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b F|AX|HS Ok2E] "HEE OISR 2N TEXIE 2021'S L7 £(Of Ty
o2 ZoletL|Ch

2020 20j| A|ZfE! COVID-19:= 211 PIRHA| [=Lt Y, o] HAET,

2104 Ciet Ol BES0| 2ol TP ILICE 21t EE0| 0121

BEUME =251 28 T=AIHS s Y EME /IREE 8
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B Ol2] 2HS el 2 278 tRot 4 ZEs e
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0 b
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HES 0220k 20181 ZA|E LIQARIGIZHEIS TSRSl 2T
B, TR ORFRE), O 20211 ZA|E LR RIXIQIEIE| S ErEEeH el |
HiFRRtel £9102 X|2O| K|HO| HOX|a YUSLICE FUOIME 20194 27
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O HEF HE S HABIST, FEYY|O £EOR QI YA Fojo| BILETel
HES0| Tt RojEylel FEUSEIIS HESIIOL oo Met I K2
SIELO| o| BB FAZIS HESELC

HEE0| 247| K| 20z MZEH IFR8R|9l 2fA0|C| S asimiditan), 2
NELSHRIGTHES  28HQl 2K TERimegepant2t PEZX|TE
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= 8% (2 H5E 897IX27t 2utHo|HEt: FERET H2 B
ogX2E AUSHL(E@AHSE IV HISE: Strong for)
RSP HRS S97IX2E E 10~152 Oy AF8dh= 220
8582 227t Ae8z oHXzE ADSILZHTE N HisSE:
Strong for)

HEESIKlo| SEHIT ol PRSI HESEAT HEE OfUk|RE M3}
HLE QAP RIYH = oYK 27F BRI HESHE B9 (OflAl: X2
ZHHEFE/HIOHIHEES)0| oEX|2E n2{g = JULtEATE= N &

=5 Weak for)

g2l HES XM ogx|zel ST ofEAH ZFsHof skeat?

N9l HESOIN owk|R| B52 HEY =
tolerable dose) 2 2 MO{T= 27|12 O|& AMESH =
IV, HOEZ Weak for)

oK =7t 2Rl B2 3702 Ol K=& K& & 8 HTAL

SHolE A A=Y = e, OEXZE RABE 7|72 782 He

2 Z|CHLHFE 2 (maximal
Io|
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U Ze Qo HEE0| YarMElo] O[xl= Fstol HETof wat htoict
fxoz Maste 742 HOHILEMALSE IV H1nE2D Weak for)
. lYoIEE BRI BCRE 1) HEES HE| Sl off 823
ST CHA| AR 22 FISBICHEASE: IV, HDSS Weak for
. OlgxIZl B, SAE W £B5E BISD SHINE 2ES| 9
nkel

50 F5Y7| AHEE HISCHEAHSE: IV, #183: Strong for)

et ) I-

A

3. Aol MEMHFE Xl ORI ZZ HIEIKITHIE ARZSh= 20| EL
ofd|, #lef = XIZSIA| b= Aol HlsH F52f 2=l 22 eIT1?

. ZREaHsE(propranclol)2 A0l ASIHEE SIXjojA HEE ofd oF|2
AESHE DS MBI EHsE [ M0 S5 Strong for)

+ HEZEE(metoprolol)2 42! ol HES SAIOM HES O M2 At
Bol= A8 HISICLEHEE: [, #1155 Strong for)

+ Off|=E(atenclol)2 42! HHHES SHAIOAM HES o ofK= AMESt

= A8 1Y 4= UCKEAHSES I, HDEF: Weak for)
« LIEB(acolo)2 A9l HSIHE S SiTiol] HEE of | ARsis
A 1adst 4= QICHEASEE I, HI1S5Z: Weak for)

* UlH[ZE(nebivolol)2 42! HolHTS St HES Ol o= ARES)
£ Zg 12fE £ UChEASE I A0S Weak for)

FEROALEEN LIEE2 HESOURIZHZ EHZ0] Q7= 2o
oLt 19| HEKCH = oM HES EHZ0] QI87|Z0 Zm|0f AX| BTk

4, 92l MHEFS SXIM X 22 ZESEAHE ASsk= X0| Ef
°fd|, flof it XIZESIK| b= Aol Hlsl F82| 230 2oiEelv|?

Li2[El(flunarizine)2 401 MeHHES SHAOIM HES OHANZE A
= HIBHE(EAH+E [ #1155 Strong for)

Zl(cinnarizine)2 42! é.iP"ld%E XA O 2 AMBSH= A2
T UCLEAHF=E N, H11ST: Weak for)
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« H|2Hi(verapamil), L|ZF2LC|El(nicardipine), L|H|C|El(nifedipine), L|2C|%
(nimodipine) &2 ‘42l gg}uﬂ_,_ﬁ SIXIOM EHEE Of2IHK|2 AF2SIX| QF
2 A EIBIHEHE | 1S3 Strong against)

5. Aol MIHFE S0l o2t X[22 oFX| QeI T-ZH XIEHH|(ang
otensin receptor blocker)L} QFX| EiIA T &S 424K K|(angiotensin con-

verting enzyme inhibitonS AFRSk= Z40| EF 2|, 2k Ee= x| ZSHX|
o= Ziof| Hisl =2 25l Foxelvf?

lOF

o 7HH|Af2EKcandesartan)2 A01 ASIHEE PX}OﬂA—l HEE 0|22 A
g3k AS 1Y & ULh@7HFE | IS Weak for)
* Al =& (lisinopril)2 2! HPHHFS 2K HHIH “4—|-§ Olgetr= ArgSt
= A8 18E £ UCLEAHER | HDSZ: Weak for)
o HIOJAIZEKtelmisartan)2 AOI MSHHEE SIXON HES O Z AR
SHA| 42 AS HISILEZAHSE L il 1S Strong against)
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HAMAN BES 2220 287|120 =

A= ED EIAI-L-_EE% 6._ s
2I0| SHtEl HoHHES SRI0IM ARgS dafgt 4= QUC
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-

XA 01I |22 St22H|1E AK=2sk= 20| E}

6. dol MeHTFE & 2y
F = ZESIK| = Aol| Hish F£82 2=l 2oixelv)?

MEHES
o, Slok EEe

Oto|E2|Z= Ll(amitriptyline)2 40! HoHHEE BXIOAl BES OO
2 Ao Ag HDBICLEASE I, DS Strong for)
- TEEF|ZE (nortrlptyhne),_ gel ’é‘iFi—':rE SIfA EHES OUef=
A Ag e = UCLEASTE I, H1SE: Weak for)
HilEl-uMl(venIafaxme),_ gl ﬁl'3|‘”'4—r5 SEXOf| A 15-'?—% Ol 2N = AL

oh= 74 et 4= QCH(EAHSEZE 1, M52 Weak for)

=52 M| El(fluoxetine)2 42l QSEPL*TE SO O K| 22 ARSSHA| B
2 NS NI LEAsE I, #1055 Weak against)
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7. 891 METITE BX0IM YRR HHES ARBsHs 20| E
o, 9let e AZBH| 2 20l I 2o et Aol

+ EI|2HH|O| E(topiramate) = cio._l QRPH—'?—% SHX0l|M HES Of2ofA| 2
A= A8 HIBHL(EHSEE [ H1S3: Strong for)

o ClErmZ2OIALLEZ(sodium dlvalproex) b 2 2 AMvalproic acid)2 91 4

SHEFE 20N EHES OLefHZ ABShe AS HAUSH (2HTE

[ #3155 Strong for)

HH E[2IM|Ed(levetiracetam)2 A0 MSIHEE SHIO|AM HEE Oy 2

A8t 2 n3{e £ UCHEASE | H1Sa: Weak for)

*+ ZEL|AMO|E(zonisamide)= g2l MoHERE SO HES O|HAXZ At

ks WS 1Y = UCLEAHSE I, H0Sa: Weak for)

7HHHEIEl(gabapentin)2 421 MRHHES SIXO|M HES oYM E AL

SHX| Sf2 A2 MRRICLEAHE: I, M10SE: Weak against)
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CIUTRAALEST STRNS AFD BAS T I[ERo| 91| 9o
D2 719J7| OHOIAE ROIsHOI0f Sl Y4 I BRIOIME B7I0[ck KE

57} Ch td 57 Sof £580| 90| OHolA ALZO| ABHE 4 SIct
ETplo[Eel LU RAALIEEE HESOUARNE a0 Ol
Of E31(0f QUOLt WmEM, JHHHHEL HHERIE, ZUADIES ST BE

& 250 2Y7IE0| ZYE UX| BCE

8. M2l MIHTSE SN LR ZEZE ZA|EREAIAZEEIE 2
Z&|[calcitonin gene-related peptide (CGRP) monoclonal antibody]
= ABsh= A0| Et oA, fIeF it= XIZSHK| B= Aol HIsH +8<2
2tslof| fEITl?

« 47T (galcanezumab)2 40! MIMHTS SHXI0|M HES oK 2
A8 AHE IS L(EHSLZE | M55 Strong for)

=2 0H4|F=EH(fremanezumab) 2 Q! ARHHES SHAHOA HES Of Lokx|

B AEdle Ae M@ AsE 1 #nSa: Strong for)

« Of2i|F=Ri(erenumab) 2 40l ASHHES KON HES O AKX 2 ALESt
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Ag HIOBICH(EAHE [ #5a3: Strong for)
* YE[HIFEHeptinezumab)2 F21 HSHETFS IO HBES ORI At
8t A HIBHLEAHeZ 1 1S3 Strong for)

9, dol HYHTFS XM HURIEZ LfMEB2fE AREske 0| Ef <F
M|, ?Iof £= XIESHK| G= Aof| Hlsl F52| 2tzloll 217t

+ EI|2[H|0|E(topiramate)= Q! THEHES SHX[C| O YefX|= AMESk=
NS HIOSICL(E A= 1 H0Sa: Strong for)

o C|ZZAALIEZ(sodium divalproex)a} S 2 Akvalproic acid)2 4391 2t
MESE SIXI0|M OUR|Z ALRSIE 242 MRS 4 QUCHEASE T

10, Mol CHMHEE BIXjol|M HUXIZZ | BSHHIEIRITH], ZEE
ZRIEA|, X EIMEe AAHH|, SFEM)S ARSshs X0l Ef <f
M|, flof == XIZsHK| fd= ZAofl HlsH T2 2=l 2oiXels)?

- ABEEED BYTEES S AHEFO| BH0|0E, ABHESIN 2
[4oF20| SYBESU|E HU} S 20 [, o1
OAKS AISFBESC| NAZ0| Tfet OIS Melohs 242 nei 4 9

CHEASZ: IV, HnS52: Weak for)
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11, Mol otMIHEE SIXAM ofEkx| 22 BEE2|5SANbotulinum toxin)
£ Al8sh= A0| EF 2|, flf Ee= RIZSHK| 2= Aol HlsH +&
of tsfol| BaXelv?
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botulinum toxin}= ‘42! 2HIEFS SAIOIA LU= AL

2(
She Ag HASICH(EASE | A1SE: Strong for)

12, 42l PHdHFE SR oERIZEE ZA|ERERIGZEEE THE
=& |(calcitonin gene-related peptide (CGRP) monoclonal antibody)
£ AEsh= A0| Et 2|, flek = X=X Bi= Aol HlsH +5
9| asfol| BaI7?
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7FL1I—’F'?=.*(galcanezumab)° 4ol PHYHES S0 O LUAR| 2 ARESE

Ag HIBHLEHET [ #1055 Strong for)

* ZfOHHIFE *fremanezuma)% 4ol BHEEHES SHI0|A O et 2 AREStH
= AS HIBICLE A= [ Hn53: Strong for)

+ 0j|2f|=EHerenumab)2 ’SO.J DPIHES SHRIOA O UotH| 2 AL8Sh= A2
HIOSICL(E A= 1 #1055 Strong for)

Horr

fot

. o"E|I:||"':”(ep’c|nezumab) MOl B HES

XA Ol M2 AMESh=

A8 HIDSHLEAHLEE | FnSa: Strong for)
13, BFS0| A= YLFUIM ELR|ZE A4ES ARESh= A0 I =
= AZSIX| eb= Aol HIsH T2 st 2nI71?

« HEE ONX|2s ALHRO|M HOGHK| Qb=Ch(@AHTE
Strong for)

- HES 402 O3t At 9l Efojo| YEET} HES OfK|ZOmZ oIt
SfiE wiCt $IR3| 52 Ao Bl A HEE ouK|ZONE Do
= UACL@AHS=E=: IV, H2SE: Weak for)

o Ol ZAALLEE(sodium divalproex) 1t B 2 A(valproic acid)2 L E
ol HES SN HES OS2 ARBSIX| Qb2 WS HAIDHLHE A
= I #HSg: Strong against)

« ET|2HHO|E(topiramate)= A4IEQ! HES KON HES O 2AR|Z At
K| 42 A2 HOBIL(EAHA= I, HS3 Strong against)

Husa

I od

14, HHHFE EXlol|M '47|0=II”*'|§E EZES AEsh= A0| EF <f
M|, I2F £= XIESHK| g= Aof| HisH -r—":; | 2ttoll F2eITl?

« Z2HFE EEHfrovatriptan)2 2HHTFE SXI0AM 7 |0LX| 220K 2 ARE
5= 3\% HOSICHE A= [ H1Sg: Strong for)

+ LIZtEElEH(naratriptan)2 %@E—?—% S B (oK Z o2 ARESE

g ADBHLHEAHS H15g: Strong for)

E EIEJ(zolmltrlptan)% %@f&:o SO CE7| O UK | 2ot M| = ALESH

A2 HTSICLE A= [ OS5 Strong for)
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Table 1, HIEIRITHRIS| MEIHTFE OERIE

o= ZATE ADSE AL

ZRopbEE [ Strong for Ast

HEZEE I Strong for At

OlHIEE [ Weak for o 4 9le

LHEE [ Weak for o 4 9l

HHIZS I Weak for st 4 Qe

Table 2, ZESEAICHQ| MEHTFS oLR| =2

%= ATE HnEF DAL

EFLEE I Strong for Aot

AfEEl IV Weak for a3E 4 e

H| 2 b I Strong against  AMRSX| 222 S HDE
L7I=cE I Strong against  AM2SHA| 22 AHg HnE
it = I Strong against  AM2SHA| 22 ZHg Hnd
L eoE I Strong against ~ AFBSIX| %2 ZH2 HoE

Table 3, QK| QEMSZHRIHH| = QK| QEIAITBIGARIF|| MSIHFE of2ix|2

%= +E HnsZ HAke

ZH|AL2E I Weak for s 4 Qe

CINE x| I Weak for s 4 Qe
Ho|AI=E I Strong against ~ AFESEHK| 22 S Hast
Table 4, &22H(Q| MIHEE o|UX|E

o= ATE Ans3 AnAret

ofo|E2|=ZE2 I Strong for Aot

rEEa| =gzl - Weak for e 4 9le

Hizpzhil Il Weak for s 4+ 9e

EFSAE I Weak against AR2SIR| k2 ZiS wlokst
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Table 5, TS| ASIHTFE ofekk|=

%= oHTE FSE IR
ETziHolE I Strong for st
Clgz2AdALES [ Strong for At

Y= 24 [ Strong for Aot
BlHIE|ZtMI I Weak for o 4 9le
ZAD|= Il Weak for frur=t L T
ZHFEEl Il Weak against AL25IK| 2 HE m|okst
Table 6, ZI\EHSTXRIMTEHE|E CI225|9] AISIHTE of gtk 2
%= oHTE #FSE IR
Z7HIF [ Strong for At
Zof|opd| gt I Strong for e Ik

oflzfl 2t I Strong for At
HE|HIE I Strong for Hmst

Table 7. iMZofo| PHEHFS HURZ

o= INFE HFnsE 2ALet
Exl2iolE I Strong for st
ClgZ2AALIER I Weak for THE 4 9l
) [ Weak for e & 9l
Table 8. 2HE2|E5=40 MHHFE MURZ

o= IATE HFnsE DALet

e I Strong for st

Table 9, ZAIECIRHAIGREE|E HEESH 2 HHHFS HURZ
o= INTE DS ADAfet
Z7HIF [ Strong for A
Zof|opd| et I Strong for A st

off2i| 2 [ Strong for Azt

HE|4| 2 I Strong for Aot




Table 10, LHFO| HFS ofietzE A=

%= DATE HusSE EmiE
Clgz2AALIER 1] Strong against  ARRsHA| 42 A2 HnEt
gt 24t Il Strong against MBS 2 As s
EulziHo|E If Strong against  AF2SHK| 2 ZiE A
Table 11, Elo| HlAHEE Cb|ofHk| 2

= ZAHTE Anss e

I ZHIEZIEH I Strong for Host

LIZtEZE I Strong for gt

Zn|EZE I Strong for 2 st
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FE2 ARIRE BESh= 2ARS0| DR SoHA| T &= S0, &
SIXS0| Aldat & ARt QEHRIZE & El= 7HE S5 Sye=, Blstt
T QI720| 70% O|40| 782 dedt= A= LM UCL HRI0| LIRSk F8&t
KoM 7K Sot [oke HESO|H, T MAR FHES 10% LIQIZ 4|, =LY
A-(Korean Headache Survey)OjA| HEE QHE2 6%(SAL 3% OJXt 9% SiCL

HES RYUES H& AMREME &30 Z1x0f 0|2= 30T E 50CHe)
HoilM =7| 0| HES0| ARRof OjXli= g2 2 %= Siofl SiCt 0=2 2+t
CHoiTt Zalof| =3, HESQZ Qlol st tE= 2P| 240k AIEEAH[E

7109 B 0|Y0|H, k50| YF-SES| Moot 22 7HEEAHIER ¢

2009 2o Hol= A= ZEALE|RICE

O|= YMELC] 274AZFE7 AL (Institute for Health Metrics and Evaluation)
oA M7 |8 o2 BtESH= AM|AAIHE AL Global Burden of Disease)Q| 20194
Zujof w2, o] ofto|Lt Als|E Qls) EAE|S 74240l years lived with
disability (YLD)O|M HES2 TA| 2H & F B, 7H7| of-&(15~49M)0il A=
71 S Hoje| HRle2 LrE|CEL Ol= HESO| 2kt 7H7H210] Ciet X|=
OHE 2AEMO| 20| 012 Satt EeAS 2oiF= A0|2h St

HEE2 EANQ dEFSEEe2 WTIsh ko] £ 1 XH|2 Q50 &5
LSk Aoz AP ULt HESS ALH Sz FolotH Uz
HEE X

F
x|
Aot dekd e £+ 2| L SS9l sits HENez oM

™N rlo > re

0

£
Ele Ty SSEEOIC,

THFSEERM BFS2 et orgez Fola 5= Uen, =HoE
of w2t FEYEFSH ZYEFE2Z I PEot Uk ES FERE0 ot
2t FE5&7F et 20l 158 O|¢0[EAM 1 7|70 37iEs =1dhe 420 2hgH
T2 1052 3% MelHFsoR TE ZREICEL HoHHTS SRE2 o
=g SO Cie 2=l okl 2F= BYEHFES22 TIME 4= ULk HE
S Bits tiotEFSN THYHES 2Rt S22 F8HIES| ofst = 57|
X|29| ZEXSIZ Qlsl0] HEEOZ OISt AA=IO| ZtOl|(migraine-related dis-
ability) & Zelot| ElCf Mty dotEFSu BhYEHFS 2| HES oS
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LebdEo| o r=0of thist ofshE S1At SHRACE
FEHEE 3~8)2 J2 HRHFS A2 oY R0l CHol =Ly
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MEE 13 14
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282 2ot ol K oA XIHOf A7HEl OfF|o| 8 W FAKE, F7IAY, HES
SIXIO| CHEX QI oW 7tEOl WEEXIO E 74 A Migraine Disability Assess-
ment, MIDAS)2} =S eFH7Headache Impact Test 6, HIT-6) S &1 Q0| A
H =0 g4 ol &= U=SF SHACEL
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THE
7. Jackson JL, Kuriyama A, Kuwatsuka Y, Nickoloff S, Storch
D, Jackson W, et al, Beta-blockers for the prevention of headache
Reference

in adults, a systematic review and meta-analysis, PLoS One 2019
Mar 20;14(3):e0212785,

Study type Meta-analysis

Patients 216 articles
Purpose of To assess beta-blockers efficacy in preventing migraine and
study tension-type headache,

Compared to placebo, propranolol reduced episodic migraine head-
aches by 15 headaches/month at 8 weeks (95% Cl: -2.3 to -0,65) and
was more likely to reduce headaches by 50% (RR: 14, 95% ClI: 11-17),
Trial Sequential Analysis (TSA) found that these outcomes were unlikely
to be due to a Type | error. A network analysis suggested that beta-
Study results | blocker's benefit for episodic migraines may be a class effect, Trials
comparing beta-blockers to other interventions were largely single,
underpowered trials, Propranolol was comparable to other medications
known to be effective including flunarizine, topiramate and valproate, For
chronic migraine, propranolol was more likely to reduce headaches by
at least 50% (RR: 2.0, 95% Cl: 10-43)g

—_
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THE
7. Stubberud A, Flaaen NM, McCrory DC, Pedersen SA, Linde M,
Reference Flunarizine as prophylaxis for episodic migraine: a systematic
review with meta-analysis, Pain 2019;160(4):762-772,
Study type Meta-analysis
Patients 25 studies

24

Purpose of study

To examine pooled evidence for the effectiveness, tolerability, and
safety of flunarizine as prophylactic treatment of episodic migraine

Study results

Of 879 unique records from database search, 25 studies were
included in data synthesis, A pooled analysis estimated that
flunarizine reduces the headache frequency by 0.4 attacks per 4
weeks compared with placebo (5 trials, 249 participants: MD -0.44;
95% confidence interval -0.61 to -0.26). Analysis also revealed that
the effectiveness of flunarizine prophylaxis is comparable with that
of propranolol (7 trials, 1151 participants, MD -0,08; 95% confidence
interval -0.34 to 0.18). Flunarizine also seems to be effective in
children, The most frequent AEs were sedation and weight increase,
Meta-analyses were robust and homogenous, although several of
the included trials potentially suffered from high risk of bias,
Unfortunately, reporting of AEs was inconsistent and limited,

Level of study

1




8. Jackson JL, Cogpbill E, Santana-Davila R, Eldredge C, Collier W,
Gradall A, et al. A Comparative Effectiveness Meta-Analysis of

Reference Drugs for the Prophylaxis of Migraine Headache, PLoS One
2015;10:0130733,

Study type Meta-analysis

Patients 185 articles

Purpose of study

To compare the effectiveness and side effects of migraine
prophylactic medications,

Study results

Placebo controlled trials included alpha blockers (n=9), angiotensin
converting enzyme inhibitors (n=3), angiotensin receptor blockers (n=
3), anticonvulsants (n=32), beta-blockers (n=39), calcium channel
blockers (n=12), flunarizine (n=7), serotonin reuptake inhibitors (n=6),
serotonin norepinephrine reuptake inhibitors (n=1) serotonin agonists
(n=9) and tricyclic antidepressants (n=11). In addition there were 53
trials comparing different drugs, Drugs with at least 3 trials that were
more effective than placebo for episodic migraines included amit-
riptyline (SMD: -12, 95% Cl: -1.7 to -0.82), -flunarizine (-1,1 head-
aches/month (ha/month), 95% CI: -16 to -0.67), fluoxetine (SMD:
-0.57, 95% CI: -0.97 to -0,17), metoprolol (-0.94 ha/month, 95% CI:
-14 to -046), pizotifen (-0.43 ha/month, 95% CI: -0.6 to -0.21),
propranolol (-1.3 ha/month, 95% CI: -2.0 to -0,62), topiramate (-1.1
ha/month, 95% Cl: -1.9 to -0.73) and valproate (-1.5 ha/month, 95%
Cl: 2.1 to -0.8), Several effective drugs with less than 3 trials in-
cluded: 3 ace inhibitors (enalapril, lisinopril, captopril), two angio-
tensin receptor blockers (candesartan, telmisartan), two anticon-
vulsants (lamotrigine, levetiracetam), and several beta-blockers
(atenolol, bisoprolol, timolol), Network meta-analysis found amitri-
ptyline to be better than several other medications including can-
desartan, fluoxetine, propranolol, topiramate and valproate and no
different than atenolol, flunarizine, clomipramine or metoprolol.

Level of study

1
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ZIC| A2 E 2l =2 Rlln|AF=E
2012 AAN C C C
2012 Canadan 0 ity evdence | iow auaty vcence | 1
2014 French | Efficacy probable ole e
2012 ltalian I I AS
2019 AHS Possibly effective Possibly effective ole
Candesartan (16 mg daily) can
be recommended as a prophy-
2018 SIGN lactic treatment for patierrl)ts F\)/viilh s WS
episodic or chronic migraine,
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nin reuptake inhibitor, SSR)Q} M|ZE H L2 0f|m|L|= 2IX S| A|(serotonin
norepinephrine reuptake inhibitor, SNR) = HEE O|2KX|2H 2 a0)A A0]7|
AERICE S SH|o| HEE Oful7 M2 Hals| Laik| QK| o, AlHAMC)
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be considered as a

2018 SIGN | prophylactic treatment for | @i = ole e
patients with episodic or
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MH|O| E(topiramate), 2 24 Kvalproic acid, divalproex sodium), 7tHFHIEl(gaba-
pentin), 2{|HE|2tM|El(levetiracetam), Z=L|AIO|=(zonisamide) SO| RJCE
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2012 AAN | A A U B B
Strong Weak Strong

2012 recommendation, recommendation, recommendation, | oo oo

Canadian | high quality high quality moderate quality | "= BAE
evidence evidence evidence

2014 Effica Efficac )

French demorcétrated demon);trated Bfficacy probable | &5 S

2012 ltalian | | [ 1 eSS RS

2013 ICSI | High High High gis s

2018 AHS | Established efficacy | Established efficacy | Q1S s s

2018 SIGN | Topiramate (50-100 | Sodium valproate Gabapentin Levetiracetam was | A Cochrane
mg daily) is (400-1,500 mg daily) | should not be superior to placebo | review
recommended as a | can be considered as | considered as a | in reducing headache | found no
prophylactic a prophylactic prophylactic frequency and in the | consistent
treatment for treatment for patients | treatment for proportion of evidence of
patients with with episodic or patients with headache responders, | efficacy in
episodic or chronic | chronic migraine, episodic or but was not superior | patients
migraine, chronic migraine. | to topiramate in with

reducing headache episodic
frequency. migraine

34




EILSHHO|ELE TE HE
HINoz gD USS
n

=) A
=

=2| TZX|IH0|A %H_._El_.‘_l UCL ZHFHERR Z2H420] oMM T=X|IHZ0
A

g8 3

I

Ofm

O Zetn| T=ZXIHM dT 2H+=S EH=Z

= 7 QUCh HERA2 49 2AHTES ENR TR
o

rH

AXKO

il S = o UCE HHERIM BT ZHMO|EE 2H5E0| T
TOIX[AL} TiFEel TIZAIHOIM AGEX] @ Tt T=2A Y 25 +8 7hstt

Ao BEFE|T XBH0| YOIME HBTEHO| Tt SE BRI g Ao

— T
Tk
FN 7S E3t MES 2H 29
THE
Reference 8, Watkins AK, Gee ME, Brown JN, Efficacy and safety of levetiracetam for migraine
prophylaxis: A systematic review, J Clin Pharm Ther, 2018;43(4):467-475
Study type Systematicic review
Patients 11 articles
Purpose of | The objective of this review was to assess the safety and efficacy of levetiracetam
study for migraine prophylaxis,

Study results

Eleven articles were identified for inclusion, Of the studies included, 2 were
retrospective chart reviews, 4 were randomized placebo- or active
comparator-controlled trials, and the remaining 5 were prospective, open-label
studies, All studies found a statistically significant decrease in headache frequency
per month compared to baseline or placebo when used for treatment of episodic
migraine (2.96-109 headache/m decrease), and 57.9%-100% of patients had at
least a 50% decrease in headache frequency from baseline, Significance was not
consistently demonstrated in the prophylactic treatment of chronic migraine, The
most common adverse effects noted included somnolence, dizziness and
behavioral effects but generally did not require discontinuation,

Level of study

—_
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9. Tsaousi G, Pourzitaki C, Siafis S, Kyrgidis A, Grosomanidis V, Kouvelas D,
Papazisis G, Levetiracetam as preventive treatment in adults with migraine: an

Ref
ererence up-to-date systematic review and quantitative meta-analysis, Eur J Clin
Pharmacol, 2020;76(2):161-174
Study type Systematic review and meta-analysis
Patients 9 articles
The aim of this systematic review was to evaluate current evidence on the efficacy
Purpose of i - L ) :
study and safety of levetiracetam as migraine prophylaxis in adult patients suffering from

migraine attacks,

Study results

Nine studies, enrolling 215 patients, were included, Levetiracetam decreased the
frequency of attacks with headache in all studies, with a pooled mean difference
of -3.02(95% Cl: -459 to -145), -465(-7 to -2.3), and -5.71 (-8.60 to -2.82) at
1, 3, and 6 months compared with baseline, Three randomized controlled trials
were included, and levetiracetam was superior to placebo in two but was inferior
to sodium valproate in reducing headache frequency, Similar results were found
in the other indices of efficacy, and levetiracetam was generally well tolerated,

Level of study

—_

10, Mohammadianinejad SE, Abbasi V, Sajedi SA, Majdinasab N, Abdo-
llahi F, Hajmanouchehri R, Faraji A, Zonisamide versus topiramate

Reference in migraine prophylaxis: a double-blind randomized clinical trial, Clin
Neuropharmacol, 2011;34(4):174-7
Study type Randomised controlled trial
Patients 80 patients
The aim of this study was to compare the efficacy of zonisamide with
Purpose of | topiramate in decreasing the frequency and severity of migraine attacks
study to determine whether it could be used as an alternative for noncompliant

patients to topiramate,

Study results

Both drugs caused a significant decrease in frequency, severity, need
for acute medication in migraine attacks, and migraine disability assess-
ment score (p¢0.05). Except headache severity that was reduced signi-
ficantly better by zonisamide (p<0.008), there were no significant diffe-
rence between the 2 groups in other items, Except for 2 cases of intole-
rable paresthesia, both drugs were tolerated well during the study,

Level of study

1
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11, Assarzadegan F, Tabesh H, Hosseini-Zijoud SM, et al, Comparing
Zonisamide with Sodium Valproate in the Management of Migraine

Reference Headaches: Double-Blind Randomized Clinical Trial of Efficacy and
Safety. Iran Red Crescent Med J 2016;18:623768,

Study type Randomised controlled trial

Patients 11 articles

Purpose of | This study evaluates the efficacy and safety of zonisamide compared

study with sodium valproate in the management of migraine headaches,

Study results

The 96 patients were divided randomly into two treatment groups, 7 pa-
tients were excluded from analysis because of early dropout, leaving
89 (n=45; n=44) patients for analysis, While using zonisamide, six (13%)
patients complained of fatigue, and two (4%) patients encountered noti-
ceable appetite and weight loss, In the control group, five (11%) patients
reported dizziness, and four (9%) patients faced obvious appetite and
weight gain, Both drugs were considerably efficient in reducing further
attacks, There was no statistically significant correlation between freque-
ncy or severity of migraine attacks and the drug used for treatment in
three months of follow-up.

Level of study
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Galcanezumab 240 mg | Fremanezumab Erenumab 70 mg | Eptinezumab
loading dose+120 mg | 225 mg monthly | monthly 1000 mg
monthly - Strong - Strong quarterly
- Strong recommendation, | recommendation, |- Weak
recommendation, High quality High quality recommen-
Medium quality evidence evidence dation Low
2019 EHF | evidence quality
Fremanezumab Erenumab 140 evidence
Galcanezumab 240 mg | 675 mg quarterly | mg monthly
monthly - Strong - Strong
- Strong recommendation, | recommendation,
recommendation, Medium quality Medium quality
Medium quality evidence evidence
evidence
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3. Lattanzi S, Brigo F, Trinka E, Vernieri F, Corradetti T, Dobran M, Sil-

Reference vestrini M, Erenumab for Preventive Treatment of Migraine: A Sys-
tematic Review and Meta-Analysis of Efficacy and Safety, Drugs.
2019 Mar;79(4):417-431,

Study type | Meta-analysis

Patients 1181 participants

Purpose of |To evaluate the efficacy and safety of erenumab as preventive treatment

study in patients with migraine using meta-analytical techniques,

Study results

Across the five included trials, erenumab given as a subcutaneous in-
jection at a monthly dosage of 70 mg and 140 mg was associated with
a significantly greater reduction in baseline MMD (70 mg: MD-13, 95%
CI-1.7 to -1.0, p¢0.001;140 mg: MD- 19, 95% ClI -2.3 to -1.4, p0.001)
and MSMD (70 mg: MD -10, 95% Cl -16 to -04, p¢0.001; 140 mg: MD
-18, 95% Cl -25 to -1.1, p<0.001) than placebo, There were no differ-
ences in the occurrence of AEs, SAEs, and drug withdrawal due to AEs
between the erenumab and placebo groups.

Level of study

1




4. Yang Y, Wang Z, Gao B, Xuan H, Zhu Y, Chen Z, Wang Z, Different
doses of galcanezumab versus placebo in patients with migraine and

Reference cluster headache: a meta-analysis of randomized controlled trials, J
Headache Pain, 2020 Feb 11;21(1):14,
Study type Meta-analysis
Patients Seven studies were pooled with 3889 patients,
We systematically searched PubMed and Embase on Cochrane Central
Purpose of Register of Controlled Trials (CENTRAL) from the earliest date to August
study 1, 2019, Relative risk (RR) and weighted mean difference (WMD) were used

to evaluate clinical outcomes,

Study results

Seven studies were pooled with 3889 patients, Subcutaneous injection
of Galcanezumab at 120 mg, 240 mg leads to a statistically significant
response rate for the treatment of migraine compared with placebo (120
mg: RR=151; 95% CI, 1.33 to 1.70; p<0.001; 240 mg: RR=158; 95%
Cl, 1.43 to 1,76; p¢0.001). Among them, 120 mg group has the same treat-
ment efficacy with 240 mg group (50% response: RR=1.06; 95% ClI,
0.92 to 1.22; p=0.425; 75% response: RR=1.07; 95% Cl, 0.94 to 123;
p=0.301; 100% response; RR=1.06; 95% Cl, 0.81 to 1.37; p=0.682; MHD:
RR=-0.08; 95% Cl, -0,55 to -0.40; p=0.748) while related to a lower risk
for adverse events for the treatment of migraine (120 mg RR=1.06; 95%
Cl, 099 to 1.14; p=0.084; 240 mg: RR=1,17; 95% ClI, 1,09 to 1.25; p(
0.001). 300 mg per month galcanezumab is effective for the prevention
of episodic cluster headache measured by at least 50% reduction of clus-
ter headache frequency at week 3 (RR=1.36; 95% Cl, 1,00-1.84; p=0.048).

Level of study

1
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5. Deng H, Li GG, Nie H, Feng YY, Guo GY, Guo WL, Tang ZP. Efficacy and
safety of calcitonin-gene-related peptide binding monoclonal antibodies for the

Ref
eterence preventive treatment of episodic migraine - an updated systematic review and
meta-analysis, BMC Neurol, 2020 Feb 15;20(1):57,
Study type Meta-analysis
Patients Eleven high-quality randomized control trials that collectively included 4402 pa-
tients were included in this meta-analysis,
Purbose of To evaluate the efficacy and safety of calcitonin-gene-related peptide binding
studpy monoclonal antibody (CGRP mAb) for the preventive treatment of episodic mi-

graine, and provide high-quality clinical evidence for migraine therapy.

Study results

Eleven high-quality randomized control trials that collectively included 4402 pa-
tients were included in this meta-analysis, Compared to placebo group, CGRP
mAb therapy resulted in a reduction of monthly migraine days [weighted mean
difference (WMD)= -1.44, 95% Cl=(-168, -1.19)] and acute migraine-specific medi-
cation days [WMD= -128, 95% Cl= (-1,66, -0.90)], with an improvement in 50%
responder rate [RR=151, 95% Cl=(1.37,1.66)]. In addition, the adverse events (AEs)
and treatment withdrawal rates due to AEs were not significantly different bet-
ween CGRP mAb and placebo groups, Similar efficacy and safety results were
obtained for erenumab, fremanezumab, and galcanezumab in subgroup analysis,

Level of study

1

6. Alasad YW, Asha MZ. Monoclonal antibodies as a preventive therapy for mi-

Reference graine: A meta-analysis, Clin Neurol Neurosurg, 2020 Aug;195:105900,

Study type Meta-analysis

Patients A total of 13 RCTs were eligible (6979 patients, 84 81% females, 42 .94% received
active medications),

Purpose of To assess the efficacy and safety of CGRP monoclonal antibodies (mAbs) in pa-

study tients with chronic and episodic migraine using a systematic therapeutic regimen,

Study results

Compared to placebo, the selected doses of mAbs reduced the MMDs signifi-
cantly after four weeks (mean difference [MD] -2,07, 95% Cl -2.47 to -1 66, p<0.001),
eight weeks (MD -1.78, 95% CI -2 26--1 49, p(0.001), and 12 weeks (-1.80, 95%
Cl -2,16 to -1.43, p(0.001). These effects remained significant with each individual
medication across all treatment cycles, In addition, the number of days using
acute migraine medications decreased and the proportion of 50% responders
increased significantly with mAbs use compared to placebo, No significant differ-
ences between groups were noted in TRAEs, CGRP mAbs provide highly effica-
cious and safe outcomes which start early after the first injection, The tolerability
of these medications surpasses that of other small-molecule CGRP antagonists,

Level of study

1

44




7. Ashina M, Saper J, Cady R, Schaeffler BA, Biondi DM, Hirman J,
Pederson S, Allan B, Smith J, Eptinezumab in episodic migraine: A

Ref . .

eterence randomnized, double-blind, placebo-controlled study (PROMISE-1), Cep-

halalgia, 2020 Mar;40(3):241-254,
Study type RCT
Patients 888 patients received treatment across 84 study sites,
To evaluate the efficacy and safety of eptinezumab, a humanized anti-

Purpose of L ) . . .
study calcitonin gene-related peptide monoclonal antibody, in the preventive

treatment of episodic migraine,

Study results

To evaluate the efficacy and safety of eptinezumab, a humanized anti-
calcitonin gene-related peptide monoclonal antibody, in the preventive
treatment of episodic migraine,

Level of study

1

8. Yan Z, Xue T, Chen S, Wu X, Yang X, Liu G, Gao S, Chen Z, Wang
Z. Different dosage regimens of Eptinezumab for the treatment of

Ref

elerence migraine: a meta-analysis from randomized controlled trials, J Head-

ache Pain, 2021 Mar 6;22(1):10,
Study type Meta-analysis
Patients 2739 patients from 4 RCTs
The objective of our study is implementing a meta-analysis to system-

Purpose of . ) .
study atically evaluate the efficacy and safety of eptinezumab for the treat-

ment of migraine compared with placebo,

Study results

We collected 2739 patients from 4 RCTs: the primary endpoint of effi-
cacy was the change from baseline to week 12 in mean monthly mi-
graine days (MMDs), We found that eptinezumab (30 mg, 100 mg, 300
mg) led to a significant reduction in MMDs (p=0.0001, p<0,00001, p<¢
0.00001) during 12 weeks compared with placebo, especially with 300
mg. For the safety, we compared and concluded the treatment emer-
gent adverse events (TEAES) of the 4 RCTs, This indicated no evident
statistical difference between eptinezumab and placebo,

Level of study

1
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Topiramate (100 mg/day) has
2012 | been effective in patients with | ,, o oo
ltalian | chronic migraine with or w= wE
without medication overuse,
Topiramate (50-100 mg daily) | Sodium valproate Gabapentin should
is recommended as a (400-1,500 mg daily) |not be considered as
2018 | prophylactic treatment for can be considered as a|a prophylactic
SIGN | patients with chronic migraine, | prophylactic treatment | treatment for patients
for patients with with chronic migraine,
chronic migraine,
Weak recommendation
2020 | Topiramate is effective in oo olo
EAN | patients with chronic migraine | **= w=
and medication overuse,
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Propranolol (40-160 mg | Amitriptyline (25-150 mg at night) should be
daily) is recommended as | considered as a prophylactic treatment for
a first-line prophylactic | patients with episodic or chronic migraine,
2018 SIGN . . o

treatment for patients In patients who cannot tolerate amitriptyline a
with episodic or chronic |less sedating tricyclic antidepressant should be
migraine, considered
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Onabotulinumtoxin A

Onabotulinumtoxin A is recommended for treatment of patients with CM
2018 EHF |and considered an effective and well tolerated treatment,
Quality of evidence: high, Strength of the recommendation: strong,

Botulinum toxin A is recommended for the prophylactic treatment of
patients with chronic migraine where medication overuse has been
addressed and patients have been appropriately treated with three or more
oral migraine prophylactic treatments,

2019 AHS | Established efficacy

2018 SIGN

53



M S E5F M2 2 9%

7|E XY 27t ol F7HE MzEE2 2747t Zttet

[

re
i
52

A=A PREEMPT 10N EE2|554 AZwit 99T 29| £5 8
=9 Rolot MOl= EOIX| QRAOLL £& Lot BES S % IS Al
7l Z1tE 2R CHE FAREATPREEMPT UM E BEC|m5a AT

Qlokan} CHH[SIO] FN| SEQUSZ ZEAA|ZICE ESH HE E| & Al EE9|

:.-éJ
EF

]
0% 1o M

_|

9
&)
b

mlOHIEI

EE ZAZHO| B2t FE IS A Headache impact test-
HE 12|10 =8 L2 HI=0ME Refet A4S BRI ot
T2 P{ofx0l| HIsH HoH Hr=o| Rofet HAE B, 42l &
AL ZHAIZ tl"g R

BELlE=EAs o3 £2/0 FAZ FO5k= A= Offt 318 A4SO|Lt o
g 13| Hk FOoks FAHQ ZAIEHRTRIALFEE|IE THEESHA (calcitonin
gene-related peptide (CGRP) monoclonal antibody)0f| H|5t0] 20| 20|5FK| &F
C}. S QIBH H90f FAIS SO @M LHASH BXIR0] QT BIX|2H AT of
FAIE0| &5l Z&5IK| ZoIALE M2 21t 25 [ AR += /U=
a0l ok ol

u

k> riot

>

40 mm 4> om o2t F>
N

or o> > rlo
%2
1o

~ Jnorot

OI-

HE2lE=20| PYHTFE odanE QSet cheol FARINZATIL QACt WM
PRIEFSO| URZE flof EEEISTLAE AEsh= A4S Asict Sol, 7o
oF=0]| #ES0| AL FAE S2Z AR MIEH0| = EXIM XEE 5 UCh

54



“HIeh ME Al =l d&oliMe| ExiEel Xt HEY

IEFSUML| BEEL sS4 KZE SEE 22T0| Y= S=7[E0IM Al
AO| 7HSOIL,. M, tigtFSofels HES 2AE0| oid 2ztls €A &s
= A=E HHOIX| MEIAE MS3l1 Ut BELls=as 71E2] 7 A4Hof

[of 70| 2o 50{7F HEXIX| B=Ct WEtA, LAHe=Z AREHE W ol

k= o|=HI82| AR7t el 4 o= O|= 9| Foiot BIH SHKIO)|A
Hof| o|=H[80f st 2T ER7t QUTk T 7|20 MRS BR7LX|2=

S| BHH £ofiet 2|=H|E2| X[=0| Attk= HE Ao I sl AFge=
2A 2 BHH OISk 7|t o= U222 o2 QIot ZHH =H2|(net benefit)
off chet &7t et7t ERsict

CietrSsteloiMe BHeEFSA 2E2lm=a0| 2t FHo| Coto

X MO|LIE SBH0 TSt AL o 0f2] £2{0f FAE She Al=Ro
Ciiet 20| o242 HO| ANA YA&S Uid EauSS SoI0] Al 2t

[nm

Z = o

n

=

(E=2=

ke HIEXQl ZSHo|N BE2lesa K27t o0zt 2 &= JASF X|&5t
Of Slo|of|M LBt A0|H, FAKK| =S| ME7IE dot| St 47|

[ oI’ go|ct

Jo
[
il
s
>

=}
=
i
>
4
2
Bt

3.12 ThHFEO| ZAEHRTXIAREEIE HEESLH =

SAMEE 12, MOl SHMHTE SXjoM HEUX|ZE ZA|ERERICAR
HE|E CFEESH|[calcitonin gene-related peptide (CGRP)
monoclonal antibody]E AF2&h= Z10| E} 2|, LI2F ==
x| ZSIX| 4= Aol Hls FE2| 3ol Fn={QI1?

IHIHES2 58 AHTe2 . nE3AZHD OfL|2), 4| e ATs| E
OjE2|= S ZHOW7H O 2ot THOICE aXplIAE A S| Edab/t HEE 852
Z 5t HEfMZ|0| 1 ZIA | E X RHH E| =(calcitonin gene-related peptide,
CGRP)7} 1 ghdalof| 71 St 92 ok AIETESEYU0| oL, ot

= —
2= SUUN, SP2H SHUH S TE 20| AF8SHE A4ES0| BFS

55



Ofl= 27t AA AFES
TEHE Y22 o=

St =

AIMO|

C} 20184

gt 0|Z CGRP AH| =
CHEESM Ul 7HX(7t FDA SQI8 UL Z7HHIFE

56

(galcanezumab), 2| 0HH|FE(fremanezumab), Of|2{|%EH(erenumab), RIE|H|IE
(eptinezumab)0| O|E0|0, O] UXEL WEEO| 7|H0f| 2S5t 7| Q7| f
=0 2p7F {0 2Bt ofL2f, BAEE O M2 A2 B
7|E TEXFe| HpE 29

omiFe Zafjoiet offafseet R
2018 - - - Expert
AHS Expert Opinion Expert Opinion Expert Opinion Opinion

Galcanezumab 240 mg | Fremanezumab 675 mg | Erenumab 70 mg

loading dose+120 mg loading dose+225 mg monthly

monthly monthly - Strong

- Strong - Strong recommendation,

recommendation, recommendation, High | High quality evidence
2019 . . . ) .
EHF Medium quality evidence | quality evidence o1

Erenumab 140mg =

Galcanezumab 240 mg | Fremanezumab 675 mg | monthly

monthly quarterly - Strong

- Strong - Strong recommendation,

recommendation, recommendation, Medium quality

Medium quality evidence | Medium quality evidence | evidence

BHYEESSIXIOIA CGRPEFZESH ARSO| RiSH0] 2019 RS EStsof

M #10H2 FTSH HEZ}E QI O =Ko M= Z7HIFE, Z2|0HIF=g, ofl2
TS U= Sh= alle| FARIUEST AutE Higez BFYHESUX|z
=X9| CGRPEIZEAMX|2E 2uMHo|H, QHdets 275k QUCt




FAIN Zug St Mze 27 20
THE
3. Han L, Liu Y, Xiong H, Hong P, CGRP monoclonal antibody for pre-
Reference ventive treatment of chronic migraine: An update of meta-analysis, Brain
Behav, 2019 Feb;9(2):e01215
Study type | Meta-analysis
Patients 3,166 patients
Purpose of | To assess the efficacy and safety of CGRP monoclonal antibody (mAb)
study in preventing chronic migraine,

Study results

Totally, 6 articles enrolled in the present meta-analysis, including 4 inde-
pendent clinical trials and 3,166 patients, After pooled analysis, it indica-
ted that CGRP mAb improved 50% responder rate (OR=2 .42, 95% Cl=
[2.04, 2.87], 12=0%, p<0,00001) and 75% responder rate (OR=195, 95%
Cl=[1.30, 2.91], 12=0%, p=0.001), as compared with placebo, And there
was no difference in incidence of adverse events between CGRP mAb
group and placebo group except incidence of injection site discomfort,

Level of study

1

4. Lipton RB, Goadsby PJ, Smith J, Schaeffler BA, Biondi DM, Hirman

Reference J, et al. Efficacy and safety of eptinezumab in patients with chronic
migraine: PROMISE-2_ Neurology, 2020 Mar 31;94(13):e1365-€1377
Study type randomized controlled trial
Patients 1,072 patients
To evaluate the efficacy and safety of eptinezumab, a humanized anti-
Purpose of . . . ) .
study calcitonin gene-related peptide monoclonal antibody, in the preventive treat-

ment _of chronic_migraine

Study results

Among treated participants (n=1,072), baseline mean number of MMDs
was =16,1 across groups, Treatment with eptinezumab 100 and 300 mg
was associated with significant reductions in MMDs across weeks 1 to
12 compared with placebo (placebo -5.6, 100 mg -7.7, p<0,0001 vs place-
bo; 300 mg -8.2, p¢0.0001 vs placebo), Treatment-emergent adverse events
(TEAEs) were reported by 43 5% (100 mg), 52.0% (300 mg), and 46.7%
(placebo) of patients, Nasopharyngitis was the only TEAE reported for )
2% of eptinezumab-treated patients at an incidence of »2% over placebo;
it occurred in the 300 mg eptinezumab arm (eptinezumab 9.4%, placebo
6.0%)

Level of study

1
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ZFHIZERI0] Cis 34 FAQICHEGITIO REGAIN GITHe 440l BIYHES 3
A2 QIokR 558, ZFHAIFD 120 mg o 278, ZFHA|ZR 240 mg 277
2112 DXIQ| BFSI0] 37427 X|ZSIRCE I~12F MO 7t HES i U
£ 22 272, 489 462 Y2SIRC, 7| Kol i FUSEL0) 50% ol
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LA U0f| HISH 50% Ol Z=tt HiE2 9|2T0A 23% Ofl2il+2F 70 mgzofiM
40%, Of|2fl+2f 140 mgoi|Af 41%= Ol =R ollA] F2lSkA ZRUCE O] Ao
Me & 1529 2t oY BS TSR, 2(2F0M 2%, Ofl2f+&f 70mg

TO|Af 3%, Ofl2f+2F 140 mgOflAf 19%RACE A2 ZHASEX| BERACE

e

RAE|HIFEOl| CHet A= 18~65M|2| BHIEHFS2HAF L0S0YE L= T
S| PROMISE-2 1720|Ck $/9k2, E|L|Z 100 mg 2, YEIIFES 300 mg 7
O L11= 2{Z} 372, 374, 3754 2Xe| HH(0] 37027t TIME (U AT
7|12t Sete| A7t HEE Wildes 24 #EE 569, 7.72(p<0.0001), 8.2Y(p<
0.0001) ZIASIH O, HEE A QAT 50% OfA ZEASH SHXH= 39.3%, 57.6%
(p<0.0001), 61.4%(p<0.0001)E HE|HIFE X|Z0AM FLISHAH EUACE AZist
Ol4 BES2 RIUF0M 37, XIZFO0|AM 77 LASHRICE

AE|H|ZFE HTHPROMISE-2 HH)E H|[Sh LIHX| K| HTE 0|8t MAIX
DNEGIFO|M = & 3, 166H(CGRPEIZESNK| 2 1,862, 2|+ 1,304H)2| Tt
YHEE SXE iy FA5I9ICt AR rad @it 27t HES 2
50% Ol&f &4 HIZE Sl CGRPEIEESM|X| 20| M 37.4%(689/1844), 2|
OFFOlAM 19.1%(244/1,279)7} O[0f SHYSIULCE of2i| =Rzt Z7HFRE AR
ATOIM= 75% Ol et 24t HIZ0|| Cifet HEIF QUL Ofof =Eot ekje| Hig
© CGRPLIZZSH|K|ZZOIA 12.7 %(95/746), QFZ0A 6.19%(38/627)2 CGRP
CHEEANX| 20N F2lSHH =UCE OjXFFadE/HH=Ql 7|XX| CiH| 9-12
F M HES YAl Halof Ot HEE= & 3712 ATOM YS 5= UAA2H,
@|ef=of| Hlsh CGRP HEEEAX|EH0M SETFS0| 203 O HRACE HH
‘doj| Chet 2A0flM = 2=0] HIsH CGRPEHEESIN| X 20N FARZHY
0| QO[&1H| BRUCK290/1,304 vs. 676/1862, p=0.0007). 1 0} k|2 BTt ZHEAL
79, A7|=4Y HQIRE, RHIESY 2EASEES [ol8 X10|7t AT

HIOAF
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« ZIHIFE2 92 IEEES SRIOA o ofFl= ARESh= AS Est
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HHEE 13, HFS0| U= TN HELXIZZ A4=S AKESh= 20| 9
of = X|=SHK| B 2o HisH F52| 2=l 2Dk
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[t 2O 5 A2 TEHEH HES o|YX|2otES 1efobA| ElCh SHX|at

QULHRON BEE Ojetx|Zorgo| Meo] 2 20| F Bist RELICIZAIE
oM, 2t o8] =22 MAS0| Agshs Hie Y2H(X] ot 27t BTt
ALHROIN O UK ZAHZS AIXBHOF She &=-0I2HH, 2FZ0| 7HK|= a0
ChoHl ALHERl S0 J2fBHOF BiTf EESE XAt o2 7 B2t =
oFSH| ARESHOF Bk,
7|E zlEKizel FnsE 2o
Z2IPkEE | HIEZEE ofadlE olo|E2|=gl?l | L2Ea|zglRl | d=24t EulztHlo|E
2012 Expert Expert Expert Expert Expert giS(known | gl
Canadian | opinion opinion opinion opinion opinion teratogen) (contraindica
(the safest ted in
option) pregnancy)
2014 Expert Expert o=y A Eress ey ey
French | opinion opinion
2012 Il (in the Il (in the I ole i Against, Against,
ftalian | second and | second and expert expert
third third opinion opinion
trimesters of | trimesters of (due to the |(due to the
pregnancy) pregnancy) teratogenic | teratogenic
potential) potential)
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4. MacGregor EA, Migraine in pregnancy and lactation, Neurol Sci 2014;35(Suppl

Reference 1:61-64.

Study type Expert opinion

Patients Not applicable
Purpose of To review the diagnosis as well as the management of migraine, which is similar
study to the non-pregnant state, with a few exceptions,

Study results Not applicable

Level of study |6
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5. Negro A, Delaruelle Z, Ivanova TA, Khan S, Omello R, Raffaelli B, et al, Head-

Reference ache and pregnancy: a systematic review, J Headache Pain 2017;18:106,
Study type Systematic review
Patients 13 articles

To review summarizes the existing data on headache and pregnancy with a scope
Purpose of on clinical headache phenotypes, treatment of headaches in pregnancy and ef-
study fects of headache medications on the child during pregnancy and breastfeeding,

headache related complications, and diagnostics of headache in pregnancy,

Headache during pregnancy can be both primary and secondary, and in the last
case can be a symptom of a life-threatening condition, The most common secon-
dary headaches are stroke, cerebral venous thrombosis, subarachnoid hemo-
rrhage, pituitary tumor, choriocarcinoma, eclampsia, preeclampsia, idiopathic intra
cranial hypertension, and reversible cerebral vasoconstriction syndrome, Migraine
is a risk factor for pregnancy complications, particularly vascular events, Data
regarding other primary headache conditions are still scarce, Early diagnostics
of the disease manifested by headache is important for mother and fetus life,
It is especially important to identify "red flag symptoms" suggesting that head-
ache is a symptom of a serious disease, In order to exclude a secondary head-
ache additional studies can be necessary: electroencephalography, ultrasound
of the vessels of the head and neck, brain MRI and MR angiography with con-
trast ophthalmoscopy and lumbar puncture, During pregnancy and breastfeeding
the preferred therapeutic strategy for the treatment of primary headaches should
always be a non-pharmacological one, Treatment should not be postponed as
an undermanaged headache can lead to stress, sleep deprivation, depression
and poor nutritional intake that in turn can have negative consequences for both
mother and baby a

Study results

—_

Level of study
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(Naratriptan), Z0|EZEKZolmitriptan) S0| RUCE
7|E TEXFe| HneE 29
= 2HlERE Li2tERiet Zo|=2le
2012 AAN |A B B
2014 French | Efficacy demonstrated Efficacy probable Efficacy probable
2018 SIGN | Strong Conditional Conditional
recommendations recommendations recommendations
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M ZMg £8t ME2 2H 2%
THE
5, Hu Y, Guan X, Fan L, Jin L, Triptans in prevention of menstrual migra-
Reference ine: a systematic review with meta-analysis, J Headache Pain 2013;
14:7,
Study type Meta-analysis
Patients 6 articles
Purpose of to evalqate the efficacy gnd tolerability of triptans.at different doses ip
study randomized controlled trials (RCTs) of the prevention of menstrual mi-

graine (MM)

Study results

Numbers of participants free from MM per perimenstrual period (PMP),
requiring rescue medication, suffering from headache-associated symp-
toms and experiencing adverse events in treatment and control groups
were used to calculate relative risk (RR) and number needed to treat
(NNT) with their corresponding 95% confidence interval (Cl), A total of 633
participants received frovatriptan 2.5 mg QD, 584 received frovatriptan
2.5mg BID, 392 received naratriptan 1 mg BID, 70 received naratriptan
25mg BID, 80 received zolmitriptan 2.5 mg BID, 83 received zolmitriptan
25 mg TID

and 1104 received placebo, Overall, triptans is an effective, short-term,
prophylactic treatment of choice for MM, Considering MM frequency,
severity and adverse events, frovatriptan 2.5 mg BID and zolmitriptan 2.5
mg TID tend to be the preferred regimens,

Level of study

1
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6. Nierenburg HDC, Ailani J, Malloy M, Siavoshi S, Hu NN, Yusuf N_ Sys-
Reference tematic Review of Preventive and Acute Treatment of Menstrual Migraine,
Headache 2015;55(8):1052-71,

Study type Meta-analysis

Patients 8 articles

to identify the efficacy of different categories of treatments for menstrual
migraines as found in randomized controlled trials or open label studies with
similar efficacy endpoints,

Purpose of
study

After final screening, 11 articles were selected for acute and 25 for pre-
ventive treatment of menstrual migraine, These were further subdivided
into treatment categories, For acute treatment: triptans, combination the-
rapy, prostaglandin synthesis inhibitor, and ergot alkaloids, For preven-
tive treatment: triptans, combined therapy, oral contraceptives, estrogen,
nonsteroidal anti-inflammatory drug, phytoestrogen, gonadotropin-relea-
sing hormone agonist, dopamine agonist, vitamin, mineral, and nonphar-
macological therapy were selected, Overall, triptans had strong evide-
nce for treatment in both acute and short term prevention of menstrual
migraine

Study results

Level of study |1

HEFZMOM= Z2HERE, LIZIERE, ZS0|EREC| ?/oTH| XZ2ns
oISIon, Ol= 71E0| SLHEl TEXIEC| siEefH| H1Rke XX [Sh= Znto|ct

= Zd|E&] EHFrovatriptan)
IZ2HIEEERZ 7|EQ| O] T=EX|HOoM HEEHFSS| T |oX|=0]| =t
HO|E2 ARZO| HEl Hi QTE ERENE ez of 6702 FAR{CHEAHT7L
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AejEl BES DEXES] 24E 2 A

1. 2012 AAN (Evidence-based guideline update: Pharmacologic treatment
for episodic migraine prevention in adults)
Level A: Medications with established efficacy (>2 Class I trials)
Level B: Medications are probably effective (1 Class I or 2 Class II studies)
Level C: Medications are possibly effective (1 Class II study)

Level U: Inadequate or conflicting data to support or refute medication use

Other: Medications that are established as possibly or probably ineffective

2, 2012 Canadian (Canadian Headache Society guideline for migraine

prophylaxis)

Recommendation Grade

Benefits versus Risks

Clinical Implication

Strong-high quality
evidence

Strong-moderate quality
evidence

Strong-Low quality
evidence

Weak-high quality
evidence

Weak-Moderate quality
evidence

Weak-low quality
evidence

Benefits clearly outweigh
risks and burdens for
most patients

Benefits clearly outweigh
risks and burdens for
most patients

Benefits clearly outweigh
risks and burdens for
most patients

Benefits are more closely
balanced with risks and
burdens for many patients

Benefits are more closely
balanced with risks and
burdens for many patients

Benefits are more closely
balanced with risks and
burdens

Can apply to most patients in
most circumstances

Can apply to most patients, but
there is a chance the
recommendation may change
with more research

Can apply to most patients, but
there is a good chance the
recommendation could change
with more research

Whether a medication is used will
depend upon patient
circumstances

Whether a medication is used will
depend upon patient
circumstances, but there is less
certainly about when it should be
used

There is considerable uncertainty
about when to use this
medication
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3. 2014 French (Revised French guidelines for the diagnosis and mana-
gement of migraine in adults and children)

Efficacy demonstrated (grade A methodology)

Efficacy probable (grade B or C methodology)

Efficacy doubtful (grade B or C methodology)

» a grade A recommendation is based on scientific proof established by stud-
ies with a high level of evidence such as adequately-powe- red com-
parative, randomised trials without major bias, or comparative, randomised
meta-analyses or decision analyses based on well-conducted studies.

« a grade B recommendation is based on a scientific presumption provided
by studies with an intermediate level of proof, such as randomised, com-
parative trials with low power, cohort studies, well-conducted non-rando-
mised comparative studies or cohort studies.

« a grade C recommendation is based on studies with a lower level of proof
such as case-control studies or case series.

4. 2012 lalian (ltalian guidelines for primary headaches: 2012 revised ver-

sion)

Level T Drugs with high efficacy supported by statistically significant data
(evidence of at least two controlled, randomized studies versus placebo or versus
active drugs of proven efficacy) or very high clinical benefit for patients (clinical
effectiveness +++) and with no severe adverse events

Level I Drugs whose value of efficacy is statistically of lower significance com-
pared to drugs of group I and with a less significant clinical benefit for patients
(clinical effectiveness ++) and no severe adverse events

Level I Drugs showing efficacy from a statistical point of view but not from
a clinical point of view (contrasting results or evidence is not conclusive). The
drugs belonging to this group were further subdivided into two subgroups:

(@) Drugs with no severe adverse events

(b) Unsafe drugs or with complex indications for use (e.g. special diets) or
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important pharmacological interactions
Level IV Drugs of proven efficacy but with frequent and severe adverse events
or drugs whose efficacy has not been proven from a clinical or statistical point
of view (no difference with respect to placebo). Drugs with unknown clinical pa-
tient benefit or statistical significance of efficacy (data unavailable or insufficient)

5. 2013 ICSI (Institute for Clinical Systems Improvement, Diagnosis and
Treatment of Headache)

High Quality Evidence = Further research is very unlikely to change our con-
fidence in the estimate of effect.

Moderate Quality Evidence = Further research is likely to have an important
impact on our confidence in the estimate of effect and may change the estimate.

Low Quality Evidence = Further research is very likely to have an important
impact on our confidence in the estimate of effect and is likely to change the
estimate or any estimate of effect is very uncertain.

6. 2018 AHS (The American Headache Society Position Statement On
Integrating New Migraine Treatments Into Clinical Practice)

Established efficacy: More than 2 Class I trials based on AAN Scheme for
Classification of Evidence

Probably effective: One Class I or 2 Class II studies based on AAN Scheme
for Classification of Evidence

Possibly effective: One Class II study based on AAN Scheme for Classification
of Evidence

7. 2020 EAN (European Academy of Neurology guideline on the mana-

gement of medication-overuse headache)

The Grading of Recommendations Assessment, Development and Evaluation
(GRADE) system was used to assess the quality of evidence and to elaborate
recommendations. The recommendations, quality of evidence and strength of evi-
dence for each PICO question were put to a vote by each member of the writing

group.
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8. 2019 EHF (European headache federation guideline on the use of mono-
clonal antibodies acting on the calcitonin gene related peptide or its
receptor for migraine prevention)

High certainty: We are very confident that the true effect lies close to that
of the estimate of the effect

Moderate certainty: We are moderately confident in the effect estimate: The
true effect is likely to be close to the estimate of the effect, but there is a possi-
bility that it is substantially different

Low certainty: Our confidence in the effect estimate is limited: The true effect
may be substantially different from the estimate of the effect

Very low certainty: We have very little confidence in the effect estimate: The
true effect is likely to be substantially different from the estimate of effect

9. 2018 EHF-BTX (Guideline on the use of onabotulinumtoxinA in
chronic migraine: a consensus statement from the European
Headache Federation)

The Grading of Recommendations, Assessment, Development and Evaluation
(GRADE) system has been endorsed by the European Academy of Neurology as
the method of choice to establish recommendations and was used here if possi-
ble as was the Patients; Intervention; Comparison and Outcome (PICO) method.
Final quality of evidence was rated as high, moderate, low or very low based on
study design, study limitations, inconsistency, indirectness, imprecision, publica-
tion bias, effect size, dose response and confounding. Strength (strong or weak)
and direction (for or against) of recommendation were determined on basis of
balance between desirable and undesirable effects, quality of evidence, values and
preferences and costs.

10, 2018 SIGN (Scottish Intercollegiate Guidelines Network (SIGN),
Pharmacological management of migraine)
LEVELS OF EVIDENCE

1++ High-quality meta-analyses, systematic reviews of RCTs, or RCTs with a

113



very low risk of bias

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

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

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

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

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

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

Non-analytic studies, eg case reports, case series

Expert opinion

RECOMMENDATIONS
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' rec-
ommendations on interventions that 'should not' be used, the guideline develop-
ment 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 ‘consid-
ered, the guideline development group is confident 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.
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Level H9|

Systematic review, Meta-analysis, Randomized controlled trial
Non-randomized controlled trial, Cohort study
Case-control study

Cross-sectional study, Case report

1
2
3
4 Case series (Single arm before-after study)
5
6 Expert opinion
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2H4==(level of evidence, LOE)= SXYIIK|Q| 2HE HIEICZ EH Z|Q|
20t0f| sl =ik §EE "ot

= X|&0j| M= US Agency for Healthcare Policy and ResearchOj|A| A|oFst 27
2=Z(level of evidence, LOE)S =HX}2510] Oz}t Z0| HWIISISICE

LOE I Evidence obtained from meta-analysis or at least one RCT of random-
ized controlled trials

LOE II: Evidence obtained from at least one well-designed controlled study
without randomization, or at least one other type of well-designed quasi-experi-
mental study

LOE III: Evidence obtained from well-designed non-experimental descriptive
studies, such as comparative studies, correlation studies and case studies
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LOE IV: Evidence obtained from expert committee reports or opinions and/or
clinical experiences of respected authorities
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MEDLINE (192), EMBASE (300), Cochrane (75),
KoreaMed (31)

Total (n = 598)

Hand searching

(n=0)

Records after duplicates removed
(n=434+31)

Records screened

A 4

Records excluded

(n=434+31)

A

Full-text articles assessed

(n = 465)

Full-text articles excluded

for eligibility
(n=0)

A 4

Studies included in
qualitative synthesis
(n=0)

A 4

for irrelevancy
(n=0)
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—
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MEDLINE (29), EMBASE (61), Cochrane (3), Hand searching
KoreaMed (31) (n=0)

Total (n = 124)

] [ Identification J

J [ Eligibility ] [ Screening

Included

[

Records after duplicates removed

(n=77+31)
Records screened . Records excluded
(n=77+31) (n=98)
A
Full-text articles assessed Full-text articles excluded
for eligibility > for irrelevancy
(n=10) (n=7)

A4

Studies included in
qualitative synthesis
(n=3)
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MEDLINE (29), EMBASE (99), Cochrane (8), Hand searching
KoreaMed (31) (n=0)

Total (n = 167)

] [ Identification J

J [ Eligibility ] [ Screening
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[

Records after duplicates removed

(n=126+31)
Records screened . Records excluded
(n=126+31) (n=141)
A
Full-text articles assessed Full-text articles excluded
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(n=16) (n=16)

A4

Studies included in
qualitative synthesis
(n=0)
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J [ Eligibility ] [ Screening
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MEDLINE (120), EMBASE (181), Cochrane (27),
KoreaMed (31)
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Hand searching
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(n=141)
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] [ Identification J

J [ Eligibility ] [ Screening

Included
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MEDLINE (126), EMBASE (847), Cochrane (33),
KoreaMed (196)

Total (n = 1,202)

Hand searching
(n=0)

Records after duplicates removed
(n =940 + 196)

Records screened
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(n =940 + 196)

A

Full-text articles assessed
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(n=0)

A 4

for irrelevancy
(n=71)
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MEDLINE (142), EMBASE (268), Cochrane (0), Hand searching
KoreaMed (196) (n=1)
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PR Records after duplicates removed
(n =412 + 196)

o

c

=

[

2

O

v Records screened . Records excluded

(n=412 +196) (n=573)

—
(@

E v

5 Full-text articles assessed Full-text articles excluded

;% for eligibility q for irrelevancy

(n=35) (n=33)
—
)
A4

= Studies included in

§ qualitative synthesis

< (n=2)
—
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MEDLINE (24), EMBASE (66), Cochrane (1), Hand searching
KoreaMed (196) (n=0)

Total (n = 287)

] [ Identification J

J [ Eligibility ] [ Screening

Included

[

Records after duplicates removed

(n=71+196)
Records screened . Records excluded
(n=71+196) (n=256)
A
Full-text articles assessed Full-text articles excluded
for eligibility > for irrelevancy
(n=11) (n=9)

A4

Studies included in
qualitative synthesis
(n=2)
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HMZ:

KIZ4Al

TN HEE Of|ffK|F, migraine prevention; prophylaxis; treatment
ZEA|7]: 2012 125E - HxY

210 =
Az
Ovid-MEDLINE 140
Ovid-EMBASE 199
G-I-N 10
A 349
SEHAHE 245
Z4AHol: 2020.8.9. Ovid-Medline
T AH | ZAo] HA Az
1 |exp Headache Disorders/ 34473
p 2 | exp Migraine Disorders/ 27275
3 | (headache or migraine) mp 93862
4 |OR/1-3 94104
| 5 i[r;?tlzr\:lzr:;og*};.(tt\tat* OR prophylaxis OR 6034080
P&l 6 |4 AND 5 40827
H|st limit 6 to yr="2012-Current" 14466
Guideline Filter | 8 (rziicr:fneefﬁ:?f guideline).pt OR (guideline” or | 114519
9 |7 AND 8 140
HeE=dAHE
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ANl 202089, Embase
7 ol | Ziaof 7 Zzt
1 | 'headache'/mj 33256
P 2 | 'migraine'/mj 31379
3 | (headache or migraine):ab,ti,kw 145084
4 |#1 OR #2 OR #3 158248
| I
P&l 6 |#4 AND #5 81642
#6 AND (2012:py OR 2013:py OR 2014:py OR
H|st 7 12015:py OR 2016:py OR 2017:py OR 2018:py OR | 42177

2019:py OR 2020:py)

Guideline Filter guideline*:tikw OR recommendation®:ti kw 169580
#7 AND #8 278
10 #9 AND (‘article'/it OR 'article in press'/it OR 199
‘review'/it OR 'short survey'/it)
Z4AHol: 202089, Guideline International Network
B ot | Z{4of 7 Zm
1 (migraine) or (headache) 10
Zlhld 7

1o
0>
(=]
Ao
&

e

SHAIXID
HUER 2

-
SHAIRI D
=o= A= 3

AMZIZ 1. Episodic migraine ZHXIOf|A] Of|2kX|2E 1248H{0F Sh= RIS
Ui, SEZE, SiRjel MBS & ADLO| CfSH 2t S)e 23eDk:

S

-~

Pl
Ol X|2E Il =9I Episodic migraine SIXIO|A X|Z22| FTH2
oA Z°g3Hof St=7F

— 1,2 SHH| 2

Episodic migraine ZtX{Of|A] Of|REX|Z 2 H|EFKI=HA|(beta blocker,
propranolol S)2 AMRSL= Z40| EfRkR|, {|9F te= X|ZEHK| Y=
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132

0] HIsH FS2| 2tsiof ZaHeIvR

SHAZIR 4. Episodic migraine ZFKIOIA Of|2HK| 22 ZrEX S XA (calcium
channel blocker, flunarizine £)& AFRSH= Zd0| EIRFA||, 2|2 EE=
X|Z5IX| Y= A0 vl F82| 2i=tof 2atH v

SHAIZIS 5 Episodic migraine EHXIOA] Of|Ekk|2 2 QHK|QEIAIMSHE A UK
MLt CHX| REIM=EXIEHE AM8Sk= 20| Ef 9|, [ef =
X|=5HX| Bh= Ao H[s FS2f 2t=tof 2aPHlvf

SHAIZIE 6. Episodic migraine ZHAIOJ|A] O|2HX| 22 S22 H|(anti-depressant;
amitryptiline £)& AM23Sk= Z40| Ef kK|, Q|2 EE= X|2SIX| @
= Z40] HIg| S50| 2kslof ZaEoIP

SHAZIZ 7. Episodic migraine SHAIOAM OtX|Z22 T K|(anti-epileptic

agent; divalproex sodium, sodium valproate, topiramate S)E At
S5H= 20| EfOIR| 91of i K|SHR| 2= 20l HlsH 5|
Rrtof 2atHQIvp

SHMEE 8(New). g2 HHHES SHAI0|A OUX|Z= CGRP CHEETHA
(monoclonal antibody)E AFRSH= Z40| Ef kK|, {I2f tE= K| E
SHA| §= Ao Bl F82| =10 =20| =l=7F

*

oF
=

HEE 172 20173 1ERH X2 EHA| AN, HHEFE2 A=

z
%



DBY ZAHZi4(KoreaMed HE Z4A{ A| 31H: (Episodic Migraine[All]) o Z4AH)

KQ1,2 KQ3 KQ4 KQ5 KQ6 KQ7 KQ8
Ovid-MEDLINE 192 15 29 6 29 61 120
Ovid-EMBASE 300 65 61 30 99 100 181
Cochrane 75 5 3 4 8 5 27
| 567 85 93 40 136 166 328
SEMHE 434 80 77 33 126 151 229
keyword (}EFEE
Ng Population Intevention Comparator Outcomes Y ( ==
Population Intervention
= = + . i
4 | Episodic Y Consideration ;ﬁ%‘%’i TS¢= E%Srgﬁ:g preventive
migraine factors? ADLO| Cht 30 = Headache? intervention/treatment
L Episodic .
Episodic = - P - = I preventive
2 migraine olEx|= AE 2152 A=o| I m'egarsgl?]e? intervention/treatment
. preventive
3 |Episodic | OI&Ix| 2 Ef2f|, 2|2t & E =s0| o3t E‘fi)lsrgi(:':g intervention/treatment
migraine | HIEFRISHHIS) | XIZSHK| &= W T & He%dache7 (beta blocker,
' | propranolol 5)
ZHERN LRI Episodic preventive
4 Episodic calcium channel| E}2fH|, 2|2F B =so| 23t mFi) raine intervention/treatment
migraine blocker, X|ZSIK| &= A T = Hegadache'7 (calcium channel
flunarizine &) * | blocker, flunarizine &)
QIX| QEIA T 5
BAH|H|(@angi
otensin preventive
converting intervention/treatment(
o enzyme | Episodic angiotensin converting
5 ,E?'Srgi‘ﬂg inhibitor)Lt Eli;“ﬂ}kl—rl‘l:h | F59| eket migraine enzyme
g OIX| QEIM T2 © o= Headache? | inhibitor/angiotensin
AI=HH|(@ngioten receptor blocker;
sin receptor candersartan &)
blocker;
candersartan S
sle2e; P preventive
g | Episodic pressaﬁtl(antl -de El}_—aﬂﬂ} r—lo—}f 75 E0| 2k} E?;gﬁ:g intter\(/jention/tretatment(
migraine e =y | XIESIK| S e = anti-depressant;
amitryptiline S) A Headache? amitryptilne =)
SlZd24H|(anti-ep preventive
ileptic agent; Episodic intervention/treatment(
7 | Episodic | divalproex EfefH|, 2Iof s =£0| ol3 m’i) Taine anti-epileptic agent;
migraine sodium, sodium| X|ZSIX| &= Al T & Hega dache? divalproex sodium,
valproate, * | sodium valproate,
topiramate S) topiramate
235}
%ﬁ%ﬁ%'— e preventive
intervention/treatment(
Episodic il Efof], St = Episodic | CGAP monoclonal
- =M, = 5] i iag”
8 migraine Erenumab, x| 25K &= A Tao| 2t migraine Ia:?é#ggszsumlé[fnumab,
Fremanezumab, s
Galcanezumab,
Galcanezumab, Eptinezumab)
Eptinezumab) P
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HYUEE 1, 2 ZMOILXIRE 12folof sk= 2215 X=ZSTH

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946
to Present

Z4AHol: 2020.7.13. Ovid-Medline

= o3t | Z4adof 7 Zn}
Episod* Migraine* mp 1057

Migraine Disorders/ 25178

Headache Disorders/ or (headache or migraine) tw 90443

1 OR ((2 OR 3) AND episod* tw) 5686

(prevent* and (treat* or intervention®)) tw, 926328

4 and 5 842
limit 6 to yr="2017 -Current" 287

(Meta-Analysis as Topic/or meta analy$ tw or
metaanaly$ tw or Meta-Analysis/or (systematic adi
(review$1 or overview$1)) tw, or exp Review Literature as
Topic/or cochrane ab.or embase.ab or (psychlit or
SIGN Filter psyclit).ab.or (psychinfo or psycinfo).ab.or (cinahl or 39
(Systematic | 8 |cinhal).ab.or science citation index ab. or bids ab.or (348107)
Review) cancerlit ab.or reference list$.ab.or bibliograph$ ab or
hand-search$.ab or relevant journals.ab or manual
search$ abor ((selection criteria.ab, OR data
extraction.ab) AND Review/)) not (Comment/ or Letter/
or Editorial/ or (animal/ not (animal/ and human/)))

(Randomized Controlled Trials as Topic/ or randomized
controlled trial/ or Random Allocation/ or Double Blind
Method/ or Single Blind Method/ or clinical trial/ or clinical
trial, phase i.pt. or clinical trial, phase iipt. or clinical trial,
SIGN Filter phase iii,pt, or clinical trial, phase iv pt, or controlled clinical | 157
(RCT) 9 | trial pt, or randomized controlled trial pt, or multicenter (1601131

study pt. or clinical trial pt, or exp Clinical Trials as topic/ |)
or (clinical adj trial$) tw. or ((singl$ or doubl$ or treb$ or tripl$)
adj (blind$3 or mask$3)).tw, or PLACEBOS/ or placebo$ tw,
or randomly allocated tw, or (allocated adj2 random$).tw) not
(case reporttw, or letter/ or historical article/)

Epidemiologic Studies/ or exp Case Control Studies/ or
SIGN Filter exp Cohort S'tudies/ or Case-control tw, or(cohort adj 47
(Observatio | 10 (study or studies)).tw, or Cohort analy$_tw, or (Follow up (3015677
nal Studies) adj (study or studies)).tw. or (observational adj (study or

studies)) tw. or Longitudinal tw, or Retrospective tw.or
Cross sectional tw, or Cross-sectional studies/

11 |or/8-10 192
HESSHAE

Pl
Mgt

Nooh~lwiNn| =
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ZAdel: 2020713,

Ovid-Embase

=]
LN

ot

=0}

#M 2

-0

1

Episod* Migraine* mp

2846

Migraine/

54851

Headache Disorders/ or (headache or migraine) tw

140053

1 OR[(2 OR 3) AND episod* tw]

13128

(prevent* and (treat* or intervention®) tw

856234

P&l

4 and 5

1852

M|t

N[oob~|WwiN

limit 6 to yr="2017 -Current"

806

Filter
(Systematic
Review)

(exp Meta Analysis/ or ((meta adj analy$) or
metaanalys$) tw or (systematic adj (review$1 or
overview$1)) tw, or cancerlit.ab, or cochraneab, or
embase ab, or (psychlit or psyclit) ab.or (psychinfo or
psycinfo).ab, or (cinahl or cinhal).ab, or science citation
index ab, or bids.ab. or reference lists.ab, or
bibliograph$.ab, or hand-search$.ab, or manual
search$.ab, or relevant journals.ab, or bibliograph$.ab, or
hand-search$ ab. or manual search$.ab. or relevant
journals ab, or (data extraction ab or selection criteria,
ab.) and review pt) not (letter or editorial) pt. or (animal/
not (animal/ and humany/)

65
(442361)

Filter (RCT)

(Clinical Trial/ OR Randomized Controlled Trial/ OR
controlled clinical trial/ OR multicenter study/ OR Phase 3
clinical trial/ OR Phase 4 clinical trial/ OR exp
RANDOMIZATION/ OR Single Blind Procedure/ OR Double
Blind Procedure/ OR Crossover Procedure/ OR PLACEBO/
OR randomi?ed controlled trial$tw, OR rcttw.

OR (random$ adj2 allocat$).tw, OR single blind$ tw, OR
double blind$ tw. OR (treble or triple) adj blind$) tw, OR
placebo$ tw,

OR Prospective Study/) not (Case Study/ OR case
report tw, OR abstract report/ or letter/ OR Conference
proceeding.pt. OR Conference abstract pt, OR
Editorial pt, OR Letter pt. OR Note pt))

159
(1731037)

Filter
(Observatio
nal Studies)

—_

0

Clinical study/ OR Case control study OR Family study/
OR Longitudinal study/ OR Retrospective study OR
(Prospective study/ not Randomized controlled trials/)
OR Cohort analysis/ OR (Cohort adj (study or
studies) mp, OR (Case control adj (study or

studies)) tw.OR (follow up adj (study or studies)tw.OR
(observational adj (study or studies)tw OR
(epidemiologic$ adj (study or studies)tw, OR (cross
sectional adj (study or studies)) tw,

153
(1935052)

13

or/10-12

300
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ANl 2020.7.13, Cochrane Library

2 el | Zuiof a2
1 (Episod* Migraine®) 1193
=] 2 [mh "Migraine Disorders"] 2587
| 3 [mh "Headache Disorders"] 3255
4 (headache OR migraine) 34869
I 5 #1 OR[(#2 OR #3 OR #4) AND episod* tiab] 1193
P&l 6 prevent* NEXT/2 (treat* or intervention®) 13789
7 #5 and #6 198
Mt |8 Publication Year from 2017 to 2020 90
SRat 75
Trialgk 0
2 75
SHEE=HA
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3 PN =]
o—I|.IIA:I =21

Atenolol, Nadolol, Nebivolol, Pindolol 5)

3 AM(H|EFXIEER|(beta blocker, propranolol, Metoprolol, Timolol,

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946

to Present
Z4AHol: 2020.7.13, Ovid-Medline
2 | ol | Zaiof 7 Zn
1 Episod* Migraine* mp 1057
p |2 Migraine Disorders/ 25178
| 3 Headache Disorders/ or (headache or migraine) tw 90443
4 1 OR[(2 OR 3) AND episod* tw] 5686
exp Adrenergic beta-Antagonists/ or (beta-blocker* or beta
5 blocker* or propranorol or metopronol or timolol or atenolol or | 100433
nadorol or nebivorol or pindorol). mp
4 and 5 130
Hst |7 limit 6 to yr = "2017 -Current" 15
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o
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Jhu

ARl 2020.7.13.  Ovid-Embase

=]
LN

ol

#Ao]

#M 2

-0

1

Episod” Migraine” mp

2846

Migraine/

54851

Headache Disorders/ or (headache or migraine) tw

140053

Hlwin

1 OR[(2 OR 3) AND episod* tw]

13128

beta adrenergic receptor blocking agent/ or propranolol/
or metopronol/ or timolol/ or atenolol/ or nebivolol/ or
(beta-blocker* or beta blocker* or propranorol or
metopronol or timolol or atenolol or nadorol or nebivorol
or pindorol) tw,

203532

P&l

4 and 5

705

M|t

limit 6 to yr="2017 -Current"

169

Filter
(Systemati
¢ Review)

(exp Meta Analysis/ or ((meta adj analy$) or
metaanalys$) tw or (systematic adj (review$1 or
overview$1))tw, or cancerlit.ab, or cochraneab, or
embase ab, or (psychlit or psyclit).ab.or (psychinfo or
psycinfo).ab, or (cinahl or cinhal).ab, or science citation
index ab, or bids ab, or reference lists ab, or bibliograph$.ab,
or hand-search$.ab, or manual search$.ab, or relevant
journals ab, or bibliograph$.ab, or hand-search$.ab, or
manual search$.ab, or relevant journalsab, or ((data
extraction ab.or selection criteriaab,) and review pt)) not
((letter or editorial) pt, or (animal/ not (animal/ and humany)))

13
(442361)

Filter
(RCT)

(Clinical Trial/ OR Randomized Controlled Trial/ OR
controlled clinical trial/ OR multicenter study/ OR Phase
3 clinical trial/ OR Phase 4 clinical trial/ OR exp
RANDOMIZATION/ OR Single Blind Procedure/ OR
Double Blind Procedure/ OR Crossover Procedure/

OR PLACEBO/ OR randomi?ed controlled trial$ tw, OR
rcttw, OR (random$ adj2 allocat$)tw. OR single
blind$ tw. OR double blind$tw. OR ((treble or triple) adj
blind$).tw, OR placebo$ tw, OR Prospective Study/) not
(Case Study/ OR case report.tw, OR abstract report/ or
letter/ OR Conference proceeding pt. OR Conference
abstract pt. OR Editorial pt. OR Letter pt. OR Note pt))

35
(1731037)

Filter
(Observati
onal
Studies)

10

Clinical study/ OR Case control study OR Family study/
OR Longitudinal study/ OR Retrospective study OR
(Prospective study/ not Randomized controlled trials/) OR
Cohort analysis/ OR (Cohort adj (study or studies).mp, OR
(Case control adj (study or studies)).tw.OR (follow up adj
(study or studies))tw.OR (observational adj (study or
studies).tw.OR (epidemiologic$ adj (study or studies) tw,
OR (cross sectional adj (study or studies).tw.

36
(2771008)

11

or/8-10

65

HeSaHAE

65
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ANl 2020.7.13, Cochrane Library

= | It | 2440 #A ot
1 | (Episod* Migraine®) 1193
=] 2 | [mh "Migraine Disorders"] 2587
3 | [mh "Headache Disorders"] 3255
4 | (headache OR migraine) 34869
5 |#1 OR[#2 OR #3 OR #4) AND episod* tiab] 1193
6 | [mh "Adrenergic beta-Antagonists"] 4522
7 (beta blocker or propranorgl or metopronol or timolol or 1193
atenolol or nadorol or nebivorol or pindorol) tiab,
8 |#6 or #7 5712
P&_I 9 #5 and #8 5
st Publication Year from 2017 to 2020
SRt 4
TrialZt 1
2 5
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MEILR 4 HMEZEX S XIERN|(calcium channel blocker, flunarizine S)

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946
to Present

ARl 2020.7.13, Ovid-Medline
= | ol | Zaof 74 2z}
1 Episod* Migraine* mp 1057
=] 2 Migraine Disorders/ 25178
I 3 Headache Disorders/ or (headache or migraine).tw 90443
4 1 OR[(2 OR 3) AND episod* tw] 5686
| 5 (calc.lum anS bIF)(?ker or flunarizine or cinnarizine or vera- 30484
pamil or nicardipine).mp,
4 and 5 479
Hst | 7 limit 6 to yr="2017 -Current" 29
Z4aHel: 2020713, Ovid-Embase
2 ot | ZiAjof Z4 Az
1 Episod* Migraine* mp 2846
P 2 Migraine/ 54851
I 3 Headache Disorders/ or (headache or migraine)tw | 140053
4 1 OR[(2 OR 3) AND episod* tw] 13128
calcium channel blocking agent/ or flunarizine/
| 5 or cinnarizine/ or verapamil/ or nicardipine or 129366
(calcium adj3 blocker$ or flunarizine or
cinnarizine or verapamil or nicardipine) tw,
P&l 6 4 and 5 740
H|st 7 limit 6 to yr="2017-Current" 165
(exp Meta Analysis/ or ((meta adj analy$) or
metaanalys$) tw.or (systematic adj (review$1 or
overview$1)) tw. or cancerlit ab, or cochrane ab.
or embase ab, or (psychlit or psyclit) ab.or
Filter (psychinfo or psycinfo).ab, or (cinahl or cinhal). 9
(Systematic 8 ab, or science citation index.ab. or bids ab, or (442361)
Review) reference lists ab, or bibliograph$.ab. or hand-
search$.ab, or manual search$ ab, or relevant
journals.ab,
or bibliograph$.ab. or hand-search$ ab, or
manual search$ab. or relevant journals.ab. or
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((data extraction.ab or selection criteria.ab) and
review pt)) not ((letter or editorial)pt. or (animal/
not (animal/ and humany)))

Filter
(RCT)

(Clinical Trial/ OR Randomized Controlled Trial/
OR controlled clinical trial/ OR multicenter study/
OR Phase 3 clinical trial/ OR Phase 4 clinical trial/
OR exp RANDOMIZATION/ OR Single Blind
Procedure/ OR Double Blind Procedure/ OR
Crossover Procedure/ OR PLACEBO/ OR
randomi?ed controlled trial$tw, OR rcttw. OR
(random$ adj2 allocat$)tw. OR single blind$ tw.
OR double blind$tw. OR (treble or triple) adj
blind$) tw. OR placebo$tw, OR Prospective
Study/) not (Case Study/ OR case report tw, OR
abstract report/ or letter/ OR Conference
proceeding pt. OR Conference abstract pt. OR
Editorial pt. OR Letter pt. OR Note pt)

33
(1731037)

Filter

(Observational

Studies)

Clinical study/ OR Case control study OR
Family study/ OR Longitudinal study/ OR
Retrospective study OR (Prospective study/ not
Randomized controlled trials/) OR Cohort
analysis/ OR (Cohort adj (study or studies)).mp.
OR (Case control adj (study or studies)).tw.OR
(follow up adj (study or studies))tw OR
(observational adj (study or studies)) tw OR
(epidemiologic$ adj (study or studies))tw, OR
(cross sectional adj (study or studies)).tw,

34
(2771008)

11

or/8-10

61

HesSs MHA=

61

Aol 2020.7.13. Cochrane Library

2 [ |z 7 Zzt
1 (Episod* Migraine®) 1193
P 2 [mh "Migraine Disorders"] 2587
3 [mh "Headache Disorders"] 3255
4 (headache OR migraine) 34869
5 #1 OR|[(#2 OR #3 OR #4) AND episod* tiab] 1193
("calcium blocker" OR flunarizine OR cinnarizine OR
| 6 . L 1190
verapamil OR nicardipine) tiab,
P&l gt | 7 #5 and #6 7
TA|st | 8 Publication Year from 2017 to 2020 4
SRot 3
Trial 0
2 3
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SHAEE 5 ZHM(angiotensin converting enzyme inhibitor, angiotensin re-

ceptor blocker, candersartan, lisinopril &)

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946
to Present

Al 2020.7.13, Ovid-Medline

= | ol | Zaof 2 2z}
1 Episod* Migraine* mp 1057
=] 2 Migraine Disorders/ 25178
3 Headache Disorders/ or (headache or migraine) mp 90443
4 1 OR[(2 OR 3) AND episod" tw] 5686
exp Angiotensin-Converting Enzyme Inhibitors/ or exp
| 5 Angiotensin Receptor Antagonists/ or exp Lisinopril/ or | 59336
(candersartan or lisinopril). mp
4 and 5 22
Hgt | 7 limit 6 to yr="2017-Current" 6

HAHSIE =HolM, H7EA ZEIE 2Rl iE

Z{A421: 2020713, Ovid-Embase

= | ol | Zwpof 2 2z}
1 Episod* Migraine* mp 2846
=] 2 Migraine/ 54851
I 3 Headache Disorders/ or (headache or migraine). mp 140053
4 1 OR[(2 OR 3) AND episod* tw] 13128
angiotensin receptor antagonist/ or candersartan/ or lisi-
| 5 nopril/ or (angiotensin converting enzyme inhibitor or an- | 62603
giotensin receptor blocker or candersartan or lisinopril) tw,
P& | 6 4 and 5 73
Hst | 7 limit 6 to yr="2017-Current" 30
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A4l 20207 13, Cochrane Library
= | o | Zaof 7 Zzt
1 (Episod* Migraine®) 1193
=] 2 [mh "Migraine Disorders"] 2587
3 [mh "Headache Disorders"] 3255
4 (headache OR migraine) 34869
5 #1 OR[#2 OR #3 OR #4) AND episod* tiab] 1193
6 [mh "Angiotensin-Converting Enzyme Inhibitors"] 3984
7 [mh "Angiotensin Receptor Antagonists"] 2005
8 [mh Lisinopril] 640
| 9 (candersartan OR lisinopril).tiab, 1189
10 {OR #6-#9} 6872
P&l 11 #5 AND #10 9
A A5k Publication Year from 2017 to 2020 5
SRat 3
Trial 1
7 4
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SHAMELR 6 HAM(L2-2X|(anti-depressant; amitryptiline, nortriptyline, Venlafa-
xine, Fluoxetine &)

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946
to Present

ZiAHol: 2020713, Ovid-Medline
=

72 [ o [ Zsio] 2 2ot
1 Episod* Migraine” mp 1057
P 2 Migraine Disorders/ 25178
3 Headache Disorders/ or (headache or migraine) mp 90443
4 1 OR[(2 OR 3) AND episod" tw] 5686
exp Antidepressive Agents/ or Amitriptyline/ or
Nortriptyline/ or Venlafaxine Hydrochloride/ or Fluoxetine/
| 5 i L L 154626
or (anti-depressant or Amitriptyline or Nortriptyline or
Venlafaxine or Fluoxetine) mp.
6 4 and 5 218
Mt | 7 limit 6 to yr="2017-Current" 29
Z4aHel: 2020.7.13. Ovid-Embase
= ot | 2o 7 o}
1 Episod* Migraine* mp 2846
=] 2 Migraine/ 54851
| 3 Headache Disorders/ or (headache or migraine).mp | 140053
4 1 OR[(2 OR 3) AND episod* tw] 13128
antidepressant agent/ or amitryptiline/ or
nortriptyline/ or Venlafaxine/ or Fluoxetine/ or
5 ) N N 171525
(anti?depressant$ or amitryptiline or nortriptyline or
Venlafaxine or Fluoxetine)tw,
P&l 6 4 and 5 930
st 7 limit 6 to yr ="2017-Current" 235
) (exp Meta Analysis/ or(meta adj analy$) or
Filter . . .
(Systematic | 8 metaanalys$) tw.or (systematic adj (review$1 or 14
y. overview$1)) tw_ or cancerlit.ab, or cochrane ab_ or | (442361)
Review) . ) ;
embase.ab. or (psychlit or psyclit).ab.or (psychinfo
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or psycinfo).ab, or (cinahl or cinhal).ab, or science
citation index ab, or bids.ab, or reference lists.ab.
or bibliograph$.ab. or hand-search$.ab. or manual
search$.ab, or relevant journals.ab,

or bibliograph$.ab. or hand-search$.ab. or manual
search$.ab, or relevant journals.ab, or (data
extraction.ab.or selection criteria.ab) and

review pt,) not (letter or editorial) pt. or (animal/not
(animal/ and humany)

Filter
(RCT)

(Clinical Trial/ OR Randomized Controlled Trial/ OR
controlled clinical trial/ OR multicenter study/ OR
Phase 3 clinical trial/ OR Phase 4 clinical trial/ OR
exp RANDOMIZATION/ OR Single Blind Procedure/
OR Double Blind Procedure/ OR Crossover
Procedure/ OR PLACEBO/ OR randomi?ed
controlled trial$ tw, OR rcttw, OR (random$ adj2
allocat$) tw. OR single blind$tw. OR double
blind$ tw. OR (treble or triple) adj blind$).tw, OR
placebo$ tw, OR Prospective Study/) not (Case
Study/ OR case report.tw, OR abstract report/ or
letter/ OR Conference proceeding pt. OR
Conference abstract pt. OR Editorial pt. OR
Letter pt. OR Note pt)

44
(1731037)

Filter
(Observatio
nal Studies)

10

Clinical study/ OR Case control study OR Family
study/ OR Longitudinal study/ OR Retrospective
study OR (Prospective study/ not Randomized
controlled trials/) OR Cohort analysis/ OR (Cohort
adj (study or studies)) mp. OR (Case control adj
(study or studies)) tw OR (follow up adj (study or
studies) tw.OR (observational adj (study or studies),
tw.OR (epidemiologic$ adj (study or studies)tw, OR
(cross sectional adj (study or studies).tw.

64
(2771008
)

11

or/8-10

99

HeSSHAE

99
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ZAH21:2020.7 13, Cochrane Library

2| ol | Zapof 2 7o
1 (Episod* Migraine®) 1193
P 2 [mh "Migraine Disorders"] 2587
3 [mh "Headache Disorders"] 3255
4 (headache OR migraine) 34869
5 #1 OR[(#2 OR #3 OR #4) AND episod* tiab] 1193
6 [mh "Antidepressive Agents"] 5696
7 [mh Amitriptyline] 1178
8 [mh Nortriptyline] 446
9 [mh "Venlafaxine Hydrochloride"] 673
10 [mh Fluoxetineg] 1436
(anti?depress™ or Amitriptyline or Nortriptyline or
| 11 . o 1189
Venlafaxine or Fluoxetine) tiab,
12 #6 OR #7 OR #8 OR #9 OR #10 OR #11 8926
Pl 11 #5 AND #12 23
A A5k Publication Year from 2017 to 2020 9
SRzt 4
Trial 4
27 8
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SHAMZIZ 7 A (ShZ2R]|(divalproex sodium, sodium valproate, topiramate,
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sk 240] £ o, 9ioF = X5 b 20] e} S5

E25H4|(mono-

o 2510 E=&O| E|E7f. CGRP monoclonal antibodies: Erenumab, Fremanezu-

mab, Galcanezumab, Eptinezumab ) NEW

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946

to Present

A4l 2020713, Ovid-Medline

7£ ol | 0] 2 En
1 Episod* Migraine” mp 1057
P 2 Migraine Disorders/ 25178
3 Headache Disorders/ or (headache or migraine) mp 90443
4 1 OR[(2 OR 3) AND episod* tw] 5686
exp Anticonvulsants/ or (anti?epileptic agent* or divalproex
I-7 5 sodium or sodium valproate or topiramate or 65270
Carbamazepine or Gabapentin) mp.
exp Calcitonin Gene-Related Peptide/ OR (CGRP
-8 6 monoclonal antibod* OR Erenumab OR Fremanezumab OR | 149400
Galcanezumab OR Eptinezumab) mp
KQ7 7 4 and 5 410
H|st 8 limit 7 to yr="2017-Current" 61
KQ8 9 4 and 6 177
(Meta-Analysis as Topic/or meta analy$tw.or
metaanaly$ tw or Meta-Analysis/or (systematic adj (review$1
or overview$1))tw, or exp Review Literature as Topic/or
SIGN Filter cochrane.ab or embase ab or (psychlit or psyclit).ab.or
(Systematic | 10 (psychinfo or psycinfo).ab.or (cinahl or cinhal) ab.or science | 17
Rgvi ow) citation index.ab.or bids.ab.or cancerlitab.or reference (348107)
list$ ab.or bibliograph$.ab.or hand-search$ ab.or relevant
journals ab.or manual search$.ab or (selection criteria.ab, OR
data extraction.ab) AND Review/)) not (Comment/ or Letter/
or Editorial/ or (animal/ not (animal/ and human/)
(Randomized Controlled Trials as Topic/ or randomized
controlled trial/ or Random Allocation/ or Double Blind
Method/ or Single Blind Method/ or clinical trial/ or clinical 111
SIGN Filter 1 trial, phase i pt. or clinical trial, phase iipt. or clinical trial, (1601131
(RCT) phase iii.pt. or clinical trial, phase iv pt, or controlled clinical )

trial pt, or randomized controlled trial pt, or multicenter
study pt. or clinical trial pt. or exp Clinical Trials as topic/
or (clinical adj trial$) tw, or (singl$ or doubl$ or treb$ or tripl$)
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adj (blind$3 or mask$3)).tw. or PLACEBOS/ or placebo$ tw.
or randomly allocated tw, or (allocated adj2 random$)tw.)
not (case reporttw, or letter/ or historical article/)

Epidemiologic Studies/ or exp Case Control Studies/ or exp
Cohort Studies/ or Case-control tw, or (cohort adj (study or

(Solggersg?ia(; 12 studies) tw, or Cohort analy$ tw. or (Follow up adj (study or | 13
nal Studies) studies) tw, or (observational adj (study or studies)tw, or | (3015677)
Longitudinal tw, or Retrospective tw or Cross sectional tw, or
Cross-sectional studies
13 | or/10-12 4403266
KQ8%IE 14 8 and 13 120

Z44421:2020.7.13.  Ovid-Embase

=]
L=

A

Zo]

ZA Z}

- 0

1

Episod* Migraine* mp

2846

Migraine/

54851

Headache Disorders/ or (headache or migraine) mp

140053

AN

1 OR[(2 OR 3) AND episod" tw]

13128

anticonvulsive agent/ or valproic acid/ or topiramate/ or
Carbamazepine/ or Gabapentin/ or (anti?epileptic agent$ or
divalproex sodium or sodium valproate or topiramate or
Carbamazepine or Gabapentin) tw,

182732

I-8

erenumab/ OR fremanezumab/ OR galcanezumab/ OR
eptinezumab/ OR (CGRP monoclonal antibod* OR Erenumab
OR Fremanezumab OR Galcanezumab OR Eptinezumab) tw

1123

KQ7

4 and 5

5319

KQ7|3t

o]

limit 6 to yr="2017 -Current"

329

KQ8

4 and 6

578

Filter
(Systematic
Review)

10

(exp Meta Analysis/ or (meta adj analy$) or metaanalys$).
tw.or (systematic adj (review$1 or overview$1))tw, or
cancerlit.ab, or cochrane ab, or embase ab, or (psychlit or
psyclit).ab.or (psychinfo or psycinfo).ab, or (cinahl or
cinhal).ab, or science citation index ab, or bids ab, or
reference lists.ab, or bibliograph$.ab, or hand-search$ ab, or
manual search$ab, or relevant journals ab, or
bibliograph$.ab, or hand-search$ ab, or manual search$.ab,
or relevant journals ab, or (data extraction.ab or selection
criteriaab)) and review pt)) not (letter or editorial) pt, or
(animal/ not (animal/ and human/)

(442361)

Filter
(RCT)

11

(Clinical Trial/ OR Randomized Controlled Trial/ OR
controlled clinical trial/ OR multicenter study/ OR Phase 3
clinical trial/ OR Phase 4 clinical trial/ OR exp
RANDOMIZATION/ OR Single Blind Procedure/ OR Double
Blind Procedure/ OR Crossover Procedure/ OR PLACEBO/
OR randomi?ed controlled trial$tw, OR rcttw, OR (random$
adj2 allocat$) tw. OR single blind$tw, OR double blind$ tw.
OR (treble or triple) adj blind$)tw, OR placebo$ tw.

OR Prospective Study/) not (Case Study/ OR case report tw,

(1731087)

148



OR abstract report/ or letter/ OR Conference proceeding pt,
OR Conference abstract pt, OR Editorial pt, OR Letter pt. OR
Note pt)

Clinical study/ OR Case control study OR Family study/ OR
Longitudinal study/ OR Retrospective study OR (Prospective

Filter study/ not Randomized controlled trials/) OR Cohort
(Observatio | 12 analysis/ OR (Cohort adj (study or studies)).mp. OR (Case
) control adj (study or studies).tw,OR (follow up adj (study or | (2771008)

nal Studies) studies)) tw.OR (observational adj (study or studies)tw.OR

(epidemiologic$ adj (study or studies))tw, OR (cross

sectional adj (study or studies).tw,

13 or/10-12 527

KQ7xIE 14 8 and 13 100
KQ8%IE 15 9 and 13 181

Al 2020.7,13, Cochrane Library

= [ ol [ 7o 2 Zt
1 (Episod* Migraine®) 1193
p 2 [mh "Migraine Disorders"] 2587
3 [mh "Headache Disorders"] 3255
4 (headache OR migraine) 34869
5 #1 OR[(#2 OR #3 OR #4) AND episod* tiab] 1193
6 [mh Anticonvulsants] 2344
("anti-epileptic agent*" OR "divalproex sodium" OR
| 7 "sodium valproate" OR topiramate OR Carbamazepine OR | 1189
Gabapentin) tiab,
I-7 8 #6 OR #7 3559
9 [mh "Calcitonin Gene-Related Peptide"] 319
-8 10 (CGRP monoclonal antibod” OR Erenumab OR . 1189
Fremanezumab OR Galcanezumab OR Eptinezumab) tiab,
11 #9 OR #10 1508
KQ7 | 12 #5 AND #8 20
Publication Year from 2017 to 2020 6
SR 4
Trial 1
2 5
KQ8 | 13 #5 and #11 28
SR 6
Trial 21
2 27
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A

DB ZAlZi4

MM KQO-14

KQ9 KQ10 KQ11 KQ12 KQ13-14 KQ15

MEDLINE 213 126 285 142 107 24

EMBASE 650 847 697 268 333 66

Cochrane 45 33 8 0 38 1

A 908 1006 990 410 478 91

ZEMAHE Al 771 940 781 302 412 71

Chronic StAdzx|(anti-ep | EFA|, 212 | F=2| | chronic preventiveinterven
migraine ileptic agent; = b3} migraine tion/treatment(anti

9 divalproex x| 23K Headache? | -epilepticagent;di
sodium, sodium | 4= A valproexsodium,s
valproate, odiumvalproate,to
topiramate &) piramate

Chronic H|glZd& |(beta | EIH|, fI2F | $=2| | chronic preventive

migraine blocker, E= 215} migraine intervention/treat
calcium channel | X|Z&}X| Headache? | ment(beta
blocker, R A blocker, calcium
flunarizine, channel blocker,
cinnarizine, flunarizine,
angiotensin cinnarizine,

10 converting angiotensin
enzyme converting
inhibitor, enzyme inhibitor,
angiotensin angiotensin
receptor receptor blocker;
blocker; candersartan,
candersartan, anti-depressant;
anti-depressant; amitryptiline)
amitryptiline)

Chronic HEA|E=E2Mbo | EIoH|, 2 | 52| | chronic preventive
11 migraine tulinum  toxin) L= 215} migraine intervention/treat
x| 23X Headache? ment(botulinum
o= A toxin
Chronic CGRP:H= =3t EloH|, 2I2F | £=2| | chronic preventive

12 migraine | (CGRP rE= 215} migraine intervention/treat

monoclonal x| 25X Headache? | ment(CGRP
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antibodies: = A monoclonal
Erenumab, antibodies:
Fremanezumab, Erenumab,
Galcanezumab, Fremanezumab,
Eptinezumab) Galcanezumab,
Eptinezumab)
pregnancy, | Oix|2 Consideratio | 2| | migraine preventive
13| pregnant n factors? 215} Headache? intervention/treat
ment
pregnancy, | Ofx|2 EIoHH|, 212k | =2 | migraine preventive

14 pregnant o= 2k5} Headache? | intervention/treat

x| =K ment
B A
menstrual EZIE]|(triptan | EI2tHE|, 212 | FE2| | migraine preventive
migraine s; sumatriptan, = 23} intervention/treat
naratriptan, x| =K ment(triptans;
zoImitr.iptan, %= A menstrual sumat.riptan,

15 almotrllptan, migraine narat.rlpl)tan,
frovatriptan, Headache? zolmitriptan,
rizatriptan) almotriptan,

frovatriptan,
rizatriptan)
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SMEE 10 AN (FYEES SHRIOA O|X| 22 H|L|THS)
SMEE 11 AM QFYHES SR ojEikzz BE2lsEL)
SiMEE 12 AN (THEES KON X222 CGRP CHEESH)
Ovid MEDLINE(R) ALL 1946 to July 28, 2020
Z4a4el: 2020.7.30.Ovid-Medline
7 ol | Zof 7 Z}
1 Chronic migraine* mp 2210
) 2 Migraine Disorders/ 25274
3 Headache Disorders/ or (headache or migraine)tw | 90744
4 1 OR[(2 OR 3) AND chronic* tw] 12963
Anticonvulsants/ or (anti?epileptic agent* or
-9 5 anti?convulsant* or divalproex sodium or sodium 66031
valproate or topiramate).tw,
Angiotensin Receptor Antagonists/ or Calcium
Channel Blockers/ or Angiotensin-Converting
Enzyme Inhibitors/ or Antidepressive Agents/ or (beta
I-10 6 blocker or calcium channel blocker or flunarizine or | 133978
cinnarizine or angiotensin converting enzyme inhibitor
or angiotensin receptor blocker or candersartan or
anti-depressant or amitryptiline) tw.
I-11 7 exp Botulinum Toxins/ or botulinum toxin.mp 20350
Calcitonin Gene-Related Peptide/ OR (Calcitonin
1-12 8 Gene-Related Peptide OR CGRP monoclonal 11752
antibod* OR Erenumab OR Fremanezumab OR
Galcanezumab OR Eptinezumab) tw
P&I-9 9 4 and 5 423
P&l-10 10 4 and 6 251
P&I-11 11 4 and 7 486
P&I-12 12 4 and 8 306
(Meta-Analysis as Topic/or meta analy$ tw.or
SIGN metaanaly$ tw.or Meta-Analysis/or (systematic adi
Filter (review$1 or overview$1) tw, or exp Review Literature
.| 13 as Topic/or cochrane ab.or embase ab or (psychlit or
(Systemai psyclit).ab.or (psychinfo or psycinfo) ab.or (cinahl or (348107)
¢ Review) ; ; o )
cinhal).ab.or science citation index ab,
or bids.ab.or cancerlit.ab.or reference list$.ab.or
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bibliograph$.ab.or hand-search$.ab or relevant
journals ab.or manual search$.ab or ((selection
criteria.ab, OR data extraction.ab)) AND Review/)) not
(Comment/ or Letter/ or Editorial/ or (animal/ not
(animal/ and humany/)))

(Randomized Controlled Trials as Topic/ or

randomized controlled trial/ or Random Allocation/ or
Double Blind Method/ or Single Blind Method/ or
clinical trial/ or clinical trial, phase i pt, or clinical trial,
phase iipt. or clinical trial, phase iii pt. or clinical trial,

SIGN phase iv pt. or controlled clinical trial pt. or
Filter 14 randomized controlled trial pt, or multicenter (1601131
(RCT) study pt. or clinical trial pt, or exp Clinical Trials as | )

topic/ or (clinical adj trial$) tw, or ((singl$ or doubl$

or treb$ or tripl$) adj (blind$3 or mask$3)) tw. or

PLACEBQS/ or placebo$.tw, or randomly

allocated tw. or (allocated adj2 random$)tw,) not

(case report.tw, or letter/ or historical article/)

Epidemiologic Studies/ or exp Case Control Studies/
SIGN or exp Cohort Studies/ or Case-control tw, or (cohort
Filter adj (study or studies))tw, or Cohort analy$tw, or
(Observati | 15 (Follow up adij (study or studies).tw, or (observational (3015677)
onal adj (study or studies)).tw, or Longitudinal tw, or
Studies) Retrospective tw.or Cross sectional tw, or

Cross-sectional studies/

16 or/13-15 4420596

KQIzIE 17 9 AND 16 213
KQ10%|E | 18 10 AND 16 126
KQIEZE | 19 11 AND 16 285
KQ12%E | 20 12 AND 16 142
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ZAi2l: 2020.7.30, Ovid-EMBASE

= ol | Ziaiof 74 iz}
1 Chronic migraine* mp 4922
=] 2 migraine/ 55065
3 headache/ or (headache or migraine) tw 274963
4 1 OR (2 OR 3) AND chronic* tw) 37685
anticonvulsive agent/ or (anti?epileptic agent* or
-9 5 anti?convulsant* or divalproex sodium or sodium 98978
valproate or topiramate) tw.
angiotensin receptor antagonist/ or calcium channel
blocking agent/ or antidepressant agent/ or (beta
110 6 b'Iocke.zr' or calmum chgnnel blocll(er or flunarllzm.e. or 217076
cinnarizine or angiotensin converting enzyme inhibitor
or angiotensin receptor blocker or candersartan or
anti-depressant or amitryptiline) tw.
I-11 7 exp botulinum toxin/ or botulinum toxin mp 38704
calcitonin gene related peptide/ OR (Calcitonin
112 8 Gene-Related Peptide OR CGRP monoclonal 18312
antibod* OR Erenumab OR Fremanezumab OR
Galcanezumab OR Eptinezumab) tw
P&I-9 9 4 and 5 1497
P&I-10 10 4 and 6 1639
P&l-11 11 4 and 7 1621
P&l-12 12 4 and 8 981
(exp Meta Analysis/ or (meta adj analy$) or
metaanalys$) tw or (systematic adj (review$1 or
overview$1))tw, or cancerlitab, or cochrane.ab, or
embase_ ab, or (psychlit or psyclit).ab.or (psychinfo or
SIGN . X ) :
. psycinfo) ab, or (cinahl or cinhal) ab, or science
Filter o . .
113 citation index ab, or bids.ab, or reference lists ab, or
(Systemati o 449923
) bibliograph$.ab, or hand-search$.ab. or manual
¢ Review)

search$.ab, or relevant journals.ab, or bibliograph$.
ab, or hand-search$, ab, or manual search$.ab, or
relevant journals ab, or (data extraction ab or
selection criteria.ab)) and review pt) not (letter or
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editorial) pt, or (animal/ not (animal/ and humany)

(Clinical Trial/ OR Randomized Controlled Trial/ OR
controlled clinical trial/ OR multicenter study/ OR
Phase 3 clinical trial/ OR Phase 4 clinical trial/ OR
exp RANDOMIZATION/ OR Single Blind Procedure/
OR Double Blind Procedure/ OR Crossover
Procedure/ OR PLACEBO/ OR randomired controlled

S.lGN trial$ tw, OR rctiw, OR(random$ adj2 allocat$)tw.
Filter 14 ) ) ) 1741536
(RCT) OR single blind$tw, OR double blind$ tw, OR (treble

or triple) adj blind$)tw, OR placebo$tw, OR

Prospective Study/) not (Case Study/ OR case

report tw, OR abstract report/ or letter/ OR

Conference proceeding.pt, OR Conference

abstract pt, OR Editorial pt, OR Letter pt. OR

Note pt,)

Clinical study/OR Case control study OR Family

study/OR Longitudinal study/ OR Retrospective
SIGN study OR (Prospective study/ not Randomized
Filter controlled trials/) OR Cohort analysis/OR (Cohort adj
(Observati | 15 (study gr studies)), mp, OR (Case.control adj (study 795301
onal or studies))tw, OR (follow up adj(study or
Studies) studies)) tw., OR (observational adj (study or

studies)) tw. OR (epidemiologic$ adij (study or

studies)) tw, OR (cross sectional adj (study or

studies)) tw,

16 OR/13-15 4248183

KQIzIE 17 9 AND 16 650
KQ10%[E | 18 10 AND 16 847
KQIEZE | 19 11 AND 16 697
KQ12%|E | 20 12 AND 16 268
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(chronic Migraine*) tiab

1194

[mh "Migraine Disorders"]

2587

[mh "Headache Disorders"]

3255

(headache or migraine) tiab

1205

Al |W IN|—=

#1 OR[(#2 OR #3 OR #4) AND chronic tiab]

1194

[mh Anticonvulsants] OR (anti?epileptic agent* or
anti?convulsant* or divalproex sodium or sodium
valproate or topiramate)

66031

I-10

[mh "Angiotensin Receptor Antagonists"] OR [mh
"Calcium Channel Blockers"] OR [mh
"Angiotensin-Converting Enzyme Inhibitors"] OR [mh
"Antidepressive Agents'] OR ("beta blocker" or "calcium
channel blocker" OR flunarizine OR cinnarizine OR
"angiotensin converting enzyme inhibitor" OR
"angiotensin receptor blocker" OR candersartan OR
anti-depressant OR amitryptiline)

17513

-1

[mh "Botulinum Toxins"] or ("botulinum toxin") tiab

5027

I-12

[mh "Calcitonin Gene-Related Peptide"] OR ("Calcitonin
Gene-Related Peptide" OR "CGRP monoclonal
antibod*" OR Erenumab OR Fremanezumab OR
Galcanezumab OR Eptinezumab) tiab

1782

P&l-9

10

#5 AND #6 (SR or Trials)

45

P&l-10

11

#5 AND #7 (SR or Trials

33

P&l-11

12

P&l-12

13

( )
#5 AND #8 (SR or Trials)
#5 AND #9 (SR or Trials)
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Ovid MEDLINE(R) ALL 1946 to July 28, 2020

HES Us BUFOIM HYXZE 12{8l{oF S= 22 8L oY

Zadel: 2020.7.30, Ovid-Medline
T | AN | MY A Aot
1 Episod* Migraine* mp 1067
2 Migraine Disorders/ 25274
=] 3 Headache Disorders/ or (headache or migraine) tw 90744
4 1 OR[(2 OR 3) AND episod" tw] 6672
5 exp Pregnancy/ OR pregnan® tw 1010826
6 4 AND 5 150
| 7 %)gn%r;traggtt\;’ve.at OR medicat* OR interven* OR prescrip 7792451
P& | 8 6 AND 7 107
ZAdel: 20207 30, Ovid-EMBASE
2 | ot | Zaof ZM 2t
1 Episod* Migraine™ mp 2864
2 migraine/ 55065
=] 3 headache/ or (headache or migraine) tw 274963
4 1 OR[(2 OR 3) AND episod* tw] 16912
5 exp pregnancy/ OR pregnan*tw 896053
6 4 AND 5 460
| 7 (é));;?\/t%r:ragxtt\ﬁat OR medicat* OR interven* OR prescrip 10382743
P&l | 8 6 AND 7 333
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ZA4el: 2020.7.30. Cochrane

= | ot | o] #M 7zt
1 (Episod* Migraine*) tiab 1193
2 [mh "Migraine Disorders"] 2587
P 3 [mh "Headache Disorders"] 3255
4 headache 32492
5 #1 OR[(#2 OR #3 OR #4) AND episod* tiab] 1193
6 [mh Pregnancy] OR pregnan* tiab 21585
7 #5 AND #6 38
revent* OR treat* OR medicat* OR interven* OR prescrip*
| |s | b A Prescrip™ | 1223200
P&l 9 #7 AND #8 (SR or Trials) 38
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MEDLINE(R) ALL 1946 to July 28, 2020

ZAAHQ!: 2020730, Mediine

= [ ol [ 7o 7 Azt
1 Episod* Migraine™ mp 1067
2 Migraine Disorders/ 25274
P 3 Headache Disorders/ or (headache or migraine) tw 90744
4 1 OR[(2 OR 3) AND episod* tw] 6672
5 (menstrua® or premenstrua®).mp 67084
6 4 AND 5 111
| 7 (triptans OR sumatriptan OR naratriptan OR zolmitriptan 5059
OR almotriptan OR frovatriptan OR rizatriptan).mp.,
P& | 8 6 AND 7 24
ZAdel: 20207 30, Ovid-EMBASE
2 | o | #aof ZM A
1 Episod* Migraine” mp 2864
2 migraine/ 55065
P 3 headache/ OR (headache OR migraine) tw 274963
4 1 OR[(2 OR 3) AND episod" tw] 16912
5 (menstrua* OR premenstrua®).mp 90919
6 4 AND 5 336
| 7 (triptans OR sumatriptan OR naratriptan OR zolmitriptan 12822
OR almotriptan OR frovatriptan OR rizatriptan) mp.,
P&l | 8 6 AND 7 66
Z4aHel: 2020.7.30. Cochrane
= | ot | o] ZM 7zt
1 (Episod* Migraine*) tiab 1193
P 2 [mh "Migraine Disorders"] 2587
3 [mh "Headache Disorders"] 3255
4 (headache or migraine) 32492
5 #1 OR[(#2 OR #3 OR #4) AND episod* tiab] 1193
6 (menstrua® or premenstrua®) 14
7 #5 AND #6 51
| 8 (triptans OR sumatriptan OR naratriptan OR zolmitriptan 1567
OR almotriptan OR frovatriptan OR rizatriptan)
&l 9 #7 AND #8 (SR OR Trials) 1
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