Anwendungsgebiet”.

nicht angezeigt

Akutbehandlung

Anlage Il zur Arzneimittelrichtlinie:
Ubersicht (iber Verordnungseinschrinkungen und -ausschliisse in der Arzneimittelversorgung durch
die Arzneimittel-Richtlinie und aufgrund anderer Vorschriften (§ 34 Absatz 1 Satz 6 und Absatz 3 SGB
V):
36. Migranemittel-Kombinationen: Verordnungsausschluss verschreibungspflichtiger
Arzneimittel nach dieser Richtlinie.

Festbetragsgruppenbildung:

Beschluss des G-BA zum Wirkstoff Lasmiditan tber die Ausnahme von der Festbetrags-
gruppenbildung ,Selektive Serotonin-5HT1-Agonisten, Gruppe 1“ in Stufe 2 vom 17.11.2022

Die Vergleichstherapie soll nach dem allgemein anerkannten
Stand der medizinischen Erkenntnisse zur zweckmaRigen
Therapie im Anwendungsgebiet gehéren.

Siehe systematische Literaturrecherche
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Wirkstoff
ATC-Code
Handelsname

Anwendungsgebiet
(Text aus Fachinformation)

Zu bewertendes Arzneimittel:

Rimegepant
VYDURA®
N02CD06

Anwendungsgebiet laut Zulassung vom 25.04.2022:
VYDURA wird angewendet zur
e Akuttherapie der Migrane mit oder ohne Aura bei Erwachsenen.

e praventiven Behandlung von episodischer Migrane bei Erwachsenen, die mindestens 4 Migraneattacken pro Monat haben.

Akutbehandlung der Migrane

Nicht-steroidale Antirheumatika (NSAR) und NSAR-haltige Kombinationen

Diclofenac
MO1ABO5
Voltaren® K Migrane

Akute Behandlung der Kopfschmerzphase bei Migraneanfallen mit und ohne Aura.

Ibuprofen
MO1AEO01
Aktren® Spezial

Symptomatische Behandlung von
— leichten bis maRig starken Schmerzen wie Kopfschmerzen, Zahnschmerzen und Regelschmerzen
— Fieber

Akute Kopfschmerzen bei Migrane mit und ohne Aura.

Acetylsalicylsdure
NO2BAO1
Aspirin® Migrane

Akute Behandlung der Kopfschmerzphase von Migraneanfallen mit und ohne Aura.

Weitere Analgetika und Antipyretika sowie Kombinationen

Paracetamol/
Acetylsalicylsdure/
Coffein

NO2BE51
Doloversa®

Fiir Erwachsene und Jugendliche ab 12 Jahren:
— zur akuten Behandlung von leichten bis maRig starken Kopfschmerzen bei Migraneattacken mit oder ohne Aura,
— zur Behandlung von Spannungskopfschmerzen.
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Paracetamol/ Migranerton® wird angewendet bei Erwachsenen und Jugendlichen ab 14 Jahren (43 kg).
Metoclopramid Behandlung von Kopfschmerzen mit Schwindel, Ubelkeit und Erbrechen bei Migrianeanfall.
NO2BE51
Migranerton®

Phenazon Akute Behandlung der Kopfschmerzen von Migraneanfallen mit und ohne Aura.
N02BB01 Leichte bis maRig starke Schmerzen.
Migrane-Kranit®

Selektive Serotonin-5HT1-Rezeptoragonisten

Sumatriptan Akute Behandlung von Migraneanfallen mit und ohne Aura.
N02CCO01
Imigran®

Naratriptan Akute Behandlung der Kopfschmerzphasen von Migraneanfallen mit und ohne Aura.
N02CC02
Naramig®

Zolmitriptan Akutbehandlung von Migranekopfschmerzen mit oder ohne Aura.
N02CC03
AscoTop®

Rizatriptan Akute Behandlung der Kopfschmerzphase von Migraneanfallen mit oder ohne Aura bei Erwachsenen.
N02CC04
Maxalt®

Almotriptan Akute Behandlung der Kopfschmerzphase von Migraneanfallen mit oder ohne Aura.
N02CC05
Almogran®

Eletriptan Relpax wird angewendet bei Erwachsenen zur Akutbehandlung der Kopfschmerzphase bei Migraneanfallen mit oder ohne Aura.
N02CC06
Relpax®

Frovatriptan Akutbehandlung der Kopfschmerzphase von Migraneanfallen mit oder ohne Aura. Allegro ist zur Anwendung bei Erwachsenen bestimmt.
N02CC07
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Allegro®

Weitere

Ergotamin
NO2AC02
Ergo-Kranit®
Migrane

Lasmiditan
N02CCO08
RAYVOW®

Behandlung von Migrane-Anfallen (insbesondere sehr lange Anfélle), wenn andere Therapien nicht wirksam oder nicht indiziert sind.

RAYVOW ist angezeigt zur Akutbehandlung der Kopfschmerzphase von Migrane-Attacken mit oder ohne Aura bei Erwachsenen.

Quellen: AMIce-Datenbank, Fachinformationen
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Abkiirzungsverzeichnis
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NICE
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Asperin, paracetamol, caffeine

Arbeitsgemeinschaft der wissenschaftlichen medizinischen Fachgesellschaften
Gemeinsamer Bundesausschuss

Guidelines International Network

Grade of Recommendations

Hazard Ratio

Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
Konfidenzintervall

Level of Evidence

National Institute for Health and Care Excellence

Nonsteroidal anti-inflammatory drug

Odds Ratio

Over the counter

Relatives Risiko

Scottish Intercollegiate Guidelines Network

Turn Research into Practice Database

World Health Organization
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1 Indikation

Akutbehandlung der Kopfschmerzphase von Migrane-Attacken mit oder ohne Aura bei
Erwachsenen.

Hinweis zur Synopse: Informationen hinsichtlich nicht zugelassener Therapieoptionen sind (iber
die vollumfingliche Darstellung der Leitlinienempfehlungen dargestellt.

2 Systematische Recherche

Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-
Analysen und evidenzbasierten systematischen Leitlinien zur Indikation Migrdne durchgefihrt
und nach PRISMA-S dokumentiert [A]. Die Recherchestrategie wurde vor der Ausfiihrung
anhand der PRESS-Checkliste begutachtet [B]. Es erfolgte eine Datenbankrecherche ohne
Sprachrestriktion in: The Cochrane Library (Cochrane Database of Systematic Reviews),
PubMed. Die Recherche nach grauer Literatur umfasste eine gezielte, iterative Handsuche auf
den Internetseiten von Leitlinienorganisationen. Ergdnzend wurde eine freie Internetsuche
(https://www.google.com/) unter Verwendung des privaten Modus, nach aktuellen deutsch-
und englischsprachigen Leitlinien durchgefihrt.

Die Erstrecherche wurde am 18.08.2020 abgeschlossen, die folgenden am 07.01.2022 und
25.11.2022. Die Recherchestrategie der Erstrecherche wurde unverandert iGbernommen und
der Suchzeitraum jeweils auf die letzten flinf Jahre eingeschrankt. Die letzte Suchstrategie inkl.
Angabe zu verwendeter Suchfilter ist am Ende der Synopse detailliert dargestellt. Die
Recherchen ergaben insgesamt 1.760 Referenzen.

In einem zweistufigen Screening wurden die Ergebnisse der Literaturrecherche bewertet. Im
ersten Screening wurden auf Basis von Titel und Abstract nach Population, Intervention,
Komparator und Publikationstyp nicht relevante Publikationen ausgeschlossen. Zudem wurde
eine Sprachrestriktion auf deutsche und englische Referenzen vorgenommen. Im zweiten
Screening wurden die im ersten Screening eingeschlossenen Publikationen als Volltexte
gesichtet und auf ihre Relevanz und methodische Qualitat gepriift. Daflir wurden dieselben
Kriterien wie im ersten Screening sowie Kriterien zur methodischen Qualitat der
Evidenzquellen verwendet. Basierend darauf, wurden insgesamt 5 Referenzen
eingeschlossen. Es erfolgte eine synoptische Darstellung wesentlicher Inhalte der
identifizierten Referenzen.

Abteilung Fachberatung Medizin Seite 4
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3 Ergebnisse

3.1 Cochrane Reviews
Es wurden keine CR im AWG identifiziert.

3.2 Systematische Reviews

Diener HC et al., 2022 [2].

Aspirin, paracetamol (acetaminophen) and caffeine for the treatment of acute migraine
attacks: A systemic review and meta-analysis of randomized placebo-controlled trials

Fragestellung

We performed a meta-analysis for the comparison of APC versus placebo, which has not
been done to date.

Methodik

Population:
e Patients experiencing episodic migraines with at least moderate headache intensity

Intervention:
e APC

Komparator:
e Placebo

Endpunkte:
e Main outcomes:
o pain-free response at 2 h and pain relief (from severe or moderate to mild or no pain)
at2h
e Additional outcomes:
o responses at other time points (0.5—-6 h), reduction of nausea, photophobia,
phonophobia, restoration of usual activities, and adverse events (AEs).

Recherche/Suchzeitraum:
e Embase up to 25 August 2020

Qualitdtsbewertung der Studien:

e Cochrane risk of bias tool

Ergebnisse

Anzahl eingeschlossener Studien:
e 7 studies with a total of 3,306 patients

Charakteristika der Population:

e Keine detaillierten Angaben zu Baselinecharakteristika vorhanden

Abteilung Fachberatung Medizin Seite 5
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e The studies investigated two tablets of usual APC combinations, corresponding to
500/400/100 mg aspirin/paracetamol/caffeine, or 500/500/130 mg. In all studies,
medications were taken when the pain of the treated migraine attack was moderate or
severe.

Qualitat der Studien:
e We judged the ‘risk of bias’ assessments unanimously as low

e All studies provided information concerning the randomization process and the method
used for blinding investigators and patients. Deviations from the intended treatments
were not possible due to the masked treatment: rescue medication use was more often
reported in the placebo groups and a potential bias could only be an underestimation of
the true APC effect. The percentage of missing data was negligible, probably because of
the short duration of the observation intervals. Assessment of outcomes was carried out
in blinded conditions. Not all investigated variables were included in all individual
studies and therefore not all studies could be integrated in all meta-analyses; but all
studies reported their specific primary endpoints, which were generally measuring very
similar effects to our efficacy endpoints, so that we can exclude a reporting bias.

Studienergebnisse:

Summary of findings for the main outcomes for the comparison of aspirin, paracetamaol,
caffeine with placebo

. Events/Patients Relative effect Anticipated absolute rates %
Patients

Qutcomes (Studies) Placebo APC RR (95% CI) Placebo® APC (95% CI) RD (95% CI) Evidence (GRADE)
Pain-free at

30 min 2565 (5) 11/934 26/1631 1.04(0.43-2.52) 105 1.09(0.5-2.7) 0.04 (-0.6-1.6) moderate®

1h 2565 (5) 36/934 159/1631 1.80(1.25-2.58) 41 7.4(5.1-10.6) 3.3(1.0-6.5) high

2h 2934(6) 141/1055 567/1879 218(1.43-3.32) 9.0 19.6(12.9-29.9) 10.6({3.9-20.9) high

3h 2565 (5) 166/934 731/1631 2.43(1.67-3.55) 152 36.9(254-540) 217(10.2-39.8) high

4h 2565(5) 235/934 86371631 199(1.48-2.67) 220 43.8(32.6-58.7) 21.8(10.6-36.7) high

sh 12201(3) 142/618 305/602 2.20(1.87-2.60) 208 458(389-541) 2501(18.1-33.3) high
Pain relief at

30 min 1771 (5) 61/746 14171025 1.46(0.97-2.20) 78 11.4(7.6-17.2) 3.6(-0.2-94) moderate®

1h 1771 (5) 142746 420/1025 204 (172-242) 178 36.3(30.6-431) 18.5(12.8-25.3) high

2h 1771 (5) 265/746 679/1025 174(1.56-193) 312 54.3(487-60.2) 231(17.5-29.0) high

3h 1771(5) 322/746 776/1025 167(1.52-1.82) 380 63.5(57.8-69.2) 25.5(19.8-31.2) high

4h 1771 (5) 371/746 828/1025 1.56(1.44-1.469) 490 76.4(70.6-82.8) 274(2146-33.8) high

sh 1220(3) 320/618 473/602 1.51(1.39-1.65) 529 79.9(73.5-87.3) 27.0{20.6-34.4) high
No photophobia

2h 1587 (4) 153/738 328/849 177(1.21-2.60) 170 301(20.46-442) 131(3.6-27.2) high

6h 1220(3) 195/618 353/602 185(1.62-2.12) 33.0 61.1(53.5-70.0) 28.1(20.5-37.0) high
No phonophobia

2h 1586 4) 1737737 351/849 1.66(1.20-2.30) 199 33.0(239-458) 13.1(4.0-25.9) high

6h 1220(3) 206/618 353/602 1.76(1.55-2.00) 340 59.8(52.7-68.0) 25.8(18.7-34.0) high
No nausea at

2h 1587 (4) 426/737 552/850 1.10(1.00-1.20) high

6h 1220(3) 371/618 4481602 123(114-1.33) 570 70.1({65.0-75.8) 13.1(8.0-18.8) high
No/little funct. dis.

2h 1220(3) 210/618 356/602 174(1.53-198) 340 59.2(52.0-67.3) 25.2(18.0-33.3) high

6h 1220(3) 2501618 414/602 1.70(1.52-1.90) 380 64.6(57.8-72.2) 26.6(19.8-34.2) high
AE 3202 (6) 88/1124 226/2078 171(1.34-217) 108 18.5(145-234) 77(37-12.4) high
Serious AE 3306 (7) 0/1159 0/2147 WA 0.0 00 0.0 high

Note: The rate in the APC group and the RD (and their 95% Cls) are calculated from the assumed rate in the placebo group and the relative effect (RR) of ACP (and its 95% Cl).
Abbreviations: AE, adverse event; APC, aspirin, paracetameol, caffeine; Cl, confidence interval; RD, rate difference; RR, rate ratic.

*Median placebo rate across studies.

tDowngrading due to imprecision.

Anmerkung/Fazit der Autoren

In conclusion, the present meta-analysis demonstrates good efficacy for APC versus
placebo in terms of both the International Headache Society-recommended primary
outcome, “rate of pain-free patients at 2 h” and the secondary outcome, “rate of pain relief
at 2 h”. The tolerability was good and indicates that APC is an effective and well-tolerated
OTC treatment for acute migraine attacks.

Abteilung Fachberatung Medizin Seite 6
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Kommentare zum Review
Placebovergleiche

VanderPluym JH et al., 2021 [5].
Acute Treatments for Episodic Migraine in Adults: A Systematic Review and Meta-analysis

Siehe auch: Singh RBH et al., 2020 [4]. Acute Treatments for Episodic Migraine.

Fragestellung

In this systematic review, the benefits and harms associated with acute treatments for
episodic migraine were assessed, including pharmacologic and nonpharmacologic
therapies.

Methodik

Population:
e adult patients (218 years) with episodic migraine

Intervention:
e abortive pharmacologic therapy or noninvasive nonpharmacologic abortive therapy

Komparator:
e placebo, usual care, another pharmacologic therapy, noninvasive nonpharmacologic
therapy, wait list, no treatment, or attention control

Endpunkte:
e Primary outcomes:
o pain freedom, pain relief, sustained pain freedom, sustained pain relief, and adverse
events

e Additional outcomes:
o improved function, restored function, pain as reported with a pain scale, function as
reported with a function scale, opioid overdose, and medication overuse headache

Recherche/Suchzeitraum:

e EMBASE, Epub Ahead of Print, In-Process & Other Non-Indexed Citations, MEDLINE
Daily, MEDLINE, Cochrane Central Register of Controlled Trials, Cochrane Database of
Systematic Reviews, PsycINFO, and Scopus from database inception to February 24,
2021, were searched

Qualitatsbewertung der Studien:

e Cochrane Collaboration’s Risk of Bias 2 tool for RCTs
e Items from AMSTAR for systematic reviews (of triptans and NSAIDs)

e The strength of evidence (SOE) was graded following the Agency for Healthcare
Research and Quality Methods Guide for Effectiveness and Comparative Effectiveness
Reviews and categorized as “high,” “moderate,” “low,” or “insufficient evidence”

Abteilung Fachberatung Medizin Seite 7



Gemeinsamer
Bundesausschuss

Ergebnisse

Anzahl eingeschlossener Studien:

e Evidence on triptans and NSAIDs was summarized from15 systematic reviews. For other
interventions, 115 RCTs from 121 articles with 28,803 patients were included in the
analyses

Charakteristika der Population:

e Keine aggregierten Charakteristika je Wirkstoffklasse verfligbar

Qualitat der Studien:

e Numerous systematic reviews have been published evaluating triptans and NSAIDs.
Most of the systematic reviews were judged to have high credibility.

e The overall risk of bias for RCTs on Ergot Alkaloids was high (2 RCTs with low risk; 2
moderate risk; and 11 high risk)

e 1 RCT on acetaminophen had a low risk of bias, 1 had a moderate risk of bias

Studienergebnisse
Triptans und NSAIDs

According to 7 systematic reviews, triptans (various administration routes, including oral,
subcutaneous, and intranasal) compared with placebo were significantly associated with
increased pain freedom and pain relief at 2 hours and 1 day (high SOE), and increased risk
of mild and transient adverse events (eg, malaise, nausea, chest pain, flushing sensation,
palpitation, paresthesia).

According to 3 systematic reviews, NSAIDs (various administration routes, including oral,
intravenous, and intramuscular) compared with placebo were significantly associated with
increased pain freedom and pain relief at 2 hours and 1 day (moderate SOE), and increased
risk of mild and transient adverse events (eg, dyspepsia, nausea, somnolence, dizziness).
According to 1 systematic review, the combination of sumatriptan (oral) and naproxen
(oral) compared with placebo was significantly associated with improved pain freedom
(high SOE) and pain relief (high SOE) at 2 hours, sustained pain freedom (high SOE) and
sustained pain relief (high SOE) at 1 day, and improved function (high SOE) at 2 hours.

Abteilung Fachberatung Medizin Seite 8
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Comparison Dutcome Time Findings, RE (95% CI)* Study design and sample size
Triptans
Maratriptan, 2.5 mqg (oral) Pain fres 2h 252(1.78-3.57)
ws placeba’!
1d 2.58(1.99-3.35)
Pain reliaf ih 181(155-2.11) & RCTs; 2358 patlents
1d 211({1.75-2.54)
Sustalned pain relief 1d 2.43(2.11-2.80)
Zolmitriptan, 2.5 mg (oral and nasal ~ Pain relief 2h 2.06(1.91-2.22) 11 RCTs; 4904 patients
spray) vs placebo®?
Sustalned pain free 1d 351(2.12-579) 2 RCTs; 984 patients
Sustalned pain relief 1d 292(2.37-3.61) 4 RCTs; 2059 patients
Pizatriptan, 10 mq (oral) Pain reli=f 2h T1% vs 38%; P« 001
ws placeba™®
Pain free 2h A1% vs 10%; P« 001 7 RCTs; 3328 patients
Sustalmed pain relief 1d 37% vs 18%; P < 001
Sustalned paln free 1d 258 vs T9; P« 001
Frowvatriptan, 2.5 meq (oral) Paln free 2h 3.70(2.59-5.29)
ws placebo™*
RD, 0.09 (0.07-0.10)
1d 267(2.21-3.22) 5 RCTs; 2866 patients
RD, 0.18 (D.15-0.21)
Paln reliaf 2h 166(1.47-1.88)
1d 1.83(1.66-2.00)
hletrIE%l:n. 12.5 maq (oral) Paln reliaf 2h 168(1.42-1.98); F = 41.90% 5 RCTs; 1429 patients
ws placebal®
RD, 0.25 (0.19-0.31)
Pain fres 2h 2.15(1.64-2 80); = 39.60% 5 RCTs; 1590 patients
RD, 0.19 (D.14-0.25)
Sustalned paln free 1d 2.12(1.64-2.75) 5 RCTs
RD, 0.14 (D.11-0.18)
Sumamegg n, 100 mq {oral) Pain free 2h 320(2.84-3.62); F = 37.00% 15 RCTs and comparative observational
ws placebo™® studies; 6571 patlents
Paln relief 2h 193 (1.82-2.04); F = 67.00% 20 RCTs and comparative observational
studies; TE11 patients
Sustalmed pain free 1d 2.81(2.30-3.44); P = 31.00% 5 RCTs and comparative observational
studies, 2891 patlents
Sustalmed pain relief 1d 2.12(1.87-2.39); F = D.00% 5 BCTs and comparative observational
studies; 4116 patients
Improved function 2h 1.87 (1.65-2.11); P = 0.00% & RCTs and comparative observational
studies; 1827 patients
Sumatriptan, & mq (subcutaneous) Pain free 2h 385(3.32-4 46); F = 62.00% 11 RCTs and comparative observational
ws placeba®” studies; 2522 patlents
Paln relief 2h 2.50(2.29-2.73); P = 75.00% 12 RCTs and comparative observational
studies; 2738 patlents
Sustalmed pain free 1d 2.18(1.61-2.95) 2 RCTs and comparative observational
studies; 752 patients
Restored function 2h 3.40(2.66-4.35) 2 RCTs and comiparative observational
studies; 750 patients
Improved function 2h 3321(2.68-3.34) 3 RCTs and comparative observational
studies; 1328 patients
NSAIDs
Diclofenac, 50 mg (oral) Pain fres 2h 2.02(1.57-2.61); F = 63.00% 2 RCTs; 1477 patients
ws placebo™®
Paln reliaf 2h 1.47(1.31-1.65); F = 0.00% 2 RCTs; 1477 patients
Sustalned pain free 1d 235(1.68-3.01); F = 45.00% 2 RCTs; 1578 patients
Pestored function 2h 236(1.80-3.08); F = 0.00% 2 RCTs; 873 patients
Thuprafen, 400 mg (oral) Pain fres 2h 1.91(1.60-2.28); F = 81.00% & RCTs; 2575 patients
ws placebo™®
Paln reliaf 2h 2.17(1.92-2.45); F = 92.00% 7 RCT5; 1815 patients
Sustalned pain relief 1d 2.17(1.76-2.69); F = 75.00% 4 RCTs; 879 patients
Improved function 2h 161(1.38-1.89%: ° = 78.00% 3 BCTs; 1114 patients
Aspirin {oral) vs placebo™ Paln free 2h 2.08(1.70-2.55); F = D.00% & RCTs; 2027 patients
Paln reliaf 2h 1,64 {1.48-1.83); F = 0.00% & RCTs; 2027 patients
Sustained paln relief 1d 1.63(1.37-1.95); F = 0.00% 3 RCTs; 1142 patients
Triptans plus NSAIDs
Sumatriptan (oral} plus napromen Paln free 2h 365 (2.97-4.49); P = 3B.00% 4 RCTs; 2596 patients
{oral} vs placebo™
Paln reliaf 2h 2.16(1.95-2.39); F = 0.00% 4 RCTs; 2596 patients
Sustained pain free 1d 3.43(2.69-4.36); P = 0.00% 4 RCTs; 2596 patients
Sustained paln relief 1d 261 (2.37-2.99); F = 0.00% 4 RCTs; 2596 patlents
Improved function 2h 336(2.63-4.29); F = 0.00% 3 RCTs; 1984 patients

Abbreviations: M5AID, nonsteroidal anti-inflammatory drug: RCT, rendomized

dinical trial: RO, risk difference; RR, relative risk.

* Results extracted from existing systematic reviews with vanous details. Data
are AR (95% 1) unless otherwise noted.
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Ergot Alkaloids

Fifteen RCTs with 2535 patients were included in the analyses of ergot alkaloid
medications. The overall risk of bias was high (2 RCTs with low risk; 2, moderate risk; and
11, high risk). No notable differences in findings between studies with low and
moderate/high risk of bias were found.

Compared with placebo, dihydroergotamine (3 RCTs; intranasal) was associated with
significantly more pain freedom and pain relief at 2 hours, 1 day, and 1week (moderate to
high SOE), sustained pain freedom and pain relief at 1 day and 1 week (high SOE), and
gastrointestinal adverse events.

Compared with placebo, ergotamine plus caffeine (1 RCT; oral) was associated with
significantly more pain relief at 2 hours (moderate SOE).

Acetaminophen

Compared with placebo, acetaminophen was associated with significantly improved pain
freedom at 2 hours (RR 1.89 [95% Cl, 1.24-2.86]; 1> = 0.00%; RD 0.07 [95%Cl 0.03-0.12]; 2
RCTs; 729 patients; moderate SOE) and 1 day (RR 1.78 [95%Cl 1.38-2.30]; I = 0.00%; RD
0.15 [95%CI 0.09-0.21]; 2 RCTs; 729 patients; moderate SOE) and pain relief at 2 hours (RR,
1.61 [95%CI, 1.33-1.95]; 1> = 0.00%; RD 0.18 [95%Cl,0.11-0.25]; 2 RCTs; 729 patients;
moderate SOE) and 1 day (RR 1.71 [95%Cl, 1.43-2.04]; I = 0.00%; RD 0.22 [95%Cl 0.15-
0.29]; 2 RCTs; 729 patients; moderate SOE). There was no significant difference on adverse
events.

Anmerkung/Fazit der Autoren

There are several acute treatments for migraine with varying degrees of supporting
evidence. Use of triptans, NSAIDs, acetaminophen, dihydroergotamine, calcitonin gene-
related peptide antagonists, lasmiditan, and some nonpharmacologic treatments was
associated with improved pain and function. The evidence for many other interventions,
including opioids, was limited.

Kommentare zum Review
Placebovergleiche

3.3 Leitlinien

Department of Veterans Affairs Department of Defense (VA/DoD), 2020 [1].
Clinical practice guideline for the primary care management of headache

Zielsetzung/Fragestellung

This CPG is intended to provide primary care providers (PCPs) with a framework by which
to evaluate, treat, and manage the individual needs and preferences of patients with
headache, thereby leading to improved clinical outcomes.

Methodik

Grundlage der Leitlinie

e Reprdsentatives Gremium;
e Interessenkonflikte dargelegt; finanzielle Unabhéangigkeit unklar;
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e Systematische Suche, Auswahl und Bewertung der Evidenz;
e Formale Konsensusprozesse unklar; externes Begutachtungsverfahren dargelegt;

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt;

e RegelmiRige Uberpriifung der Aktualitit unklar.

Recherche/Suchzeitraum:

e Embase, Medline, Psychinfo, Agency for Healthcare Research and Quality, Cochrane
Database of Systematic Reviews from January 1, 2009, to March 6, 2019

LoE / GoR

e This CPG uses the GRADE methodology to assess the quality of the evidence base and
assign a strength for each recommendation. The GRADE system uses the following four
domains to assess the strength of each recommendation:

o Balance of desirable and undesirable outcomes

o Confidence in the quality of the evidence

o Values and preferences

o Other implications, as appropriate, e.g.:
= Resource use

=  Equity
= Acceptability
= Feasibility

= Subgroup considerations

e The GRADE of a recommendation is based on the following elements:
o Four decision domains used to determine the strength and direction (described
above)

o Relative strength (Strong or Weak)
o Direction (For or Against)

e Using these elements, the grade of each recommendation is presented as part of a
continuum:

o Strong For (or “We recommend offering this option ...”)

o Weak For (or “We suggest offering this option ...”)

No recommendation for or against (or “There is insufficient evidence ...”)
Weak Against (or “We suggest not offering this option ...”)

Strong Against (or “We recommend against offering this option ...”)

o O O

Sonstige methodische Hinweise

e Laut Publikation basiert die Einschatzung der ,quality of evidence” auf einer Bewertung
mittels GRADE. In diese Einschatzung flieRt regelhaft eine Einschatzung des Biasrisikos
ein. Ergebnisse der Biasrisikobewertung sind der Publikation nicht zu entnehmen.
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Empfehlungen
Pharmacotherapy: Migraine — Abortive
26. We recommend sumatriptan (oral or subcutaneous), the combination of
sumatriptan/naproxen, or zolmitriptan (oral or intranasal) for the acute treatment of 155-158] Strong for Reviewed, New-added
migraine.
27. We suggest frovatriptan or rizatriptan for the acute treatment of migraine. 159,160 Weak for Reviewed, New-added
28. We s_ugg.est triptans instead of opicids or non-opioid awalge_sics.to lower the risk of [51,161] Weak for Reviewad, New-added
medication overuse headache for the acute treatment of migraine. —
29. We s.ugg.est ibuprofen, naproxen, aspirin, or acetaminophen for the acute treatment [162-166] Waak for Reviewed, New-added
of migraine.
167-169]
30. We suggest greater occipital nerve block for the acute treatment of migraine. Additional references: Weak for Reviewed, New-added
170,171
128,172
31. We suggest intravenous magnesium for the acute treatment of migraine. Additional references: Weak for Reviewed, New-added
173-176]

51. Hagen K, Linde M, Steiner TJ, Stovner LJ, Zwart JA. Risk factors for medication-overuse headache: An 11-
year follow-up study. The nord-trondelag health studies. Pain. Jan 2012;153(1):56-61. PMID: 22018971.
128. Chiu HY, Yeh TH, Huang YC, Chen PY. Effects of intravenous and oral magnesium on reducing migraine:
A meta-analysis of randomized controlled trials. Pain Physician. Jan 2016;19(1):E97-112. PMID: 26752497.
155. Derry CJ, Derry S, Moore RA. Sumatriptan (subcutaneous route of administration) for acute migraine
attacks in adults. Cochrane Database Syst Rev. Feb 15 2012(2):CD009665. PMID: 22336869.

156. Derry CJ, Derry S, Moore RA. Sumatriptan (oral route of administration) for acute migraine attacks in
adults. Cochrane Database Syst Rev. Feb 15 2012(2):CD008615. PMID: 22336849.

157. Law S, Derry S, Moore RA. Sumatriptan plus naproxen for the treatment of acute migraine attacks in
adults. Cochrane Database Syst Rev. Apr 20 2016;4:CD008541. PMID: 27096438.

158. Bird S, Derry S, Moore RA. Zolmitriptan for acute migraine attacks in adults. Cochrane Database Syst
Rev. May 21, 2014(5):CD008616. PMID: 24848613.

159. Moon HS, Chu MK, Park JW, et al. Frovatriptan is effective and well tolerated in korean migraineurs: A
double-blind, randomized, placebo-controlled trial. J Clin Neurol. Mar 2010;6(1):27-32. PMID: 20386640.
160. Cady RK, Martin VT, Geraud G, et al. Rizatriptan 10-mg odt for early treatment of migraine and impact
of migraine education on treatment response. Headache. May 2009;49(5):687-696. PMID: 19472447.

161. Thorlund K, Sun-Edelstein C, Druyts E, et al. Risk of medication overuse headache across classes of
treatments for acute migraine. J Headache Pain. Dec 2016;17(1):107. PMID: 27882516.

162. Rabbie R, Derry S, Moore RA, McQuay HJ. Ibuprofen with or without an antiemetic for acute migraine
headaches in adults. Cochrane Database Syst Rev. Oct 6 2013(10):CD008039. PMID: 20927770.

163. Yadav R. Almotriptan versus ibuprofen in migraine: A randomised placebo-controlled trial. JJACM. 2019
2016;17(2):111-114.

164. Law S, Derry S, Moore RA. Naproxen with or without an antiemetic for acute migraine headaches in
adults. Cochrane Database Syst Rev. Oct 20 2013(10):CD009455. PMID: 24142263.

165. Derry S, Moore RA. Paracetamol (acetaminophen) with or without an antiemetic for acute migraine
headaches in adults. Cochrane Database Syst Rev. Apr 30 2013(4):CD008040. PMID: 23633349.

166. Kirthi V, Derry S, Moore RA, McQuay HJ. Aspirin with or without an antiemetic for acute migraine
headaches in adults. Cochrane Database Syst Rev. Apr 14 2010(4):CD008041. PMID: 20393963.

167. Friedman BW, Mohamed S, Robbins MS, et al. A randomized, sham-controlled trial of bilateral greater
occipital nerve blocks with bupivacaine for acute migraine patients refractory to standard emergency
department treatment with metoclopramide. Headache. Oct 2018;58(9):1427-1434. PMID: 30144034.

168. Korucu O, Dagar S, Corbacioglu SK, Emektar E, Cevik Y. The effectiveness of greater occipital nerve
blockade in treating acute migraine-related headaches in emergency departments. Acta Neurol Scand. Sep
2018;138(3): 212-218. PMID: 29744871.

169. Zhang H, Yang X, Lin Y, Chen L, Ye H. The efficacy of greater occipital nerve block for the treatment of
migraine: A systematic review and meta-analysis. Clin Neurol Neurosurg. Feb 2018;165:129-133. PMID:
29421172.

170. Lambru G, Lagrata S, Matharu MS. Cutaneous atrophy and alopecia after greater occipital nerve
injection using triamcinolone. Headache. Nov-Dec 2012;52(10):1596-1599. PMID: 23078270.

171. Ashkenazi A, Matro R, Shaw JW, Abbas MA, Silberstein SD. Greater occipital nerve block using local
anaesthetics alone or with triamcinolone for transformed migraine: A randomised comparative study. J
Neurol Neurosurg Psychiatry. Apr 2008;79(4):415-417. PMID: 17682008.

172. Choi H, Parmar N. The use of intravenous magnesium sulphate for acute migraine: Meta-analysis of
randomized controlled trials. Eur J Emerg Med. Feb 2014;21(1):2-9. PMID: 23921817.

173. Magnesium sulfate: Drug information. https://www.uptodate.com/contents/magnesium-sulfate-drug-
information. Accessed February 11, 2020.
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174. Magnesium oxide: Drug information. https://www.uptodate.com/contents/magnesium-oxide-drug-
information.

175. Cunningham J, Rodriguez M, Messa P. Magnesium in chronic kidney disease stages 3 and 4 and in
dialysis patients. Clin Kidney J. Feb 2012;5(Suppl 1):i39-i51. PMID: 26069820.

176. Singh P, Idowu O, Malik I, Nates JL. Acute respiratory failure induced by magnesium replacement in a
62-year-old woman with myasthenia gravis. Tex Heart Inst J. Oct 2015;42(5):495-497. PMID: 26504451.

Scottish Intercollegiate Guidelines Network (SIGN), 2018. Revised September 2022 [3].
Healthcare Improvement Scotland (HIS)

Pharmacological management of migraine - A national clinical guideline

Zielsetzung

This guideline provides recommendations based on current evidence for best practice in
the acute and prophylactic management of adults with migraine using pharmacological
therapies or devices. The focus is on adults with acute migraine and preventative treatment
in patients with episodic or chronic migraine and medication-overuse headache. Studies of
children with migraine were not included, however the recommendations could be
considered for treating adolescents with migraine.

The guideline excludes complementary, physical and psychological therapies, and specialist
surgical interventions.

Methodik
Grundlage der Leitlinie

e Update: This guideline updates and replaces section 6 of SIGN 107: Diagnosis and
management of headache in adults.

e Reprasentatives Gremium.

¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt.

e Systematische Suche, Auswahl und Bewertung der Evidenz.

e Konsensusprozesse und externes Begutachtungsverfahren dargelegt.

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt.

e RegelmiRige Uberpriifung der Aktualitit gesichert.

Recherche/Suchzeitraum:

e Systematic literature review: Databases searched include Medline, Embase, Cinahl,
PsycINFO and the Cochrane Library. The year range covered was 2011-2016. Internet
searches were carried out on various websites including the US National Guidelines
Clearinghouse.

e Literature search for patient issues: Databases searched include Medline, Embase,
Cinahl and PsycINFO, and the results were summarised by the SIGN Patient Involvement
Officer and presented to the guideline development group.
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KEY TO EVIDENCE STATEMENTS AND RECOMMENDATIONS
LEVELS OF EVIDENCE

1**  High-quality meta-analyses, systematic reviews of RCTs, or RCTs with a very low risk of bias

1+ Well-conducted meta-analyses, systematic reviews, or RCTs with a low risk of bias

1 Meta-analyses, systematic reviews, or RCTs with a high risk of bias

High-quality systematic reviews of case-control or cohort studies

2" High-quality case-control or cohort studies with a very low risk of confounding or bias and a high probability that the
relationship is causal

Well-conducted case-control or cohort studies with a low risk of confounding or bias and a moderate probability that the
relationship is causal

2" (Case-control or cohort studies with a high risk of confounding or bias and a significant risk that the relationship is not causal

3 Non-analytic studies, eg case reports, case series

4 Expert opinion
RECOMMENDATIONS

Some recommendations can be made with more certainty than others. The wording used in the recommendations in this guideline
denotes the certainty with which the recommendation is made (the ‘strength’ of the recommendation).

The’strength’ of a recommendation takes into account the quality (level) of the evidence. Although higher-quality evidence is more
likely to be associated with strong recommendations than lower-quality evidence, a particular level of quality does not automatically
lead to a particular strength of recommendation.

Other factors that are taken into account when forming recommendations include: relevance to the NHS in Scotland; applicability
of published evidence to the target population; consistency of the body of evidence, and the balance of benefits and harms of the
options.

For 'strong’ recommendations on interventions that 'should’ be used, the guideline development group is confident that, for
the vast majority of people, the intervention (or interventions) will do more good than harm. For ‘strong’ recommendations on

R interventions that ‘should not’ be used, the guideline development group is confident that, for the vast majority of people, the
intervention (or interventions) will do more harm than good.
For ‘conditional’ recommendations on interventions that should be ‘considered, the guideline development group is confident

R that the intervention will do more good than harm for most patients. The choice of intervention is therefore more likely to vary
depending on a person’s values and preferences, and so the healthcare professional should spend more time discussing the
options with the patient.

GOOD-PRACTICE POINTS

v' | Recommended best practice based on the clinical experience of the guideline development group.

Treatment for patients with acute migraine
ASPIRIN

Empfehlung: Aspirin (900 mg) is recommended as first-line treatment for patients with
acute migraine.

Aspirin, in doses for migraine, is not an analgesic of choice during pregnancy and should
not be used in the third trimester of pregnancy.’

A Cochrane review of 13 studies (4,222 participants) reported that aspirin 900 mg and aspirin 1,000 mg were
effective in achieving pain free at two hours compared to placebo (NNT=8.1). For sustained pain relief at 24 hours

aspirin 1,000 mg had an NNT of 6.6 compared to placebo.21 (LoE: 1++)

Aspirin alone had similar efficacy to sumatriptan 50 mg, and sumatriptan 100 mg was superior to aspirin and
metoclopramide combined.?! (LoE: 1++)

Associated symptoms of nausea, vomiting, photophobia (NNT=7.7) and phonophobia (NNT=6.6) were reduced by
aspirin when compared to placebo. The addition of metoclopramide further reduced nausea (NNT=2.6) and

vomiting.21 (LoE: 1++)
Aspirin is a potential gastrointestinal irritant and may cause ulcers or gastrointestinal bleeding, however adverse
effects from short-term use are mostly mild and transient.?! Aspirin should not be used in patients under 16 years
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of age due to the risk of Reye’s syndrome.17 The use of aspirin during pregnancy, especially of intermittent high
doses, should be avoided.?? Aspirin is contraindicated during the third trimester of pregnancy.'” (LoE: 1++)

NON-STEROIDAL ANTI-INFLAMMATORY DRUGS

Ibuprofen (400 mg) is recommended as first-line treatment for patients with acute
migraine. If ineffective, the dose should be increased to 600 mg.

A Cochrane review found ibuprofen to be superior to placebo in all doses between 200 mg and 600 mg for pain
free at two hours and sustained pain relief at 24 hours for patients with acute migraine with moderate to severe

baseline pain. The NNT for achieving the outcome of pain free at two hours was 9.7 for 200 mg and 7.2 for 400
mg.2 (LoE: 1++)

Naproxen has also been found to be effective for two hour pain relief compared to placebo for patients with acute
migraine. The NNT for pain free at two hours was 11. Results did not vary for doses of 500 mg and 825 mg.?* (LoE:
1+4+)

Diclofenac potassium 50 mg is reported to have a relative benefit over placebo, relative risk (RR) 2.0 (95%
confidence interval (Cl) 1.6 to 2.6), NNT=8.9, for pain free at two hours in patients with acute migraine.? (LoE: 1++)

Naproxen and ibuprofen were also effective in relieving migraine-associated symptoms of nausea, photophobia,
phonophobia and functional disability compared to placebo.?*2* (LoE: 1++)

No serious adverse events were reported in the trials.?32> NSAIDs can cause gastrointestinal problems with long-
term use.17 They should also be used with caution in patients with asthma as NSAIDs may worsen the condition.?’
(LoE: 1++)

In pregnancy, ibuprofen is the anti-inflammatory agent of first choice until gestational week 28. After 28 weeks of
gestation, repeated use of ibuprofen should be avoided.?® (LoE: 4)

Ibuprofen is the only NSAID which is licensed for patients with acute migraine.

PARACETAMOL

Empfehlung: Paracetamol (1,000 mg) can be considered for treatment of patients with
acute migraine who are unable to take other acute therapies.

Due to its safety profile, paracetamol is first choice for the short-term relief of mild to
moderate headache during any trimester of pregnancy.??2¢

A Cochrane review identified three studies (717 participants) and reported a relative benefit of paracetamol 1,000
mg in achieving pain free at two hours as 1.8 (95% Cl, 1.2 to 2.6), NNT=12, compared to placebo in patients with
moderate or severe acute migraine.?’ (LoE: 1++)

In two studies including 1,140 patients with acute migraine, a combination of paracetamol 1,000 mg plus
metoclopramide 10 mg had similar efficacy to sumatriptan 100 mg for headache relief at two hours (39% of
participants reported relief using paracetamol and metoclopramide versus 42% for sumatriptan).?’ (LoE: 1++)

For pain free and sustained headache relief at 24 hours, paracetamol was more effective than placebo, but not
compared to rizatriptan.?’ (LoE: 1++)

No serious adverse events were reported in the trials. Paracetamol is better tolerated than NSAIDs or triptans.?’
(LOE: 1++)

Paracetamol is commonly used in all trimesters of pregnancy although routine use should be avoided.

ANTIEMETICS

Empfehlung: Metoclopramide (10 mg) or prochlorperazine (10 mg) can be considered in
the treatment of headache in patients with acute migraine. They can be used either as an
oral or parenteral formulation depending on presentation and setting.

Empfehlung: Metoclopramide (10 mg) or prochlorperazine (10 mg) should be considered
for patients presenting with migraine-associated symptoms of nausea or vomiting. They
can be used either as an oral or parenteral formulation depending on presentation and
setting.

Metoclopramide should not be used regularly due to the risk of extrapyramidal side effects.

Metoclopramide 10 mg (oral) in combination with aspirin 900 mg had similar efficacy to 100 mg sumatriptan in
achieving the outcome of pain free at two hours.?! Similar results were found for paracetamol 1,000 mg combined
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with metoclopramide 10 mg versus sumatriptan.?’” However, aspirin and metoclopramide provided significantly
better relief of associated symptoms, with an NNT of 2.6 (95% Cl 2.1 to 3.1). It was particularly beneficial in reducing
vomiting, NNT=2.1 (95% CI 1.5 to 3.7).%! (LoE: 1++)

A randomised controlled trial (RCT) comparing different doses of metoclopramide found that all doses provided an
improvement in pain response, measured using an 11-point numerical rating score for pain (NRS). Most patients
improved by more than 50%. Individual improvement with metoclopramide was 4.7 NRS units for 10 mg, 4.9 for
20 mg and 5.3 for 40 mg.?8 (LoE: 1+)

A meta-analysis found that phenothiazines are superior to placebo for complete headache relief up to one hour
after treatment (odds ratio (OR) 15.02, 95% CI 7.57 to 29.82). There was no significant difference in efficacy for
complete headache relief when compared to metoclopramide.?® (LoE: 1+)

Both prochlorperazine 10 mg and metoclopramide 20 mg (both coadministered with diphenhydramine and given
intravenously) were found to be effective for pain relief at one hour for patients with acute migraine, as recorded
on the NRS scale. At two hours the NRS for pain after treatment with prochlorperazine was 6.4 from a baseline NRS
of 8.4, and for metoclopramide 5.9 from a baseline NRS of 8.8. The overall difference was 0.6 (95% CI -0.6 to 1.8),
with an NNT of 17 for pain free at two hours.3 (LoE: 1+)

Reporting of side effects was inconsistent amongst trials.?%?° Most side effects were minor.?! Akathisia was
reported in trials of metoclopramide and prochlorperazine in 5-9% of participants.?®3° Drowsiness and dizziness
was also noted. More dropouts were noted as the dose of metoclopramide increased.?® (LoE: 1+)

TRIPTANS

Empfehlung: Triptans are recommended as first-line treatment for patients with acute
migraine. The first choice is sumatriptan (50-100 mg), but others should be offered if
sumatriptan fails.

Empfehlung: In patients with severe acute migraine or early vomiting, nasal zolmitriptan or
subcutaneous sumatriptan should be considered.

Empfehlung: Triptans are recommended for the treatment of patients with acute migraine
associated with menstruation.

Empfehlung: Sumatriptan can be considered for treatment of acute migraine in pregnant
women in all stages of pregnancy. The risks associated with use should be discussed before
commencing treatment.

For patients experiencing acute migraine, triptans are superior to placebo, for pain relief, pain free within two
hours and sustained pain relief at 24 hours.313° (LoE: 1++)

An overview of Cochrane reviews reported that sumatriptan is an effective abortive treatment for acute migraine
episodes.?® The subcutaneous route is the most effective in terms of pain relief at two hours from moderate to
severe baseline pain, with an NNT of 2.5 for 4 mg and 2.3 for a 6 mg dose. Efficacy was significantly improved if
treatment was taken early, while pain was mild. For oral sumatriptan 50 mg the NNT for pain free at two hours was
6.1 for moderate to severe baseline pain and 4.4 for mild baseline pain. For 100 mg sumatriptan the NNT was 4.7
for pain free at two hours for moderate to severe pain and 2.4 for mild pain. Intranasal sumatriptan is also effective
for pain free at two hours (NNT=3.1).33 (LoE: 1++)

In studies comparing sumatriptan to other triptans, zolmitriptan and almotriptan showed similar efficacy.??
Rizatriptan 10 mg was superior to all doses of sumatriptan for achieving pain free at two hours. Rizatriptan 5 mg
had similar efficacy to sumatriptan 50 mg. Eletriptan 40 mg and 80 mg was superior to both doses of sumatriptan
for the outcome of pain free at two hours and was associated with reduced need for rescue medication.?? (LoE:
1++)

Compared to other therapies, sumatriptan 100 mg was superior for achieving pain free at two hours than aspirin
900 mg with metoclopramide 10 mg, or paracetamol 1,000 mg and metoclopramide 10 mg.33 Sumatriptan was
superior to effervescent aspirin 1,000 mg for headache relief at two hours.3? (LoE: 1++)

For patients with menstrually-related migraine (MRM), sumatriptan resulted in a therapeutic gain with 25% of
patients pain free at two hours with 50 mg and 34% with 100 mg compared to placebo.3 Rizatriptan, frovatriptan
and zolmitriptan were also reported to provide benefit for acute treatment of patients with MRM.3435 (LoE: 1++)

Adverse events reported in the trials were described as mild to moderate. Serious adverse events were rare.333?
(LoE: 1++)

Patients using rizatriptan and propranolol should be given a maximum dose of 5 mg rizatriptan due to the risk of
interactions and rizatriptan should not be taken within two hours of taking propranolol.'’

One study of cardiovascular outcomes with triptan use reported an OR of 0.86 (95% Cl 0.52 to 1.43), for a serious
cardiovascular event.3® Triptans are contraindicated in patients with uncontrolled hypertension and in symptomatic
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cardiovascular and cerebrovascular disease.'” Trials of triptans have focused on a population aged 18-65 years.
There is therefore no information on triptan use in the over 65s. Hypertension, cardiovascular disease and
cerebrovascular disease are all more common in older people. Age is not a contraindication to use of triptans but
age and vascular risk factors should be taken into account before prescribing triptans in the over 65s.'7 (LoE: 2++)

The United States Food and Drug Administration (FDA) issued a warning following a small number of case reports
of serotonin syndrome in patients whilst taking triptans and selective serotonin reuptake inhibitors (SSRIs). This
has been reviewed and a consensus statement produced by the American Headache Society. Clinical information
in the FDA report was lacking and it was concluded that there is insufficient information to determine whether
there is an increased risk of serotonin syndrome in patients taking triptans and SSRIs together compared with
patients taking SSRIs alone. Given the frequency of coprescribing any risk is very small. It is therefore reasonable
to prescribe triptans in patients on SSRIs.3” (LoE: 4)

Registry data has given increasing confidence in the use of triptans in pregnancy. A meta-analysis on the use of
triptans, in particular sumatriptan, at all stages of pregnancy compared with women with migraine who did not use
triptans showed that the use of triptans in pregnancy is not associated with an increased risk of major congenital
malformation or prematurity.3® This is supported by an additional cohort study.* The risk of spontaneous abortion
rates was reported to be higher (OR 1.41, 95% ClI 1.11 to 1.80) in the meta-analysis, but this was not assessed in all
of the studies and was based on a small number of patients.38 A more recent, larger cohort study (432 women)
reported there was no increased risk of spontaneous abortion with triptan use.3® (LoE: 2++)

A further cohort study, where women completed validated questionnaires about their child at 18 and 36 months,
suggested that prenatal triptan use (primarily in the first trimester) may be associated with externalising behaviour
problems (1.36-fold risk).*° The evidence is subject to possible confounders and should be interpreted with caution.
(LoE: 2+)

Sumatriptran is the preferred triptan based on efficacy, safety profile and cost. For patients with early vomiting, a
nasal or subcutaneous triptan may be more effective. Nasal zolmitriptan 5 mg and sumatriptan 6 mg subcutaneous
are effective (see Table 1, section 3.9). Where treatment with paracetamol (all trimesters) or ibuprofen (first and
second trimester only) fail, the use of triptans, in particular sumatriptan, in all stages of pregnancy can be
considered. None of the triptans are classed as non-teratogenic.

COMBINED THERAPIES

Empfehlung: Combination therapy using sumatriptan (50-85 mg) and naproxen (500 mg)
should be considered for the treatment of patients with acute migraine.

A combination of sumatriptan 50-85 mg and naproxen 500 mg is better than placebo or monotherapy with active
comparators in patients with acute migraine.*! Fifty percent of patients with mild pain were pain free at two hours
with combination therapy compared to 18% in the placebo group (NNT=3.1, 95% Cl 2.9 to 3.5). When baseline pain
was moderate to severe the NNT was 4.9 (95% Cl 4.3 to 5.7) compared to placebo.41 The associated features of
nausea, photophobia, phonophobia and functional disability were also better managed when combination therapy
was used compared to placebo or monotherapy.*! (LoE: 1++)

The relative benefit of combination therapy when compared to sumatriptan alone was 1.4 with a NNT of 10.
However, compared to naproxen alone combination therapy was clearly superior, with a relative benefit of 2.0,
NNT=6.1.%! (LOE: 1++)

Adverse effects were more common with combination therapy than placebo or naproxen alone, but were reported
to be mild.** (LoE: 1++)

STEROIDS

Two meta-analyses reported that use of steroids (prednisolone or dexamethasone) in addition to other acute
treatments provided a small benefit in reducing the rate of moderate or severe headache at 24-72 hours
(NNT=10).%>*3 The studies included in the meta-analyses were small and some reported no statistical difference to
placebo. There was also heterogeneity in the additional acute therapies used. Pooled data from six studies
reporting a secondary outcome of totally resolved migraine showed no significant benefit from steroids compared
to placebo.*® (LoE: 1+)

Adverse events were mild and transient.*>*3 In all but one study steroids were delivered intravenously to patients
presenting to the emergency department. Intravenous steroids are not a viable option in routine practice. (LoE: 1+)

No evidence was identified on the use of prednisolone as a tapered treatment in patients with prolonged migraine
(>3 days).
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Detaillierte Darstellung der Recherchestrategie

Cochrane Library - Cochrane Database of Systematic Reviews (Issue 11 of 12, November
2022) am 24.11.2022

#

Suchfrage

MeSH descriptor: [Migraine Disorders] explode all trees

(migrain*):ti,ab,kw

(hemicrania*):ti,ab,kw

#1 OR #2 OR #3

NP WIN|F

#4 with Cochrane Library publication date from Nov 2017 to present, in Cochrane
Reviews

Systematic Reviews in PubMed am 24.11.2022

verwendete Suchfilter:

Konsentierter Standardfilter fiir Systematische Reviews (SR), Team Informationsmanagement
der Abteilung Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung
am 02.01.2020.

# Suchfrage

1 "migraine disorders"[mh]

2 migrain*[tiab]

3 hemicrania*[tiab]

4 #1 OR #2 OR #3

5 (#4) AND (((Meta-Analysis[ptyp] OR systematic[sb] OR ((systematic review [ti] OR

meta-analysis[pt] OR meta-analysis[ti] OR systematic literature review[ti] OR this
systematic review[tw] OR pooling project[tw] OR (systematic review[tiab] AND
review[pt]) OR meta synthesis[ti] OR meta-analy*[ti] OR integrative review[tw]
OR integrative research review[tw] OR rapid review[tw] OR umbrella review[tw]
OR consensus development conference[pt] OR practice guideline[pt] OR drug
class reviews][ti] OR cochrane database syst rev[ta] OR acp journal club[ta] OR
health technol assess[ta] OR evid rep technol assess summ{[ta] OR jbi database
system rev implement rep[ta]) OR (clinical guideline[tw] AND management[tw])
OR ((evidence based|ti] OR evidence-based medicine[mh] OR best practice*[ti]
OR evidence synthesis[tiab]) AND (review[pt] OR diseases category[mh] OR
behavior and behavior mechanisms[mh] OR therapeutics[mh] OR evaluation
study[pt] OR validation study[pt] OR guideline[pt] OR pmcbook)) OR
((systematic[tw] OR systematically[tw] OR critical[tiab] OR (study selection[tw])
OR (predetermined[tw] OR inclusion[tw] AND criteri* [tw]) OR exclusion
criteri*[tw] OR main outcome measures[tw] OR standard of care[tw] OR
standards of care[tw]) AND (survey[tiab] OR surveys[tiab] OR overview*[tw] OR
review[tiab] OR reviews[tiab] OR search*[tw] OR handsearch[tw] OR analysis[ti]
OR critique[tiab] OR appraisal[tw] OR (reduction[tw] AND (risk[mh] OR risk[tw])
AND (death OR recurrence))) AND (literature[tiab] OR articles[tiab] OR
publications[tiab] OR publication [tiab] OR bibliography[tiab] OR
bibliographies[tiab] OR published[tiab] OR pooled data[tw] OR unpublished[tw]
OR citation[tw] OR citations[tw] OR database[tiab] OR internet[tiab] OR
textbooks[tiab] OR references[tw] OR scales[tw] OR papers[tw] OR datasets[tw]
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Suchfrage

OR trials[tiab] OR meta-analy*[tw] OR (clinical[tiab] AND studies[tiab]) OR
treatment outcome[mh] OR treatment outcome[tw] OR pmcbook)) NOT
(letter[pt] OR newspaper article[pt])) OR Technical Report[ptyp]) OR
(((((trials[tiab] OR studies[tiab] OR database*[tiab] OR literature[tiab] OR
publication*[tiab] OR Medline[tiab] OR Embase[tiab] OR Cochrane[tiab] OR
Pubmed][tiab])) AND systematic*[tiab] AND (search*[tiab] OR research*[tiab])))
OR (((((((((((HTA[tiab]) OR technology assessment*[tiab]) OR technology
report*[tiab]) OR (systematic*[tiab] AND review*[tiab])) OR (systematic*[tiab]
AND overview*[tiab])) OR meta-analy*[tiab]) OR (meta[tiab] AND analyz*[tiab]))
OR (meta[tiab] AND analys*[tiab])) OR (meta[tiab] AND analyt*[tiab]))) OR
(((review*[tiab]) OR overview*[tiab]) AND ((evidence[tiab]) AND based|tiab]))))))

(#5) AND ("2017/11/01"[PDAT] : "3000"[PDAT])

(#6) NOT "The Cochrane database of systematic reviews"[Journal]

(#7) NOT (retracted publication [pt] OR retraction of publication [pt])

Leitlinien in PubMed am 24.11.2022

verwendete Suchfilter:
Konsentierter Standardfilter fiir Leitlinien (LL), Team Informationsmanagement der Abteilung
Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung am 21.06.2017.

E-S

Suchfrage

"migraine disorders"[mh]

"migrain*"[ti]

"hemicrania*"[ti]

"headache disorders, primary"[mh:noexp]

"Headache Disorders"[mh:noexp]

"headache"[maijr]

"headache*"[ti]

#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7

Ol N V|| W |IN|EK

(#8) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[Title] OR
Consensus Development Conference[ptyp] OR Consensus Development
Conference, NIH[ptyp] OR recommendation*[ti])

10

(#9) AND ("2017/11/01"[PDAT] : "3000"[PDAT])

11

(#10) NOT (retracted publication [pt] OR retraction of publication [pt])
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Iterative Handsuche nach grauer Literatur, abgeschlossen am 25.11.2022

e Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF)
e Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche Krebshilfe,
AWMF)

e National Institute for Health and Care Excellence (NICE)
e Scottish Intercollegiate Guideline Network (SIGN)
e World Health Organization (WHO)

Dynamed / EBSCO
Guidelines International Network (GIN)
e Trip Medical Database
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§35a Abs. 7 SGB V i.V.m. VerfO 5. Kapitel § 7 Abs. 6

Verfahrens-Nr.: 2023-B-042

Verfasser

Name der Institution Arzneimittelkommission der deutschen
Arzteschaft (AkdA)
Bundesidrztekammer, Dezernat 1 — Arztliche
Versorgung und Arzneimittel,
Herbert-Lewin-Platz 1, 10623 Berlin
(www.akdae.de)

Datum der Erstellung 22. Marz 2023

(Bei mehreren beteiligten Fachgesellschaften bitte mit entsprechenden Angaben.)

Indikation

... wird angewendet zur Akuttherapie der Migréane mit oder ohne Aura bei Erwachsenen.

Fragen zur Vergleichstherapie

Was ist der Behandlungsstandard in Akuttherapie der Migriane mit oder ohne Aura bei
Erwachsenen unter Berlicksichtigung der vorliegenden Evidenz? Wie sieht die Versorgungspraxis in
Deutschland aus?

(Bitte begriinden Sie Ihre Ausfiihrungen; geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Attacken leichter bis maRiger Intensitat konnen mit Acetylsalicylsdure (1000 mg als
Brausetablette), Paracetamol (1000 mg als Tablette oder Suppositorium) oder einem
nichtsteroidalen Antirheumatikum (NSAR, z. B. Ibuprofen 200 bis 600 mg als Tablette oder
Suppositorium) behandelt werden (1). Die Zugabe von Metoclopramid zu einem Analgetikum bzw.
NSAR ist wirksam gegen Ubelkeit und Erbrechen (2). Bei Erbrechen sollten Analgetika vorzugsweise
als Suppositorien eingenommen werden.

Vor der Einfihrung der Triptane waren Ergotamin und Dihydroergotamin Mittel der Wahl zur
Behandlung starker Migranekopfschmerzen. Sie sind jedoch den Triptanen hinsichtlich der
Wirksamkeit und Nebenwirkungen unterlegen und werden daher inzwischen kaum mehr
eingesetzt (1;3).

Bei schweren Migraneattacken, die nicht auf ein Analgetikum oder NSAR ansprechen, ist eine
Behandlung mit einem Triptan sinnvoll. Triptane sind den unspezifischen Analgetika und
Ergotaminpraparaten hinsichtlich der Wirksamkeit bei Migrdne Gberlegen (3). Aktuell sind sieben
Triptane verfligbar, die sich hinsichtlich ihrer Wirklatenz, Wirkstdrke und Wirkdauer unterscheiden.
Die starker wirksamen Triptane sind in der Regel auch mit starkeren Nebenwirkungen behaftet.
Haufige Nebenwirkungen der Triptane sind Ubelkeit, Schwindel, Pardsthesien und Miidigkeit.
Wenn die Wirkung verschiedener Triptane bei oraler Applikation unzureichend ist, sollte eine
parenterale Anwendung erfolgen. Der schnellste Wirkeintritt und die hochste Wirksamkeit ist fiir
die subkutane Gabe von Sumatriptan belegt, die Wirkung setzt hier nach etwa zehn Minuten ein
(4). Nachteile dieser Applikationsform sind allerdings die hohere Rate an Nebenwirkungen und die
deutlich héheren Kosten. Alternativ ist die Kombination eines oralen Triptans mit ASS oder einem




NSAR wirksamer als die jeweilige Monosubstanz (3). Bei Migrane mit friihem Auftreten von
Ubelkeit und Erbrechen empfiehlt sich eine parenterale Applikation der Triptane als Nasenspray,
Suppositorium oder subkutan. Je friiher ein Triptan appliziert wird, umso besser wirkt es. Um aber
einen Kopfschmerz durch Ubergebrauch von Schmerz- oder Migranemitteln zu vermeiden, sollten
Triptane erst eingenommen werden, wenn der Patient den Kopfschmerz sicher als Migraneattacke
identifizieren kann. Bei Triptanen gibt es einen fast linearen Zusammenhang zwischen der
Einnahmehaufigkeit und dem Risiko der Entwicklung eines chronischen Kopfschmerzes (5). Bei
einer hohen Frequenz von Migraneattacken ist daher eine prophylaktische Therapie sinnvoll. Bei
Migrane mit Aura wird die Applikation eines Triptans aus Sicherheitsgriinden erst nach der
Auraphase empfohlen.

Von den beiden neuen, seit 2022 zur Akuttherapie der Migrane in Deutschland zugelassenen
Wirkstoffen Rimegepant und Lasmiditan ist erst Lasmiditan seit dem 01.03.2023 auf dem Markt
und spielt daher im Versorgungsalltag noch keine Rolle.

In einer grolen, fiir die erwachsene Bevoélkerung in Deutschland reprasentativen Studie zeigte sich,
dass etwa drei Viertel der Patienten mit Migrane zur Attackenbehandlung verschreibungsfreie
Analgetika einnehmen (6). Zu dem gleichen Ergebnis kam eine grole retrospektive
Beobachtungsstudie in Deutschland, in der nur 21,2 % der Patienten mit Migrdne ein Triptan zur
Attackenbehandlung verschrieben wurde, 74,2 % dagegen ein Analgetikum bzw. NSAR (7). In einer
weiteren epidemiologischen Studie behandelten nur 11 % der Teilnehmer mit Migrane in
Deutschland Attacken mit einem Triptan (8). Uber ein Drittel der Migridnepatienten, die sich in
einer deutschen Spezialambulanz vorstellte, hatte zuvor keine Attackenbehandlung gemaR
Leitlinien erhalten (9).

Gibt es Kriterien fiir unterschiedliche Behandlungsentscheidungen in der o. g. Indikation, die
regelhaft berlcksichtigt werden? Wenn ja, welche sind dies und was sind in dem Fall die
Therapieoptionen?

Des Weiteren stellen sich Fragen zu besonderen Patientenpopulationen:

Wie werden im deutschen Versorgungsalltag Patientinnen und Patienten behandelt, die fir eine
Behandlung mit Triptanen in Frage kommen, jedoch eine Triptan-Kontraindikation aufweisen?

Gibt es Patientinnen und Patienten, die auf keine der genannten Wirkstoffgruppen (Analgetika,
NSAR, Triptane) ansprechen? Wie wiirde man die Unwirksamkeit einer (Vor-)Therapie mit den
genannten Wirkstoffgruppen (Analgetika, NSAR, Triptane) konkret definieren?

Gibt es Patientinnen und Patienten im Anwendungsgebiet der Migrane-Akutbehandlung, die
aufgrund von Kontraindikationen und/oder Nichtansprechen keine pharmakologische Behandlung
ihrer Migraneattacken erhalten?

(Bitte begriinden Sie Ihre Ausfiihrungen; geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Eine der klinischen Praxis haufige Behandlungsentscheidung betrifft Patienten mit
kardiovaskularem Risikoprofil. Triptane sind Agonisten am Serotonin- HT1s/1p-Rezeptor und
besitzen vasokonstriktive Eigenschaften vorwiegend im extrazerebralen arteriellen System. Aus
theoretischen Griinden besteht daher eine Kontraindikation gegen Triptane bei erhohtem
kardiovaskularem Risikoprofil (u. a. koronare Herzerkrankung, Zustand nach Schlaganfall,
unkontrollierte arterielle Hypertonie). Diese Patienten konnten bisher lediglich mit konventionellen
Analgetika und NSAR behandelt werden. Zumindest bei Patienten ohne diese vaskularen
Kontraindikationen sprechen populationsbezogenen Studien gegen ein relevantes vaskulares Risiko
durch Triptane (10-12). Aussagekraftige epidemiologische Daten fur Patienten mit koronarer
Herzerkrankung und anderen vaskuldren Kontraindikationen liegen allerdings nicht vor. Eine
retrospektive Schatzung geht davon aus, dass in den USA bis zu 20 % der Patienten mit Migrane




Kontraindikationen gegen Triptane haben (13). Epidemiologische Daten der deutschen
Bevolkerung hierzu sind nicht bekannt.

Theoretisch kénnen Triptane bei gleichzeitiger Anwendung mit anderen serotonergen
Arzneimitteln, z. B. selektive Serotonin-Wiederaufnahmehemmer (SSRIs), Serotonin-Noradrenalin-
Wiederaufnahmehemmer (SNRIs), trizyklische Antidepressiva (TCAs) oder Monoaminoxidase
(MAO)-Hemmer zu einem Serotoninsyndrom fiihren, in der klinischen Praxis ist dies jedoch sehr
selten (1). Da Eletriptan, Naratriptan und Frovatriptan kaum (iber das MAO-System metabolisiert
werden, kann das Risiko durch Einsatz dieser Wirkstoffe weiter minimiert werden.

Die in Studien am haufigsten verwendeten Kriterien der Wirksamkeit sind: 1. Schmerzfreiheit nach
zwei Stunden (definiert als Anteil der Patienten, die zwei Stunden nach Behandlung und vor
Einnahme einer weiteren Medikation schmerzfrei sind), 2. Schmerzreduktion nach zwei Stunden
(definiert als Anteil der Patienten, die eine Reduktion von Schmerzen von moderat oder stark vor
Behandlung auf mild oder abwesend zwei Stunden nach Behandlung und vor Einnahme einer
weiteren Medikation angeben) und 3. die Haufigkeit eines Wiederkehrkopfschmerzes (definiert als
erneutes Auftreten von Kopfschmerzen 24 oder 48 Stunden nach Behandlung bei Patienten, die
initial auf die Medikation angesprochen haben) (14). Die International Headache Society empfiehlt,
Schmerzfreiheit nach zwei Stunden als primaren Endpunkt der Wirksamkeit in Studien zu
verwenden (14). Schmerzfreiheit nach zwei Stunden wurde in Studie mit Triptanen bei ca. 15-40 %
der Patienten erzielt, ein Wiederkehrkopfschmerz trat bei 20—40 % auf (15). Die Wirksamkeit aller
verfigbaren Medikamente zur Attackenbehandlung hangt u. a. von einer friihzeitigen Einnahme
ab. Die Beurteilung der Wirksamkeit sollte daher idealerweise mittels eines elektronischen
Tagebuchs erfolgen, das neben der Wirksamkeit auch die Zeitpunkte des Beginns der
Kopfschmerzen und der Einnahme der Medikation dokumentiert.

Es wird empfohlen, mindestens drei Attacken mit einem Wirkstoff zu behandeln, bevor die
Wirksamkeit beurteilt wird (16). Eine einheitlich anerkannte Definition der Unwirksamkeit einer
Attackenbehandlung von Migrane gibt es nicht. Als Kriterium einer konsistenten Unwirksamkeit
wurde u. a. das Fehlen einer Schmerzreduktion zwei Stunden nach Behandlung bei drei von drei
Attacken verwendet. Nach dieser Definition wurde bei 11-21 % der mit Triptanen behandelten
Patienten eine Unwirksamkeit beschrieben (15). Bei Triptanen berichtet etwa ein Drittel der
Patienten eine ungenitigende Wirksamkeit, definiert als Schmerzreduktion zwei Stunden nach
Einnahme bei lediglich einem Drittel oder weniger der behandelten Attacken (15).

Wenn eine Unwirksamkeit besteht, kann ein Wechsel des Praparats innerhalb der
Wirkstoffgruppen der Triptane, Analgetika und NSAR zu Wirksamkeit fihren. Bei Patienten, die
Unwirksamkeit auf ein Triptan berichten, kann durch Wechsel des Wirkstoffes in bis zu zwei Drittel
eine Schmerzreduktion zwei Stunden nach Behandlung erzielt werden (17).

Patienten, die aufgrund von Kontraindikationen und/oder Unwirksamkeit keine pharmakologische
Behandlung ihrer Migraneattacken erhalten, gibt es in der Versorgungsrealitat. Epidemiologische
Daten sind hierzu nicht bekannt.




Referenzliste:

1.

10.

11.

12.

13.

14.

15.

16.

17.

Diener HC, Forderreuther S, Kropp P et al.: Therapie der Migraneattacke und Prophylaxe der
Migrédne, S1-Leitlinie, DGN und DMKG. In: Deutsche Gesellschaft fiir Neurologie (Hrsg.):
Leitlinien fur Diagnostik und Therapie in der Neurologie: www.dgn.org/leitlinien (letzter
Zugriff: 17. Marz 2023). Stand: 18. Oktober 2022.

Kirthi V, Derry S, Moore RA: Aspirine with or without an antiemetic for acute migraine attacks
in adults. Cochrane Database Syst Rev 2013; Issue 4: CD008041.

Cameron C, Shannon K, Shu-Ching H et al.: Triptans in the acute treatment of migraine: a
systematic review and network meta-analysis. Headache 2015; 55 (Suppl. 4): 221-235.

Tfelt-Hansen P. Sumatriptan for the treatment of migraine attacks — a review of controlled
clinical trials. Cephalalgia 1993; 13: 382-344.

Lipton RB, Serrano D, Nicholson RA et al.: Impact of NSAID and triptan use on developing
chronic migraine: results from the American Migraine Prevalence and Prevention (AMPP)
Study. Headache 2013; 53: 1548-1563.

Radtke A, Neuhauser H: Prevalence and burden of headache and migraine in Germany.
Headache 2009; 49: 79-89.

Roessler T, Zschocke J, Roering A et al.: Administrative prevelance and incidence,
characteristics and prescription patterns of patients with migraine in Germany: a
retrospective claims data analysis. ] Headache Pain 2020; 21: 85.

Katsarava Z, Mania M, Lampl C et al.: Poor medical care for people with migraine in Europe —
evidence from the Eurolight study. J Head Pain 2018; 19 :10.

Ziegeler C, Brauns G, Jirgens TP, May A: Shortcomings and missed potentials in the
management of migraine patients — experiences from a specialized tertiary care center. J
Headache Pain 2019; 20: 86.

Velentgas P,Cole JA, Mo J et al: Severe vascular events in migraine patients. Headache 2004;
44: 642-651.

Hall G, Brown M, Mo J, MacRae K: Triptans in migraine: the risks of stroke, cardiovascular
disease, and death in practice. Neurology 2004; 62: 563-568.

Diener HC: The risks or lack thereof of migraine treatments in vascular disease. Headache
2020; 60: 649-653.

Dodick DW, Shewale AS, Lipton RB et al.: Migraine patients with cardiovascular disease and
contraindications: an analysis of real-world claims data. J Prim Care Community Health 2020;
11: 2150132720963680.

Diener HC, Tassorelli C, Dodick DW et al.: Guidelines of the International Headache Society
for controlled trials of acute treatment of migraine attacks in adults: Fourth edition.
Cephalalgia 2019; 39: 687-710.

de Boer |, Verhagen IE, Portes Souza MN, Ashina M. Place of next generation acute migraine
specific treatment among triptans, non-responders and contraindications to triptans and
possible combination therapies. Cephalalgia 2023; 43: 3331024221143773.

Eigenbrodt AK, Ashina H, Khan S et al.: Diagnosis and management of migraine in ten steps.
Nat Rev Neurol 2021; 17: 501-514.

Leroux E, Buchanan A, Lombard L et al.: Evaluation of patients with insufficient efficacy
and/or tolerability to triptans for the acute treatment of migraine: a systematic literature
review. Adv Ther 2020; 37: 4765-4796.


http://www.dgn.org/leitlinien

	Deckblatt.pdf
	Rimegepant_2023-B-042_akut_Übersicht zVT.pdf
	ES_2023-B-042.pdf
	Inhaltsverzeichnis
	Abkürzungsverzeichnis
	1 Indikation
	2 Systematische Recherche
	3 Ergebnisse
	3.1 Cochrane Reviews
	3.2 Systematische Reviews
	Diener HC et al., 2022 [2].
	VanderPluym JH et al., 2021 [5].

	3.3 Leitlinien
	Department of Veterans Affairs Department of Defense (VA/DoD), 2020 [1].
	Scottish Intercollegiate Guidelines Network (SIGN), 2018. Revised September 2022 [3].

	Detaillierte Darstellung der Recherchestrategie

	Referenzen

	Rimegepant_2023-B-042_akut_Einbindung AkdÄ.pdf

