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The Brain Health Imperative in the 21st Century—A
Call to Action

The AAN Brain Health Matfrm and Postion Statement

Brain health® &%

Brain health is a continuous state of attaining and maintaining
the optimal neurologic function that best supports one’s physical,
mental, and social well-being through every stage of life.
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Calcitonin gene-refated peptide-targeting therapies are a
first-line option for the prevention of migraine: An American
Headache Society position statement update

Bunirw €. Chatis MDY
T ——
[rr—

Hathinss E Digoa MD7 5 | Pt L
Arsdvaw arshey D, P

EM

A Duagnose of episodic migrame with of without aura (4-14 MMDs)
based upon ICHD-3 with at least moderate disability (MIDAS
score =11 or HIT-6 scare »50). Trestments ta consider inchade:

Topiramate

Divalproex sodium /valproate sodium

Beta-blocker: metopralal, propranolol, timelol, stenclol
nadalol

Candezartan

Tricychic antidepressant: amitriptyline,
Serotonin-norepinephrine reuptake inhibis
dubaustine

7. Other Level A o7 B treatments (established efficacy or
probably effective) sccording to AAN scheme for clissification
of evidence

Monaclonal antibadies tangeting CGRP or its receptar
inchadmng erenumab, fremenezumab, gak anezumab, or
eptinezumab

9. Small-malecules targeting the CGRP receptor ("gepants”)
including stogengnt and

-

ptvline
wenlafaxine.

oo

-

Headache 2024. DOI: 10.1111/head.14692

CM

B Diagnose of chronic migraine with or without aur (:15 MHD=)
based upon ICHD-3. Treatments to consider inchude:
1 Topiramate
Oivalproes sadium/valpraste sodium
Beta-blocker: metoprodol, propranodol. timalol. stenclol
nadalol
Candessrtan
5. Tricyclic antidepressant: amitriptyline, nortriptyline

-

6. » e

dulouetine
7. Gther Level A or 8 treatments (estabished efficacy
or probably sffective) according ta AAN scheme for
classification of evidence

ol

Monoclonal antibodies targeting CGRP or its recepior
including ererumab, fremeneuinab, galcanezumab, or
eptinezumah

Small-molecules targeting the CGRP receptor "gepants™)
inchyding atngenant
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MIDAS X327

Id B EER A B AN L N

Patient-reported outcomes Cohort Total  p-value
Episodic migraine Episodic migraine Episodic migraine Chronic migraine (N=634)
0-3 HDM 4-7 HDM 8-14 HDM >15 HDM
(n=331) (n-183) (n-86) (n=34)
MIDAS total score, mean (SD) 4.8(12.6) 11.0(26.2) 15.7(18.3) 21.3(22.0) 8.9(194) <0.001"
MIDAS disability category, n (%) <0.001°
Little/no disability 191 (74.9) 86 (57.7) 29(39.7) 6(30.0) 312(62.8)
Mild disability 32(1255) 25(16.8) 14(19.2) 2(10.0) 73 (14.7)
Moderate disability 20(7.8) 17(11.4) 7(9.6) 5(25.0) 49(9.9)
Severe disability 12(4.7) 21 (14.1) 23(31.5) 7(35.0) 63(12.7)

Ueda K, et al. J Headache Pain. 2019; 20: 68.

PedMIDAS ( B Z<8E )

Vert .1
I B3y BOMT, BEOLSITERE RS RALE MEERYELES 2

B

L @BEILAOMT. HMOLGHIFEEEN SELLERFEERYELEL?
(R TEALBREANGL TR, ) B

1 BEIAOMT, AROO S ERTOREI LD RS L TLA TGS
___ BEAEBYELELN? (NEL.ITEACEMEARULTORL.) 0 @

4 BEIAOMT. MROLOIRETOREEAL WM. EFAGVE
_ HEEAYSLES? B

5 @RIy AONT, BROLSCROERBLE B AT AR-VETAY
LRAALVBIEABRYELEA? g

6. BEI-AOMT. ERCEMTIRIEELLO0. RULORIOEFLNER
__ EnEchorBEABRYELN? (RMSTRALBRIEALELNTTEL) ]
PedMIDAE GETMEEFRETT 57 E T

BEER

https://www jhsnet.net/pdf/PedMIDAS_ver1_1.pdf

9

10

MIDAS BEEIZABEEORFAR BRI H 2

() wm Litte or o dsabity

100+
80 n 3%
13.8%
50+ 171

Respondants (%)
=1
i

! LFEM, 0-3

Total
N=1T,071) : {n=11,488)

MFEM, 4-7
(n=2714)

Maonthly headache days group

Matsumori ¥, et al. Neurol Ther. 2022; 11: 205-222.

Mid disability =8 Moderste disabilty S8 Severe disabilty

128% I
sk

HFEM, 8-14
{n=1608)

CM, 215
[n=1251)

Mean SF-36 Health Survey Scores for Migraine Sample and General US
Population (Standard Error)

Migraine Sample’ (n-546) Adjusted General
US Population?*
(n=729)

Scale Unadjusted Adjusted
Physical Functioning 80.4 832 921

(0.8) (0.8) 0.7)
Role-Physical esesie (54 44.7 54.0 922

(1.8) (1.9) (1.2)
Bodily Pain #o#a 454 513 B4.7

(1.0) (1.0) (0.9)
General Health 653 701 B14

(0.9 (0.9) (0.8)
Vitality 47.1 50.9 66.5

(0.9) (0.9) (0.9)
Social Functioning 60.2 711 205

(1.0) (1.0) (1.0)
Role-Emational 57.5 G6.5 821

(1.8) 1.9) 1.2)
Mental Health 63.7 B6.4 B1.0

(0.8) (0.8) (0.8)

Osterhaus JT et al. Headache 1994 ; 34 : 337-343.

BREE (B1F) | 5LV [F0RESR] HHEREETRELCES
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FHEB CIEMORERELY HQOLOBENKE VWTURELH 2

Comparison of Adjusted* SF-36 Health Survey Scores for Migraine and other Conditions

(Standard Error)

Physical

Funct- Role- Bodily General

inning Physical  Pain Health
Migraine 832 54.0 51.3 70.1
(n=546) {0.8) (1.9) (1.0) 0.9)
Hypertension  89.5™ 79.0” 838" 728
(n=13186) (1.2) (2.5) (1.5) (1.5)
Clinical
Depression 81.8 62.8+ 736" 636"
(n=262) 22) (2.2) (2.3) (1.8)
Oslecarthritis ~ 81.9 66.5++ 69.7” T0.4
(n=194) (3.3) (5.1) (3.3) 24)
Type Il 86.6 76.8" 828" 66.9
Diabetes
(n=445) (2.1) (2.1) 2.1) (1.8)

BMETE [SENEER] LOOTHRENHEMEE TARICET
2ERBRATIE [2FNRER] L0 [BERE] LA OTHRENERICET
EHOBIEREL Y LR ABIFQOLOBENAE LI EARENTNS

Social Role

Funct- Emo- Mental
Vitality inning tional Health
50.9 71.1 66.5 G6.4
0.9} (1.0} (1.9} (0.8)
62.7" 921" 798" 773"
(1.8) (1.4} (3.0} {1.3)
49.0 68.5 4787 538"
(2.0) 2.4) (3.8) (2.0)
57.0 e0.1” 855" 765"
(3.0} (2.9) 5.1} (2.3)
6147 894" 80.7" 765"
(1.8) (2.3} (3.7) (1.8)

Osterhaus JT et al. Headache 1994 ; 34 : 337-343.

ERARAORESHE ICA LW 2 BR 0N

- Direct costs

EEEM
ERE
FERE (BREMALL)

- Indirect costs R¥EEE
BRIC & 21B%
Ty T A~ A4 XL
LY T4 —AX LA

AAR—EE, A28 2007: 54; 723-725.
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HFZCHBT 22782 DR BERENRE LIEREICEHT 2R

FEREICL2 1 WAAORKRE LUEEOEEBRE

i i o 0 = 2743 B Frongmesney B wans dbeflmedd as 4-7 MIMEb, high-Trewuesey EAT was il

X 3
B-14 MMER, snd chroaie migraine was defined s 15 4 MM

Aol svwmnd st pe eiprabos i’

RR o aE T rE—

P——

= i &

—

| o |v.._.m.-

A it
1w

-

T

E

TR

Tl |

T

fﬁFﬁl)\éh YFEREM (EES L URZERSE)

FEIEE 478/ A O R A SRR $15,651
EA'8-148/A O R 58/ $24,885
181 T $25,669

Amoozegor F et al. Can J Neurol Sci. 2022,49:249-262.

Total cost of hospital personnel Total cost per patient

000 3,000
4o 439,848 wI( —
4008 2,500
s0¢
200
= 300% & 1680.61 €
B B0 gsp0em | e
¥ 3008 = | @
1,000
e 12599580 £
- F2,079.40 € 59475 €
- . J N E
s
i - o
HFEM =] Total LFEM HFEM o
WHCAY  mAbsantesisn O Fresentaniim BDirectCosts B Inalivect Cests

LFEM: Low-frequency Epsodic Migraine; HFEM: Hlﬂh-FrEQ"E""l‘I’EDISNI: Murame O Chroric Migraine. HCRU: Healthcare Resource Unilization. Direct costs in (B) Lake
inta {acute and i

HEBLE0EEEMII€136,028.0/8, MEER (F7€r T4 —A XL + TLEYT 4 —A X 1L)I2€303,820.90/F
EHEEOZ WA ERECBIERERE AT 2MAOMEERIZE 165,017.2/8
Caronna E et al. ] Neurol. 2022;269:1456-1462.
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Work Productivity and Activity Impairment Questionnaire:
Specific Health Problem V2.0 (WPAI:SHP)

RERBTE, 778> T4—AXL, TLEYT4—AR L,

EERETS L UEEDOFEHUENMET

@  During the past seven days, how many hours did you miss from work because of
problems associated with your PROBLEM? Include hours you missed on sick days,
times you went in late, left early, etc., because of your PROBLEM. Do not include

time you missed to participate in this study. 55%
: s 0% |
—HouRs: [ THMT, HEEHRALIE |
A5%
(@ During the past seven days, how much did your PROBLEM affect your productivity ;“—: 0%
while you were working? - H
= 355
&
Think about days you were limited in the amount or kind of work you could do, days 2 30%
you accomplished less than you would like, or days you could not do your work as =5 55
carefully as usual. If PROBLEM affected your work only a little, choose a low o
number. Choose a high number if PROBLEM affected your work a great deal. 20 0
Consider only how much PROBLEM affected : g 15
productivity while you were working.- q

10%
PROBLEM had ol o fo o . . . . PROBLEM
no effect on my 5%
work. 0.1 2 3 4 5 6 7. 8 9 10. prevented me .
from working 0%

—7HET, BERICLVEFOB T oNEE

http://www.reillyassociates.net/WPAI_General.htm!

¢ | p-value<0.001

oidll 24.5%
% | A%
% | m.

B REEE

f L= =Ry #%

40.2%

7711/T4—4ZA 7"wc/T4—4x’Ac&$¢g1ygT 1RO EBEET

PR

Kikui S, et al. J Headache Pain. 2020; 21: 110.
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T7EvT4—ARL, TLEVT4—A4ARXL, £SEHETS
S UAROFEHETIEIFEROREALE & ITEM

3y BECHERBICL Y EFICEEEZZ T8 mipas)

100+

Tatal work pi Total activity
{n=10,990) {n=10,938) impairment impairment
(n=10,990) (n=17,071)
WPAI-M Sub-scales
Monéhly headache days group: s LFEM, 0-3 MFEM, 47 == HFEM, 8-14 ®m CM,z15

Matsumori Y, et al. Neurol Ther. 2022; 11: 205-222.

4
3.5 *

3 N

g 25
2 M
BmTTH

1.5 = M&TTH

1 m Others
05 1 o

0 J..L-.

HE%E1H HAEEEE  HEAEHUTF LAY

hA B RAZRE  EEEh-LBK
*p<0.05 compared to TTH, (One-way ANOVA followed by Bonferroni's post hoc test).
Shimizu T, Sakai F, et al. ] Headache and Pain 2021, 22: 29.

19

20

BRNMEOEERICELETT A7 b

> (WPAI) AbsenteeismiZ &2 1 AH7- Y OEMOREFIBARE

8.0 -

7.0 : IRERICK 218K $EGkEIC L2858

gg FEETR 26649.6+ 82729.0M 10087.4451739.2 M

40 - FIRAVGET 3365.3+ 48221.4 4 9272.1+127722.8 M

3.0 -

20 - FEER & 17210.0+ 45754.9 4 4491.5+18300.7 M

' i SIRATER
1.0 -
00 - Z Db DIERE 13754.4+ 57130.8 [ 5347.4+23401.9 A
M M&TTH Others
*p<0.05 compared to TTH
One-way ANOVA followed by Bonferroni's post hoc test
Shimizu T, Sakai F, et al. J Headache and Pain 2021, 22: 29. Shimizu T, Sakai F, et al. J Headache and Pain 2021, 22: 29.
21 22
Tabda 3 Mo haalthmlaseed procctiaty ke in
: N BaDEERET & et
Presenteeism (&% 1 AZH7 Y OFEMORFIBREE FmEAB/ AoE R
RS
BERIC L Y EBEOEENED BERICKYEFOEEUENMET L ggﬁgtuggmﬁﬁ
B LB~ 5EMIDAS) A > /87 A b EHE(WPAI) fiﬁgggﬁﬁznru%,
g%ﬁw:ﬁliéfiﬁﬂﬁiﬁiﬁw
LT 41970.84116190.2F**  247831.7+502791.5** ¢ FULE-gE
REfEs LUEE
KRR 7927.5+59688.1 M 62847.6+ 298302.8 M
FEERB& 36238.9+ 98183.3 A* 293015.1+679445.2 F**
SIRTVEER
Z DD IR 21370.84108130.5 F* 141658.9+487073.2 F3* ek
*p<0.05 FHERATNE **p<0.05 FHREGE L L FZDMDFHR " . .
(One-way ANOVA followed by Bonferroni's post hoc test) s ]
Shimizu T, Sakai F, et al. J Headache and Pain 2021, 22: 29. Cradtachinal hesrac e S dlen Det .  Hum Resour Health 2018; 16: 59,
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FERRE g R R

H_EE\% XA
Episodic migraine (EM) _LL

(A eI b

Chronic migraine (CM) _—

SR AR OKFEE - BREORE - HED0SVABRE S TR

Il burden messare Probat irg interictal bueden

Mt free ol Al gy

Headache intoraty {iefenance "nor bad )

Heaclache

Lampl C.et al. J Headache Pain. 2016; 17: 9.

25

FRALVAHICERBICAH L TH I 2ERDEE

EEANGVWAICERBICEH L THEISER

FRE ELAHB KPHET HER FHRLE £ps BoY

100%
80% | 60% 85%* 60% 66%
20% 15% 47% 34% 21% 45% 61%
60% TH (26/131)  (19/131) (62/131) (44/131) (28/131) (60/131) (80/131)
b -
= No M& 24% 16% 53% 5% 6% 42% 50%
40% - m Yes T (45/190) (31/190) (101/190) (10/190) (11/190) (80/190) (96/190)
Others
o/ 4 o4 o4 22% 25% 56% 0% 30% 36% 64%
20% | A e P 8/36)  (9/36)  (20/36)  (0/36) (11/36)  (13/36) (23/36)
15%
0% - w w 22% 14% 40% 38%  13% 4% 51%
M TTH M&TTH  Others (27/121) (17/121) (49/121) (46/121) (16/121) (50/121) (62/121)
,¥2=143.007, df=3, P = 0.000 *p<0.05 more than expected
Shimizu T, Sakai F, et al. ] Headache and Pain 2021, 22: 29.
Shimizu T, Sakai F, et al. ] Headache and Pain 2021, 22: 29.
27 28
ERABWICE MDD LT, BERHERE REOERSHIEL, TEE B & O IR
% @ﬁb{?ﬁ‘{i%@ﬂi@ |‘$ S EENES —aﬂ A 7 I\ (WPAD BEETHD I EEMBAICLDAEL, RiE BISTOBEEH, LV
8 Gender N 1 telling others
6 Female 04
Mals L]
T [ All 950
4 ~type headache Fermale 5T
Malke LR
2 All 033
0

M TTH M&TTH Others
*p<0.05 compared to TTH

Shimizu T, Sakai F, et al. J Headache and Pain 2021, 22: 29.

Lampl G.et al.J Headache Pain. 2016; 17: 9.
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124 B 58S (L stigma scoreh’E Ly

Histogram of Stigma Scores

41.7+/-14.8 (Median:36)

54.0+/-20.2 (Median: 53)

S0 SUIEIBIN SPoSIaS

aseasig

2 93
[

25|
44.6+/-16.3 (Median: 42.5)
= m
3 )
£ &
5 2
& 1o 4
i
i

2000 40.00 60,00 80,00 10000 12000

Wit siiahdicii Young WB, et al. PLoS One. 2013;8:e54074.

EREEOHSE~DEZ, TRICELITHE

4
3.5
3
25
2
1.5
1
0.5
0

L]
ETTH

= M&TTH
M Others

BiFTO ARBFRIc BEICAR mgamn RPHET
BRORM %@ EMTD

*p<0.05 compared to TTH, * p<0.05 compared to TTH and HA other than M/ TTH

(One-way ANOVA followed by Bonferroni's post hoc test).

Shimizu T, Sakai F, et al. ] Headache and Pain 2021, 22: 29.

31 -10 -

32




FERBDBWADRERREICNT SR

“Samatim,
Mowaften have you felt that | Never Rarely | Sometimes |  Ofen VeryOfien | Dontknow | | Often, or very
waple with migraine... ] L] %) (] L] L] onen
)
[, TS, —use their migraine 2= 0
RIEY—E2% Wiy 10 gt ot of work af 37A% 234 nms L 1% BI% EIR LY
ELEI=ES
“use heir migraine 25 a
Wy 10 gt et el famniby or 35 FrE S FEELY (£ [ A¥ EER.
FBENBIHD
A M"‘""""' el nwm 8% 19.8% s 18% T 7%
EHELER —usa their migraine 3% 3
BaLnELSS way 10 pet pain medications i e 198% (s 1% 100 W%
[SES they do not reatly need?
—harse mgrane as a resdt
pgoraRse o their aun umheslthy wA% 1% 6% B 1% 10.0% 35 5%
! Bahaviar{s}?
—shaukd nce bather seeinga | gy T . a1% EY 12.1% nm
HEA LM should be sbie to ewily
BYENTED O — 7% 18.3% W|an L™ 3% 111% ana%
HLTECL mo% 208 nm 6% 23% 107% £
BALTEFTLD s ,
KB £ REE SN | i 2% nas 0% 208 1% o
ALY ETLS

Headache. 2019; 59 Suppl 1: 14-6.

BEREEDEEREAOZZIN

TEHRY
2.1%

- FEBEEDIA% I—ELHE
BEREEZD LI ARV,

o EEREZIE2.7%

Sakai F and Igarashi H, Cephalalgia 1997;17: 15-22.
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Fr 87 &3 0 FH D NIRRT

o FEABEEZD56.8% 1
IR A (FEH
24% |ZEREMA D AH X
NF-FExFES

MR B\ & L

Sakai F and Igarashi H, Cephalalgia 1997;17: 15-22.

0% 20% 40% 60% 80% 100%
W EEncEZ | gﬁ}tﬁﬁmt: W Eplilildnn

=2 _12=85.550, df=4, P = 0.000*p<0.05 more than expected
(2 statistics followed by the analysis of residuals)
FEEREEDST%II BN OBEBHNERKEE 22T 53 OB TREVEEITL S,
LDL, BOBSTHEMENLTE D DERFREE D% gy 1 sokat et ol ) Headache and Poin 2021, 22: 29,
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RN & OJREEUAMC £ 2 BB O LE

Bicms - |5 HRE AP ABEE s LA

" 66% 67%  10% 3% 12%
(216/328) (220/328) (34/328) (9/328)  (39/328)

TTH 41% 36% 3% 1% 42%
(532/1300) (473/1300) (41/1300) (10/1300)  (550/1300)
59% 69% 6% 1% 14%

METTH  (55/88)  (61/88) (5/88)  (1/88) (12/88)

Shimizu T, Sakai F, et al. ) Headache and Pain 2021, 22: 29.

Migraine Care Program

1 HEICREREREOEEF v v _—>.
2. %% |Imigraine care program|IShlAEERDOEY A
FERCEEEBORER S #IEE,

6-month Migraine Care Program oe
m m Post-program follow-
2 H H B BB 3  poiod
1 2 3 4 5 6 7
[ EELTETTTEETTY |
Month-1  Month0  Month1  Month2  Month3  Month4  MonhS  Month6 Month 9
Coviop (st coxchiog) O conching) (o of coming Eary et )
1 2 3 4 5
* Demographics** *+ Demographics** *+ Patient journey* + Patient journey* * Patient journey*
* Patient journey* * Patient journey* * MIDAS, PAM * MIDAS, PAM * MIDAS, PAM
- PAM - MIDAS + Mignine + Migraine characterstcs”" + Migraine characteisics"”

characteristics™* * Exitsuvey questions®  + Exit survey questions®

SME L, FHEMI0.88, FHERBER KA LM,
T4 X~ ORMIEFIEMI3.6BEBEO LRV HZES

Headache 2020;60:1947-1960
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Migraine Care Program Cabsenteeism$ & U'presenteeismH 23

(A) [ = Toml score w Presentociom score » Absemseeiim seoce |
ann ‘. 1
158030 Doasasap i i
' i Teoen | H
E BITH) gq g 1 e H
2 82 64068 i esoy S50 !
g H EE TR 1] 10015 1
i « !
1 ERILS 1
£ : 33 (48 1734 :
! i . e |
5

2 o i i H
b ' : |
200 H H H

Baseline Mouth 3 Mouth 6 Month 9

(w-94) (-94) @=73) (@=41)

Headache 2020;60:1947-1960

Migraine Care Program TMIDAS X O 7 #'tiE

B
@ = 1 (Little or no disabikity) =11 (Mild disability) = I (Moderate disabiliny) @ IV (Severe disability)
100.0% 5.5% — 2. 4%
2% l 1T0% 171%
s0.0% 219
Efaf; 0.9 224%
I e 35.0%
£
%
£ s i
i 181%
2
£
0 —
2349
0%
Baseline Month 3 Moath & Momth 9
(=54} (n=94) (m=T73) {n=41)

Headache 2020;60:1947-1960
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[E8fE] 12D W TDE X Ae-LearninglZ & V) ZE1L

Change in attitude towards
colleagues with headache
disorders

Thoughts on “headache” before and after
e-learming

Before

19%

= Discrder causing sevene disabifity
= Mid disorder

N=68,563 siionsicid N=73432 N=73.432
= Qthars Sakai F et al. Cephalalgia 2023; 43:1-14.

HEEANDEREICLZF T4 Vv DEROEE

6/ B ORXBBEREZIRT L1244 \DE
+ Absenteeismd BEA LA BH -V 1.17H/FhE
+ Presenteeism® B A LA H Y 14.08/FHE

+ FMIAHTY 469,164 DR FEEDLE

41
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Sakai F et al. Cephalalgia 2023; 43:1-14.
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