R ,E‘_B -> L
BRREFEFEFIHIY
[ IS (AT - http:/www taiwanheadache.com.tw

S 07 & 7 7]
RS

[4 3P ]

BrsEr~2008 E}E{Jﬁu}]‘ﬁﬁ? FoT T g aT— ﬁnﬁ 4\%‘7 ................................. = EE/[' F[{IE[;JH%
EF[}F" E[]ﬁ] [ﬂ:%ﬁ?}{ﬁ”ﬁ“ (I) .......................................... F[ﬁﬂﬁfﬁ“ Bﬁ,ﬁ F[\%#EIH J
?Iﬁ‘—j'f?n R

Flﬁ@)ﬁgﬁﬁ}[ﬁﬁAﬁ =+ 9 E] 2728 E'EAF"I:I'L?{QJE'—?H{JKAH 12008 Eﬁfﬁﬁjrﬁ&%’?g‘jﬁ
wﬁ‘”ﬁﬁ*ﬁﬂ%ﬁ% PRTATEL) » B P i s gl
& EA i F

AR RIS S G AR i )R G I
e ﬂxﬁﬂ#"”ﬁ%%mFWL” R U U €
J\rﬁl b = ‘E[PHT?{F'I @ Eﬁ,%ﬁjfﬁi L‘L[—%ﬁ_lﬁ&ﬁl [lzll[ﬁ‘l’El[ﬁﬁlktf%‘ﬁlﬂjrﬁp”&%
bl R

T f égﬁ & ﬁﬁl'ml'jUﬁE #ﬁffﬁgg EHJEr“]:fﬁM\Z ,Eﬁ ﬁpﬁ ST B[R
19941337 11% - pﬁwﬁﬂﬁ BB 5 i g+ 1
PR -

B PSSR | [ R i 5
I EJ@,@%%% J']’ ggu‘ﬁj_ d’lfﬁf&%% (%xﬁ%fﬁjﬁaﬂ) FHE @EW@[%H?«JE}JPI
?{[‘Elzrgi f g?ié‘\v[llﬁjréﬁzﬂ Jjglﬁ"ﬁbjﬂ’ﬁ‘r]r EE)PJ [H Ejj’uu@ﬂl’ﬂ I:E_J‘ZF[ J@Hr_ﬂ [ﬂ =
g 2 LHFWE*J?A R I sd s

f’ﬂ??"ﬁj uLI*é@lLE%‘#HF HIEfl] o 7 ﬁﬁﬂ?”ﬁ*ﬁ% L“rlﬂlﬂﬁ”ﬁj EB’B'[‘*%?’HF"?*WE[ K

}Iﬁ’y}- FI T BT - R E&%?ﬁﬂr 2 [p [ I = S i S E Acta
Neurol Taiwan 2008;17:132-148 -

)1/
1

g ~2008 £ HEES - ES - K6 F ¢
(S TR S R

Fﬁ(fr;{%ﬁ“ﬂuﬁ F',

EIaaderiiEs ol e S0 Fdﬁ‘ﬁ?“ﬁ *ﬁ”‘ﬁq ([ P > 0 A = ﬁﬁ%ﬁ:ﬁ%ﬁ
SRS 07 F 9 k] 2775 28 IR WA EHE;F,J—%E% S Tjﬁ*%l—: o T IF= %ﬁ?&“fﬁgguﬁ

(YRS £ B G B



s i AL TR - T B I 2 A T
e e e T o SR R
PGPS H 1 > DI [ AR B EPALEF A Pty o P ELALE SRR -
Btfor TRl (PR L AR IR ORL SN o [ERATS f fi  SLRGFA SR R
ﬁﬁﬁ@ﬁﬂ@?“@%ﬁﬁﬂﬂtfﬂ%%%~ﬁﬁawg@%m@m,@ﬁﬁﬁﬁwgﬁ@%

ﬁﬂ%*ﬁw’¢#@*ﬁﬁmww%i Wﬁi%%%@ﬁﬂﬁg,ﬁgwm%w%
W TPE FJ%&EJLI Fﬁf‘%‘ SERRIOT 1 > B T S | R R ot
i QJF RS IEITUQ’FI T W\Jﬂ[]q jmﬂﬁﬁﬂjﬁy .o o

v ﬁ“iﬁ%?ﬁ‘ i @'ﬁ?@?’ﬁ'iﬂ BT RS I“JIF'EJ“J?W“'??‘IT A BIERPER]
ENEN ﬁFI(ICHD Z)ﬁkﬂﬂt— = RLETA U9 ¥ R (Fumihiko Sakai)F5#5 > pl— fF kL FISCBIpY
David W. Dodick 4% - 52 F‘Hﬁﬂ'ijf{f I GV EN SRS ﬁrfﬁ ’]%T' =T %WE?@%
QEE*L'[EW?EE’P“E’&"A{F? =~ PYETHERE '¢jiﬁ‘*gﬁ?3ﬁff§’?§”“ : 'iﬂﬁ“ﬁjgﬁ“ﬁfﬁ'giﬁ ’
PR ERZ5 T 77 A 7T> ﬂ:ﬁ"f/[' (P 2. 5% $k (£ PR BRIV S 0 - Dodick BRI iy
Dalhousie g5 > |1 €Y Mayo Clinic 4355 > |%TT I PR LR A
ﬂ;ew%w%@m@@ﬂﬁwﬁgo%ﬂﬁﬁﬁﬁﬁ%@ﬁ%%ﬁ%ﬁ%ﬁmﬁ*%ﬁTW@°
PORFERES I /0 1’ R T ’511:‘ ‘FIFJfi* Reversible cerebral vasoconstriction syndrome © % Tiﬁﬁ‘rj it 9t
#o ﬂlf’ﬂ“h&ﬁ“ﬁ ! [33"' | S PR SRR Bl HER S | J‘T%‘E YRS H T *3‘5
ELE?'@FTEJ f Jig?i[' R ﬁ%ﬁﬁ%?f%FUJJ H o

W@ﬁfﬁ*’ﬁ%ﬁﬁ@ﬁ%ﬁﬁﬁﬁ%’mﬁﬂﬁ%ﬁ‘PmWﬁWﬁﬁM%m
200 8o FERLE RS S0 SRR R R s o RIS T
@ﬁ%@ﬁ*%ﬁﬁ%@?ﬁ°%gﬁﬂﬁ3ﬁ@p%ﬂrqﬁwﬁﬁﬁﬂgJ “fp
MMPW Erb o “ﬁWW%ﬁ%EL%?WMWQW & PRI EER T
ORISR (2 IR T BEPRSP £ TRBRTTET A - D20 o 8 - SR
AERGE R ﬂﬁ?bﬂ ﬂ“ﬁﬁ%[ﬁbﬁfaw4ém P E R ZpETIp
BRSPS e R - B %W?@Mﬂ?ﬁ%@éﬂﬁf[b&iﬁwﬁgwwjﬁ
0 REL[ B g R PR S lﬁiﬂﬂjﬁjﬁﬂ Vg ﬁﬂjiiylﬁﬂ ZIEENT £

g h—kﬁﬂjﬂj]ﬁgldsﬁ g @E[ ’?FP U,FAF ﬁ“'“_] L 74 :ﬁ%%& EF o
wFﬁ@J*éxwﬁﬁw*ﬁ Fm@p#9ﬂﬂﬁVB‘@fﬁﬁ EpE
Iy (Mg ‘Jlﬁlfiﬁ*ﬁ’gﬁ °

EIE[EEE

BER T EE R (1)

I R



Treatment Guidelines for Preventive Treatment of Migraine

Treatment Guideline Subcommittee of the Taiwan Headache Society

Abstract- The Treatment Guideline Subcommittee of the Taiwan Headache Society evaluated the medica-
tions currently used for preventive therapy of migraine in Taiwan according to the principles of evidence-
based medicine. We assessed the quality of clinical trials, levels of evidence, and referred to other treatment
guidelines proposed by Western countries. Throughout several panel discussions, we merged opinions from
the subcommittee members in order to propose a Taiwan consensus about the major roles, recommended
levels, clinical efficacy, adverse events and cautions of clinical practice for these medications in preventive
treatment of migraine.

Migraine preventive medications currently available in Taiwan can be categorized into s-blockers, anti-
depressants, calcium channel blockers, anticonvulsants, nonsteroid anti-inflammatory drugs, botulinum
toxin type A and miscellaneous medications. Propranolol has the best level of evidence, and is recommend-
ed as the first-line medication for migraine prevention. Valproic acid, topiramate, flunarizine and amitripty-
line are suggested as the second-line medications. The rest medications are used when the above medica-
tions fail. Botulinum toxin type A did not differ from placebo for episodic migraine prevention but its effi-
cacy in chronic migraine is not determined yet. It is not recommended to use migraine preventive medica-
tion during pregnancy. For those women with menstrual migraine, nonsteroid anti-inflammatory drug and
triptans can be used for prevention during the menstrual period. The levels of evidence for migraine preven-
tive medications in children/adolescents and elderly population are low.

The preventive medications should follow the “start low and go slow” doctrine to reach an effective
dosage. This can prevent adverse events and increase tolerance. The efficacy of preventive medications can
not be evaluated until 3 to 4 weeks after treatment. If the improvement of migraine maintains for 4 to 6
months, physicians can gradually taper down or off the medications. Physicians should notify the patients
not to overuse acute medications during migraine prevention treatment.

Key Words: Migraine, Treatment, Guideline, Prophylaxis
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(Evidenced-Based Medicine, EBM ) E&¥GHE R E -
IRA R IR LB B B S 73 4t (Meta-analysis) * [#7)
LY BRSUE . (Grade A~ B~ C > K& Group I~V)
(£) - REGE M EE2 % - ZEHKIBEIRER 2 &
(International Headache Society * THS) &3] 2 [BIF5H
R 7> $855 —hR (International Classification of

Headache Disorders, 2nd edition) SiEHES > (HEEETE
B33 4% F 4 e MG — AR YE > SR py (A T B I
JEFAFRK > RSB EEVINIRL ] (8 Je K A R AT EL -
EEH FER R (U.S. Headache Consortium *
EBIRBETE M ~ EE e By~ 2 B 5 R 22
~ R T2 RANEE ~ LRI BATERRE ~ EEREE
B EE AN ) B e KRR A ) ~ KBRS B
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ZYEE (BYEIE mg/d)

ERSEEENIDAEPIIEEE EIEEE +ERAE

MNRETEIE %HERFH

CEIPBEATE beta- blocker
propranolol (20-160)
atenolol (50-100)
metoprolol (50-200)
nadolol (40-80)

PMEEE anti-depressants
amitriptyline (10-75mg)

fluoxetine (10-40mg)
paroxetine, sertraline (?)
venlafaxine (75-150mg)
duloxetine (30-90mg)

VUBMEEY) anti-epileptic drug

sodium valproate ER (500)

divalproex sodium (500-1000)

valproic acid (300-1800)
topiramax (50-100)
gabapentin (600-1800)
(vigabatrin, cabamazapine,
lamotrigine, clonazepam)

~ FRIREERETRPGETRIZEY) - BRI - 1L

#5585 FRETE calcium channel blocker

flunarizine (5-10)
nimodipine (60-120)
verapamil (120-240)
diltiazem (?)

B8RS - BRR - REMERR  BE A . ++ [
TEBE MR FR acebutolol » pindolol & B ++ ++ I
B intrinsic sympathomimetic activity (ISA) B ++ +++ Il
2 beta blockers FER5{RIER L. B + F+ I
~ —REXDRARF °
~ amitriptyline 7315 TRIE » HEFEIEEKX » B A e+ F++
ENEEEEECS - SXIR - JBERBELE
o FRNIEEE « FOEIER - BERIINDX o
~ HEF amitriptyline FFEEILLEE - B + + I
~ fluoxetine FAFRAIF 2 BAE - C + ? M
~ SNRI MEEEIRRTENREEENEREE - B ++ ? I
C + ? 1l
~ FEPrimEREBIEIEEIE (250mg) #BIA - A +++ +++ I
ER RWE—X—XiER] » —RBLAIEDN - A +++ FH+ I
STERRTHEAE - BIERIKEE - BERE -
~ topiramate JEEEIRMA ~ FRENPERE o A — 4+ I
~ gabapentin /JV\EHE  ZEE ~ 8 - B ++ ++ I
~ LKPOXEZEY) » FARRTER RSB - B ? ? Y
TIEFEER -
~ flunarizine TEBM 7S 1B5TIZEIREERTE A +++ FH+ I
BE (12 5%) - EEABTRHENEER - B + + I
B + + Il
C 0 ? 1l
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*. (18) mEEmTEmITaEEy)
mYREE (BWEIE_mgd) AREEENTEERIIESE
JEAEEES BT S KBTI NSAIDs  ~ NSAID FESiREERBETEBEERIER » REA
ketorprofen (150) FREEIEBIEE  BERGERERR - B bt bt I
aspirin (1300) AR CIKEABEER (BE—(FRERSE
fenoprofen (600-1800) B AEHEERTUEFER  NEEEIE) -
mefenamic acid (1500) BHEARIEENN - [B5S1E NSAID » DIE
naproxen (500) E—EYRIERE - (BHEZA NSAID &
naproxen sodium (550-1100) ZBERBE 14 X)
indobufen (400)
lornoxicam (12) B + ? 11}
Ibuprofen (400-800)

EEEE +IRARN MASTAIE %HEBEMR

IREESEITIREEREN » RISMHRIFEENEFEE A ? ?

AE1EE 3 botulinum toxin
Type A

EAth others (mg/d)

estradiol (1.5-3) ~ OJRRBRASEERERERS - B ++ ++ I
feverfew, B2, magnesium ~ KREIEBW - WENREE (B - B ot et I
guanefacine (0.075-0.15) ~ Alpha-2 EEBE » REEIE - B ? + M
cyproheptadine (2-4) ~ BEIERRER - BIEEEIER - C + ? M

EUEESZTHETARND  EECEBIZME  BHYNERENEE - RMER 3-4 B - OfFE 4-6 @8 - BEEEERTE

B -

* 5EIESRE (Strength of evidence)- Grade A: E B X ERETERE - B DIRIERIRAESIHIHBEIEES IR : Grade B: BB
LEEM D IRNERRA S SIFHBIER - BRSNS RSIERE - fI7] - RESE24EMEENRBET - SNELHEENH
EiEmATE N B - EEHBIEREHESIIEIIET ST - Grade C: BERIEEMERANIEE D IRIERAE - B EEE
BERELEN HEBTERTE Z2NBER T ULER -

+ BRIREERY (Clinical impression of effect)-0 (X)) : IBAZIHEBEINENE 5 + (TEEBXN) : VHBBRAKRLEREENE  ++ (B
) : O EBBARLBEENE : +++ FFEER) : SHBBRKRLBEERE -

N $REDEIZ (Scientific effect measures)-0 (B : st CLHEMEEEE : + (BER) : BEWNIFERAEREE - ++ (BER) : BW
ERET LAIRR CEBREERE + +++ (BERR) ' BWEMeT LR L EEEERE (st L1EaEE) -
(MRETRIZHERERENSE » EEWRSNSEANDE » #USIEREMRT D)

%HEBEZFMR (Recommendation Group)- Group I: 75 L& » [RRENE~E » BIfFRE~T - RIBERSHR  Group II: BEREW
g~ « BIfERR~ - [BSHE - Group |lI: IRRENEERSEHLAREREE « HAN2HE - BEIFRRAK - fEahlEY)E
WENELEER T B - Group IV: [EREN#HE~E - (EEIFREE - TERIREYEY » NEFFRIEH T2 &3 ER - Group V:
IR RENE - NEEEA -

? NFERE °
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V=P =iy =k e

TEEPG ML E R R EER R E A e o AR
3¢ » Al LIRARGER 4 2R 50% BE % » kD R (R E
TR FIRFE 22 ZIHGE 82% > BZATKEZ X
R 51% - D B RN g e R 3 52 1o FH X B 4y
RIES 75% K 88% » ENEEMNIERENREH 48-138 £
JL o FEFATESEYINI H AR » TERRHRZMER R X
W T AR M EEY) 8 2 A R o D IR B
TEATE B ANHE Kk TAERE I A& 2 8K o
25 B4k 905 FEUIRT IR 50 FH FEP 14 3 8 20 DARS ik HI
+ o tREHE AT H IR 2 e e R WA A L
TR : (a) B HRBERZEFRE =~VUZR > (b) #
SEIRREY HEHESERRE AN » (o) BE
S AR R EEY) - (d) FrRTE R SR 38 (F - B
{8 1 BETR ~ 08 R AR BEUR TRK ~ SRR 55 AR A 92
Fo (o) RS BIFRIEE I BWBAEME S »
FIVAT R N IR EFEP i S FE 1 o ARAE RIS T Bl
JRIE (comorbidities ) » ¥ ZEY) - P/ KR BH
TR VE R > MO =2 - S HHEEY) iR (IR0 ©
A —RRYHN R AURHFE I » I topiramate {F & {f5H
TRTEP %€ 6 B A 1% > BIE1F8E » R BE R THPG 8UR
Rl K8 - (HRE A ANREAE A SERm A - R R T
PIHEER DT 6 EH » i AEHE 12 {4
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B RS T RIER AN o R B Y E ik

EHBEMNEYEMR (FDA) Ut R E
TERI MR IR EEY) » EEA LA LEYIEE methysergide
(1962 F1%HE) » ZBIBHETF propranolol (1979) »
timolol (1990) > Ky URAFI%EY) divalproex sodium
(1996) » divalproex sodium ER (2000) * /& topira-
mate (2004) = AKH o H Al 8 A4 B AER IR
SE PEP VR R BEY) B 4TS Z AU BH R propranolol »
PYBHLFEF pipoxolan » FUEERIZEY) valproic acid
(Convulex®) FlI topiramate ° KK & aE 185 » HT
BEH (=IRIIEEH tricyclic antidepressant
(TCA) » ZFEEVE MG 5 13 NI selective sero-
tonin reuptake inhibitor (SSRI)) ~ REIMEEZEY) (§5Hf
T-BEHETE calcium channel blocker (CCB) ~ MR /]
F AL B 4 | #langiotensin converting enzyme
inhibitor (ACEI) ~ M7 1 /1352 % #sPHERTH angiotensin
receptor blockade (ARB) ~ HAMHTRARIZEY) ~ JERH[A
FE P58 22 48] nonsteroid anti-inflammatory drug
(NSAID) ~ mil&riboflavin (#EZEFR B2) ~ B4
magnesium ~ 4EZEZZHUYIA petasites hybridus root
(butterbur) (X% ) K feverfew (/NFI%) ~ botu-
linum toxin type A (IAEIRE ) & coenzyme Q10 5 »
B AR AR £ R BERR o TEBA G e FH 4% - — g EEY)EA
B 4 S5 THBG ZEY) A 0N € 2 B H IR SR S F
R D —F R —FR LU L o DUTN ST EFE X

NS
Jri ©
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1. SEIZZRXPEENE] (Beta blocker)

RIFFEBEUR - £ BURH B 52 IR BRI TR
FHE A AR R 2 — AR S 7EB F 48
() > ATREK 60-80% fmSHM = 4 2 K@ o Hrp
propranolol (20-160 mg/d) & timolol (20-30 mg/d)
(AR P STt O T Al LA ) > BE IR RS A I
Group I BJHEE B (A » 1)® ° Atenolol (50-100
mg/d) ~ metoprolol (50-200mg/d) ~ nadolol (40-80
mg/d) EER (B 1) o 1ME A A5 B s v
(Intrinsic sympathomimetic activity-ISA) Z ZBIRHER
% (40 acebutolol, alprenolol, oxprenolol, pindolol ) ]
AN ETFERG R o BRI A R R EEY) o H pro-
pranolol TEFjIREEIE » B /e HIKEI RS > =18 E
BRI EEIE (RKHIER 180~240 mg/d) o THF &
VI R 3-4 B REtEE Bl > e e HELs > A% &
1= 8% > HER 18 5 & LIRS [ M0 1% (rebound
tachycardia) ° K1 A IFH| & & (K IT AT RE 516 %825 B
ZIRA® o EHA EAR B PEAE > A5 ~ Ol EE
Uiy ~ {HEELRH T ~ RS SR AR AL A - BORAE I %
JRANEE RS ICEM (Raynaud’s disease) 5% » Wi ANERE
ULRAEEY) o B REEYIAS B E B SRR ~ 2RI ~ O
HiR1G ~ HEh A RE ~ BB LU REFERE Y -

1. Dowson AJ, Lipscombe S, Sender J, et al. New guidelines
for the management of migraine in primary care. Curr Med
Res Opin 2002;18:414-39.

2. Silberstein SD. Practice parameter: evidence-based guide-
lines for migraine headache (an evidence-based review):
report of the Quality Standards Subcommittee of the
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55:754-62.

3. Linde K, Rossnagel K. Propranolol for migraine prophylax-
is. Cochrane Database Sys Rev 2004: CD003225.
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is. Am Fam Physician 2006;73:72-8.

2. =8 (Antidepressants)
MEBEYEELSL - —IRIEEH (TCAs)

41 amitriptyline ~ clomipramine ~ imipramine 55 ; %

T IV 35 PRSI (SSRI) fluoxetine ~ sertraline

K fluvoxamine %5 ; VLMV — (EB FIRZE R
I %1 % ( serotonin norepinephrine reuptake
inhibitors, SNRI) %l venlafaxine ~ duloxetine 5 B &%
1L ERHIETE] (monoamine oxidase inhibitor, MAOI) Il
meclobemide » % [ — & IR 32 F W HI 15
(dopamine-norepinephrine reuptake inhibitor) 4l
bupropion 5 » KVUIRFTZEEF (mirtazapine > 2 H
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