Botulinum Toxin for Chronic Migraine

Heui-Soo Moon, MD, PhD

Kangbuk Samsung Hospital, Sungkyunkwan University School of Medicine

Identifying BOTOX" candidates: Diagnosis of Chronic migraine @

= Practical clinical criteria for Chronic Migraine diagnosis
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Headache days /M o
'_J 23 Months
>8
Migraine days /M With or without medication overuse

PREEMPT Paradigm overview
The basis of the Botox® treatment protocol for chronic migraine

PROVEN DOSE PROVEN SITES PROVEN SCHEDULE

Cormugatar 2 10
Procerus 1 5
Frontalls 4 2
Temporalis 8 40
Occipitalis 6 30
Cervical paraspinal 4 n
Trapetius 3 M

A Fixed-5ite, Fixed-Dose Injection paradigm

Injection points & distribution: Fixed-Site Fixed-Dose

= The anatomic injection sites follow and areas i d by the trigeminal - cervical nerve complex
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5u x 31 sites=155u

Additional Injection Points: Follow-the-pain approach

& additional injection * 5 units =Extra Max 40u
Total 155u- 195 u
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The Preparations

Dilution Overview

Saline added Resulting BOTOX® dose

0.9% sadium chioride Injection) |Units per 0.1 i)
100 U vial 2.0mi{52.1mi} 5.0 Units
0= 2 vt e
N = 54mlL syringes — :
= S +2ml GsiMNzsSEsazas
il = 0.Ami=Sunits
i1, e
’ L 2 L I
I T1 ! +2ml
.lc-c tubereulln syringe A0-gauge, 0,5-inch Glaves Alcohol swabs —— M§
Injection needles,
What to consider each injection Practical Injection Method for individual muscles
Inject with
the bevel up
Consider
Look at
held the hub of the
the muscle « Anatomical needle with 1 hand
landmark . .. .
© Impect g Anterior injections
= Activate Azpirate
+ Depth
+ Palpate
= Angle
0.1l (=5Units)
J infection

Functional Anatomy of each anterior injection site

Frontalis

™

Carrugators

Activating the frantalis

&
Activating the corrugatar Activating the procerus
creates vertical lines creates a transverse Tidge  creates transverse lines on
awer the nose the forehead

between the brow
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Corrugator

Anatomical landmark:
Medial infenior edge of the supericr orbital rim

Injection site: About 1 finger breadth (1.5 em)
above the medial Inferor edge of the superior orbital
rim (bony landmark)

Furrow the
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Procerus

Tips: @& Corrugatar FAHS)
7 AEE S0E L2 T

Injection site: 2= Corrugator FAEH 2T E

Frontalis

Tip: Cormugator FARR MY +322 Tip: Comea HEHATHY FHO2
Z244 hair linell} BHbe XF EE o7 B4 hair finell Pbs NE T2 o7t
Ofe AF ifrontalis &4 1/3) O K H ifrontals 44 13)
Anatomical landmark: Anatomical landmark.
Corrugatar injecticn site The fateral mbus of the comea
Injection site: Injaction sita:
About 2 FB {3cm| up sbove the comugator move about 1 FB {1.5cm) lateraly from the
injection sites medial injechon site

Temporalis injections

Temporalis

Anatomical landmark: Tragus of the ear

TragustiA Jem 5|44 15t ZHENM L5em 24 ZOIE BIABA 2 EUE M HESRCE
ELIEO 455 YE, Ay uois REROE 15m $HOE 15 FHOE
b fUE WSty Hairfine SHES] 2|55 E8

Posterior injections

Anatormical landmarks:
Occipitalis 1. Inian (bomy in the mid-portion of accipital

2, Mastoid process

1% Inion 2} mastaid process AU SH= ML F2HERIE
24 15t IS M 104 2 2 1.50m A A
I ASKE OISO A 2AIUE O 2 1 5cm AHE B

FANLEE 9 Bjverter) 5 & B2
SBEZE
FALEHE D5 Nuchal ridge 2191 T FIXSIES

Muthal ridge
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Anatomical landmark: Nuchal Ridge
[the lowest border of the occipital protubarance)

Cervical Paraspinal Muscle Group

19 ruschal ridgel A 3om 5B & lem $HY T THE
TUETHE S et S8 B0

BE U, R YK HER
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Anatomical landmark:
Acromioclavicular joint
Mecklace line (Inflection point)
= trapezius muscle ransilion area

Trapezius

Adverse Events with Botulinum Toxin

Clinically, adverse events observed with botulinum toxins generally
fall into one of three categories

1. Those due ta the expected effects of the neurataxin on targeted muscles
e f, excessive focal muscle weakening

2, Those due to migration of the toxin to adjacent, non-injected muscles

.8, Prosls following peel-orbital Injections

., dysphagia following neck muscde injections

3. Those due to systemic distribution of the neurotoxin

i effects fallawing treatment of the
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Botulinum toxin & CM
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Chronic Migraine
PREEMPT Study Design
+2HE USE B OF 32 Y4 T2 (13847)
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PREEMPT Pooled Analysis:
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Response Rate

Botulinum Toxin A for Chronic Migraineurs:
A single center experience

* Total N= 58 patients: 4-6 wesks FU

Thirty-two patherits {55.1%) were 505 respender that at least a 50% decrease from baseline in the
headache frequency.

* Mo difference were observed in a reduction in headache days/manth and total HIT-6 score between
patients with MOH and withaut MOH [p=D.647 and p=0.99).

Headache days/Manth 22.415.7) 12.2(7.0) <0001
M. of madication itakeMonth 21.4i5.8) 1773 <0.000
Total HIT-6 score. 63.9(10.4) 537 (117} <0001

HS MOON, Kanbuk Samsung Hospital

Onabotulinumtoxin-A treatment in Greek
patlents with chronic migraine

Ky

Factors associaled wih favarable oulcama in bofuinum faxn &
westmint for chicric migraiy

inic-based proapectivg sudy

S,

Adotal of 119 pabents with CM
Changes from baseline Lo the period
after its 3rd administration
Responder rate | B0 2 % (247 %
50% responder, 55.6%: 75 %

NaT0 patierds, 4-8wks FU

Responder rales(> 50% decreased in Headache days.
acute madication irtake frequency or headache ntensity |
42 patients (G0%)

Tabide 1
Aockne ond poed- trratmers beadache duratentics.

responder)
Taeine Ftimament
=0 =
Mewdacke daps ) BoLdd  GeEN0 o
Paia inbesity sever (-1} piEY 1] 108 o
Bere moedicmien intale (] TT8L M2 DO:A1 o
b WIEAT ESRA o

Vi e prreect s oem < 51
16 = bkt gt 146 Tvediime e

Wikela o al. The Jourmal of Headache and Pain (2016) 1784

% of First-Time Responders

Percent of First-Time With 250% |

From Baseline in
Treatment Cycles 1-3 for Multiple Headache Symptom Measures

Responders (34)
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PREEMPT pooled, subgroup analysis: of acute medication overuse

Efficacy of b in type A in Medi Subgroup® at Week 24
. i e A |n=44s)
Change in Frequency From Baseline.
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Responder Rates

55-60% 70-80%
11-27 injection) (3-5" injection)

Similar Similar
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* Patients should be administered at least 2 treatment cycles

* Dver 47% of botulinum toxin type A-treated patients had 250% reduction

In multiple headache symptoms measures at Week 24

* Most patients continued to receive treatment benefit after 5 treatment cycles
* Mearly 70% of patients treated with botulinum texin type A throughout

the study had =50% red

in multiple headache symgptom at Wieek 56
1. Cofick DV o€l Feeadinshe 030150551500,
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Preventative therapy: evidence for use in CM

FDA Treatmel

Evidence for Use in Chronic Migraine

*  Botulinumtoxintype A+ Two double-blind placebo-controlled trials in CM*

Anticonvulsants
Topiramate *  Two double-blind, placebo-controlled trials in CM?*
Valproate + Small double-blind, placebo-controlled trials in CM**
Gabapentin *+ One double-blind, placebo-controlled trial in COH®
Antidepressants

Amitriptyline + Small open-label trial in TM”

Fluoxetine Small double-blind, placebo-controlled trial in COH®

Tizanidine
*  CGRP monoclonal Ab

Small double-blind, placebo-controlled trial in CDH?

4. YoreiiVAet s i, 20089:37-41 7 Keymehantowski AV et al eadache. 2002,45:510.514,
. Bartolini M et 3, Clin Neuropharmaco, 200528277279, & Saper et al. Headache, 1994,34:497.502.
i ; 9. Saper et . Headache, 2002;42:470.482.

2 Diener HC et al. Cophalalga. 2007:27:814 623
3. SiberstinO et 3l Headache, 200747:170.180:

Botox® and Topiramate
for the Prophylaxis of CM
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Common side effects of Topiramate (5%

Sutjects not ieporing
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Teglramate

Amitrigtyling
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Dropout rate
duse 10 AES

= Titration Schedule
Gradual dose escalation
The late emerging anset of action

Schedule | Adverse effects * Limited efficacy

Propranolol  20mg hs =» increase 20mgfwk  Depression, asthma = Many Side effects
Raymaud * Contraindications
Bhssicmancn * Lackof target specificity
TORIFAMSE e 5 incraase 25mgfwk IP::ﬁhesla. W:IsM i + Druginteraction
. : = Dally multiple dosing schadule
Usinopeil 5Smg hs =» 10mg hs. Dizziness, cough,
chest paln * Low drug adherence

Wiak points of Oral Pravent

Refractory chronic migraine: is drog withdrawal necessary
Iselire starting o therapy with onabatulinum toxin type AT

The AEs in the PREEMPT
Meck pain {4.3%)
Injection site pain (2.1%),

Ebagern Fukrra’ - s drbsmia! - Franrrscs Basch
Btres Mrivn®  Sictrs Amatin' « Roboris Gaarerions! « Gisncarls Csad' |
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—  and «  Eyelid ptosis (1.9%)
bicluded palpehieal pesks, cervieal paie, S, Blusd +  Muscular weakness (1.6%)
MMWMWMMhﬁP
it
sopping BT-A intatmicit, Cormugator, frontals, Trapezius
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Onabotulinumtoxin-A treatment in Greek &
patients with chronic migraine

Wheals in the injection site (n=5,6.2 %)
Mild ptosis {n = 5; 6.2 %) :
Lateral eyebrow elevation (n =3; 3.7 %) &
Shoulder andior neck pain (n = 3, 3.7 %)
Early wil from i ianin=2)
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Long-term study of the efficacy and safety
of Onabotulinumtoxind for the prevention
of chronic migraine: COMPEL study
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Oral praventives
‘Combination therapy
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* >T5% rospanse rate to Botow® | completn withdrawal of oral praventives
B * S075% resporse rate 1o Botax® - assess withdrawal of efficacy persists over tima
< + Cambined preventive drugs: reduce dose of the drug with werss telersbility or elficacy
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