Everything about abortive therapy of migraine
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Presence of nausea/vomiting
Co-morbidity
Previous treatment
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Everything about abortive therapy of migraine

Medical need

assessment
Low
need
MIDAS
IHS criteria Questionnaire

Migraine Disability

Moderate
need

diagnosis assessment

High
need

1T

MIDAS Grade Disability
0-5 | little or infrequent disability Stratification
6-10 1 mild or infrequent disability
11-20 11 moderate disability -
}1555 so|otE AR
=21 \Y severe disability
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BT TENE &0 EXXNE AETHEL
ergotamine, NSAIDs, triptans + metoclopramide

V& EXNE X =2H 2 AHE 2O
IV metoclopramine, prochloperazin, chlorperazine

SC, nasal spray, IV/IM K| X| & M EHSHC}
traptans, NSAIDs
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triptan} ergotamine =2
Allergy

MAO inhibitor& 2% 2l &t X}
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triptan11} ergotamine 3=
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aspirin, ergotamine, triptan 3=2| € - steroid, acetaminophen

Per oral

ergotamine
triptans
NSAIDs
analgesics
opioid
isometheptene
steroid
domperidone

Intravenous
DHE
Immunosuppresant (steroid)
magnesium sulphate
valproate sodium
propofol
metoclopramide
prochloperazine
opioid
CGRP R antagonist
barbiturate
lidocaine

Intramuscular
droperidol

prochloperazine
DHE

k=3

Nasal spray
sumatriptan
zolmitiptan
DHE
civamide
opioid (butophanol)
lidocaine

Subcutaneous

sumatriptan
almotriptan
DHE

Per rectal
ergotamine
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Everything about abortive therapy of migraine

NSAIDs Gl trouble, renal toxicity
Metoclopramine akathisia, dystonia

Prochloperazin, chlorpromazine sedation, BP drop

Opioid dependency

Triptans chest tightness, flushing, dizziness,

paresthesia

Ergotamine nausea, vomiting,

peripheral vasoconstriction
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Table 2 Risk ratic (RR) weth 95% CI of chronic pain (=185 dfmo), i.e., migraine, nonmigrainous headache, and neck and low-back pain,
for men and women at HUNT-2 (1995-1997) related to use of analgesics ot HUNT-1 (1984-1986), i.e., 11 ¥ earlier

Chronic
nonmigrainous Chronic low-back
I Chronic migraine I headache Chronic neck pain pain

Analgesic consumption at baseline
(HUNT-1, 1884 —1886G) No. RR (95% CI No. RR (95% CI No. RR (95% CI Nao. RR (95% CI)
Men

Never, n = 12,012 28 1.0 134 1.0 541 1.0 454 1.0

Less than weekly, n = 2,366 14 2.5(1.3—4.8) 47 1.7(1.2-2.4) 174 1.6 (1.4-2.00 162 1.8(1.5-2.1)

Daily or weeldy. n = 751 17 11.2 (6.0-20.8) 45 5.1(3.6-7.3) a7 2.1 (1.6-2.7) 46 1.7(1.2-2.3) |
Women

Never, n = 10,708 a1 1.0 109 1.0 438 1.0 a51 1.0

Less than weekly, n = 4,491 51 3.7(2.4-5, 84 1.9(1.4-2.5) 279 1.5(1.3-1.8) 237 1.6(1.4-1.9)

Daily or weekly, n = 1,739 59 14.9(9.5-23.4) 119 7.0(5.3-9.1) 153 2.6(2.1-3.2) 138 2.7 (2.2-3.3)

The analyses were adjusted for age and education calculated in multiple logistic regression.
HUNT = Nord-Trendelag Health Study: No. = total no. of subjects in different diagnostic groups.

Zwart JA. Neurology 2003:61:160-164
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Ergotamine-overuse HA :>10 days/M
Triptan-overuse HA  :2>10 days/M

Analgesic-overuse HA :>15 days/M
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Evidence-based Medicine
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Everything about abortive therapy of migraine

NSAIDs, H[OIHTI S H|, & T S A EBM

- HEEOD QI8 UAHNEIO| EHOYT} EEYE[X| Q= HQ

: aspirin, naproxen sodium, ibuprofen, diclofenac-K (A &)

acetaminophen (B S&)

* Isometheptene + dichloralpherazone + acetaminophen =%}
H(ASH)

Acetaminophen + aspirin + caffeine St X| (A S &)

e AlSI AA/AETIQA=HS
: Ketololac IV or IM (B &)
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Metoclopramide
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* Chlorpromazine IV- 1/ E7} = L2 (AS52)

*  Droperidol IV - S HES 2HX0|AM MENN ALE(B &
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e Ondansetron /granisetron2 87| X|EX| 2 A2 27HB 582)
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Everything about abortive therapy of migraine

EEEAN (5-HT1 =8 X & X)
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: == L}{ 2 0f - sumatriptan, zolmitriptan, naratriptan
= L} O|2F0l - almotriptan, frovatriptan, rizatriptan, eletriptan
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- EZIELA| + naproxen sodium HH2 9 HAE D
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Triptans
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Basilar migraine, hemiplegic migraineOj| A = A2 & X||StSHC}.
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Triptans

Tmax T1/2
Almotriptan 2.1 3.1
Eletriptan 1.8 5
Frovatriptan -2.5 -26
Naratriptan 3.5 6 } Prophylaxis for menstrual migraine
Rizatriptan 2-3 5
Sumatriptan 2 2 |— High recurrence rate
Zolmitriptan 2.5 3

Triptans: A meta-analysis
Cameron C, Headache 2015 Jul

133 RCTs

2 hr pain relief: 42-76%,
Better than ergots (38%)

2 hr pain free: 18-50%

Equal or better than NSAIDs, ASA, acetaminophen (46-52%)
Equal or slightly worse than combination therapy (62-80%)

The most favorable outcomes

— Suma SC, Riza ODT, Zolmi ODT, Ele PO
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Everything about abortive therapy of migraine

Priorities for triptans - efficacy

O Triptan-naive
patients

M Triptan-experienced
patients

.

Almotriptan 12.5 mg

[

Eletriptan 40 mg

\w
- -

Primary care physicians surveys

Eletriptan 80 mg '

Indicated that efficacy attributes

Naratriptan 2.5 mg were significantly more important
than tolerability

Sumatriptan 50 mg

Rizatriptan 10 mg ﬁ;t or COﬂSIStency Of effeCt

Sumatriptan 100 mg
Priorities for triptan treatment attributes and
the implications for selecting an oral triptan for

Zolmitriptan 2.5 mg
acute migraine:

I 1 T T T 1
0 20 40 60 80 100 a study of US primary care physicians (the
ok o TRIPSTAR project) Clin Ther 2004;26:1533-45
Similarity (%)
|20 EX|
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Everything about abortive therapy of migraine

uw=: A triptangag 5 SFL?

Severe

Moderate

Pain intensity

Fast evolution

attacks

Slow evolution
attacks

Most moderate

attacks have 2
a mild pain < ‘Early’ >
phase first Time (h)

Gendolla A. Cephalalgia 2008 Epub

Pain free at 2 hours

'Act when Mild (AwM)'

M Almotriptan 12.5 mg Placebo
p=0.02
I p=0.0001 |
I
60 53.5 p=0.0008
__ 50
[2)
£ 40 37.5
k)
T 30
£ 20
10
0
n=86 n=85 n=112 n=120
Still mild Moderate-sever: 40—
5 . Almotriptan 12.5 mg; Still mild
$  god = = = = Almotriptan 12.5 mg; Mod-severe
=
= ,
%\J 60 '\
=
2 -
o
H 40 "l..
7 204 T
The ‘Act when Mild' (AwM) Study. 5 e
P) Goadsby. Cephalalgia 2008 0 —r—r————r—a
2 4 6 8 10 12 14 16 18 20 22 24

Duration of pain (hours)
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Multi-mechanism therapy - Triptan/NSAID combination tablet

A ] Sumatriptan/naproxen sodium (n=280) s

80 M Placebo (n=296) o o RA (N=ts)

70%! — gy
& 70 =2 » 80 = an=a3)
=] o 60 + E i == p(N=39)
] 52% s
£ 2 S & 80
= o 50 s
Qo
89 a9 £
] 25% 5
g 20%" 17% . 4
S 20 ] o 15%
o - % 106
£ 107 5% (7% .
0
30 min 1 hr 2 hr 4hr Total Migraine Freedom at 2 Hours

Sumatriptan 85 mg + naproxen 500 mg Rizatriptan 10 mg + AAP 1000 mg
Silberstein SD. Neurology 2008 Freitag F. Headache 2008

Frovatriptan+dexketoprofen

High pain-free rate Allais G, Neurol Sci 2015 May

Low recurrence

Che

rot

FEO| AR - triptans

e 7 triptan tablets
+ 2 fast-melt tablets, 2 nasal sprays, 3 types of injection

e Sumatriptan: SC, oral, rectal, nasal spray
* Various generic formulations of sumatriptan
: Needle-free injection
Lingual spray
Intranasal powder (OptiNose apparatus)
Patch (Zelix)

Battery/power controller
Anode @ Cathode

Positively charged Gy o
drug molecules o Qe
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Everything about abortive therapy of migraine

CISt E0{ 4 £ - Non-triptan drugs

Diclofenac powder for solution (Cambia®)

Intranasal ketololac tromethamine (Sprix®)

DHE inhaler (Levadex®)

ED and inpatient treatment of status migrainosus
Continuum 2015 Aug

Adequate fluid hydration and combination |V therapy with
multiple nonopioid medications from multiple drug classes

Typical Emergency Department Treatment Strategy®

1. IV fluids, noermal saline 2-3 L bolus or 80-100 cc/h for as long as patient is
in emergency department

2. IV diphenhydramine 12.5-25 mg

3. IV dopamine receptor antagonist medication (typically use
metocdopramide 10 mg or prochlorperazine 10 mg)

4. IV magnesium sulfate 500 mg-1 g
5. IV ketorolac 30 mg

6. If patient does not improve, other options include IV sodium valproate
(500 mg), IV levetiracetam (500 mg), or IV methylprednisolone (200 mg)

7. IV dihydroergotamine 0.5-1.0 mg may be used if patient has not used a
triptan within 24 hours and no contraindications exist

IV = intravenous.
? Medications are given in succession separated by 15 to 20 minutes.
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X| &=: Ketorolac NS vs Sumatriptan NS vs Placebo NS
Rao AS, Headache 2016 Feb

15

o

T T - v v N
10 min 15 min 20 min 30 min 1 hr 2hrs

( placebo ——— ketorolac NS

sumatriptan NS

Time-to-pain-relief

S=4! X|&: IV valproate vs SC sumatriptan

Ghaderibarmi F, Acta Med Iran 2015 Dec

Randomized 37 patients

6 mg SC sumatriptan

15 mg/kg of IV valproate — faster, more effective

without any recurrence and remarkable side effects

| Mean pain score | _Sumatriptan_| _Valproate
83

baseline 8.3
1 hr after Tx 47 2.2
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Everything about abortive therapy of migraine

S=4A! X|&: IV valproate vs IV dexamethasone
Mazaheri S, PLoS One 2015 Mar

* 104 patients
e Both drugs were highly effective.

* However, dexamethasone was not effective in patient with
migraine with aura.

VAS

baseline 8.2 8.5
2 hr after tx 3.7 3.6

S AIX| &: haloperidol IV vs metoclopramide IV
Gaffigan ME, ] Emerg Med 2015 Sep

* |V haloperidol is as safe and effective as metoclopramide for
the ED treatment of migraine headaches

* 31 pts with HPD 5 mg vs 33 pts with METO 10 mg
* No QT prolongation

Mean VAS in mm
(with 95% CI)
80
70
50
40

% L] I
£ e

e Post Pre Post Pre Post Pre Post
Pain Nausea Restlessness Sedation
i Haloperidol Metoclopramide

Figure 2.
Mean visual analog scale (VAS) in mm with 95% confidence intervals (Cl)
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H| 2F= X| &: Acupuncture for acute migraine
Du R, BMJ Open 2015 Apr

7 databases from MEDLINE, EMBASE, Cochrane, and 4
Chinese databases (~ 2015 Feb)

RCTs in English or Chinese

This systematic review will evaluate published RCT evidence
for the effectiveness and safety of acupuncture for acute
migraine attacks in adults.

H|2F= X| &: HBOT for migraine

Cochrane review 2015 Dec

11 trials with 209 participants

140

5 HBOT vs. sham for acute migraine,

3 NBOT vs. sham or ergotamine for cluster HA —

2 HBOT for cluster HA -

1 NBOT vs. sham for a mixed HA :
Hyperbaric oxygen therapy for the relief of acute migraine
Patient or population: Acute migraine
Setting: Hospital care
Intervention: HBOT (2.0 to 2.4 ATA for 40 to 45 minutes)
Comparison: Sham therapy (air at pressure or 100% oxygen at 1 ATA)
Outcomes Anticipated absolute effects* (95% CI) Relative effect Number of participants  Quality of the evidence Comments

(95% CI) (trials) (GRADE)
Risk with sham therapy Risk with HBOT
Chance of obtaining sub- Study population RR 6.21 58 Low’ Weincluded 3small RCTs
stantial headache relief (2.41 to 16.00) (3RCTs) but all showed large effect
(Relief). size with HBOT compared
Assessed with: Patient 111 per 1000 663 per 1000 to either air or 100% oxy-
self-assessment (162 to 1000) gen sham
*The risk in the intervention group (and its 95% Cl) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).
Abbreviations: Cl: confidence interval; RR: risk ratio; OR: odds ratio; ATA: atmospheres absolute; HBOT: hyperbaric oxygen therapy.
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Everything about abortive therapy of migraine

H|2F=X| &Z: GON for acute migraine

* Hemiplegic migraine * Basilar type migraine
Rozen T, Headache 2007 Baron EP, Headache 2010
Casas-Limon J, Headache 2015

Hl 2= X| &: sTMS

Bhola R, J Headache Pain 2015 Jun

* 62% pain relief
* At 3 months — HA days reduction from 12 to 9 (EM),
from 24 to 16 (CM)
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