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ASMR Amelioration du Service Médical Rendu

BSC Best supportive care

CADTH Canadian Agency for Drugs and Technologies in Health

CGRP Calcitonin gene-related peptide

CEA Cost effectiveness analysis

CENTRAL | Cochrane Central Register of Controlled Trials

EQ-5D EuroQol 5 dimension

HAS Haute Autorité de Santé

ICER Incremental Cost-Effectiveness Ratio

IQWIG Instituts flr Qualitat und Wirtschaftlichkeit im Gesundheitswesen

MHD Migraine headache day

MSQ Migraine-Specific Quality of Life

NDB National Database of Health Insurance Claims and Specific Health
Checkups of Japan

NICE National Institute for Health and Care Excellence

NMA Network meta-analysis

PAS Patient access scheme

PBAC Pharmaceutical Benefits Advisory Committee

PBM Preference-based measure

PBS Pharmaceutical Benefits Scheme

QALY Quality-Adjusted Life Year

QOL Quality of life

RCT Randomized Controlled Trial

SG Standard gamble

SMC Scottish Medicines Agency

SMR Service Médical Rendu

SR Systematic literature review

TTO Time trade-off
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Galcanezumab is recommended as an option for
preventing migraine in adults, only if:
1. they have 4 or more migraine days a
month
2. at least 3 preventive drug treatments
have failed and

the company provides it according to the

commercial arrangement)/Z M1t ( )
AT —%R: BREH A5 X (18 November

2020)/F57+/ZDH( )

SMC |- M/ EHE/[EHOERE|(BAEMIZ: for the | ZRIZAL

treatment of patients with chronic and episodic

migraine who have had prior failure on three or




more migraine preventive treatments. This advice
applies only in the context of an approved NHS
Scotland Patient Access Scheme)/Z D h( )

AN HAS - SMR: important - SMR:
- ASMR: I/II/III/IV/M Substantial
- BhERMEEHE: $HY(E%L ICER OfE: )/%WEIEEF'/ UTO&HER-TEE
£ > 157AIC8BLULEDRERFAKEET S
> 3RUBRDEBRTHS
> DMEREZRIGVEEDREREE
Insufficient
> BRFERBIN-BEIECERETHLELUINDES
ASMR RUzhEEEHHI<BAL TIXEREICEL
KAy 1QwiG | Hint of a considerable additional and No additional | xzaizFL

benefit
e Subpopulation A: For naive patients and
patients that have failed/not tolerated at
least 1 prophylactic treatment
- No added benefit
e Subpopulation B: Patients that have failed
the following substance classes:
Metoprolol/propranolol, topiramate,
amitriptylin, flunarizine
- No added benefit
e Subpopulation C: Patients that failed all
other treatments (substance classes)

- Hint of a considerable additional benefit
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& 1-1-2 FEICETL5RAANDNRFEEEDH

E4 - 1EsE FHEEROBEE
SLERTESE N:OB iy
1FYR NICE 1L/ BB (RS 7% Y/ %L/ R EIZEC
SMC 7zL/ Ehffich/ 7R ERIEL
I5VR HAS 2L/ ERilich/ 78R &Y/ §T{fich /A5
ht+4 CADTH 7zL/ Shflich/ 7 ERIEL
A—Zr5Y7 | PBAC 7zL/ Ehifich/ 7R ERICAEL
# 1-1-3-1 AFXUX(NICE)IZH(15E A % RS R D4
BERFEESE N:OB iy
E4 MEDFS
- 1Esk NICE
SHE#ER D URL2E | https://www.nice.org.uk/guidance/ta659/chapter/1-Recommendations
BaliBoE $5300) HIWHhFRX<TT ERIZEC
Ralit =S Recommended with conditions ERIZEC
SftEHEDE4 | Galcanezumab is recommended as an option for | zsazFIL

_ preventing migraine in adults, only if:

(&, ZTOEMH DM 1. they have 4 or more migraine days a
month

2. at least 3 preventive drug treatments
have failed and

3. the company provides it according to the
commercial arrangement.

e Stop galcanezumab after 12 weeks of
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https://www.nice.org.uk/guidance/ta659/chapter/1-Recommendations

treatment if:

e in episodic migraine (less than 15
headache days a month) the
frequency does not reduce by at least
50%

in chronic migraine (15 headache days a month
or more with at least 8 of those having features
of migraine) the frequency does not reduce by
at least 30%.

STl RS Episodic and chronic migraine in patients who | £z -=E L
have a history of at least 3 prior preventive
treatment failures
FERAECK) The recommended dose is 120 mMg | x£xizEL
galcanezumab injected subcutaneously once
monthly, with a 240 mg loading dose as the
initial dose.
B % ER Best supportive care for episodic migraine, and ERIZAL
botulinum toxin type A and best supportive care
for chronic migraine
FEH Episodic migraine compared to BSC: £22,633 ERIZEC
Chronic migraine compared to BSC: £8,796
BoOBERMRLEOME

Chronic migraine compared to Botox: £15,636

11



£ 1-1-3-2 A XYRX(SMC)I=HI+2E Ax LR TliHs R 0S4

RIERFTES DRI
E4 A1F)R
4 SMC
FHME#ER D URLZE | https://www.scottishmedicines.org.uk/medicines-advice/galcanezumab-emgality-full-smc2313/
EaliboE $5200) AHIWHRX<TT EiICEL
FTf#E R Recommended with conditions EEICELC
s =EEpiss | For the treatment of patients with chronic and | #zizEC
& _ episodic migraine who have had prior failure on
(£ ZOEHDEHM | three or more migraine preventive treatments.
The treatment benefit should be assessed within
3 months after initiation of treatment. Any
further decision to continue treatment should be
taken on an individual patient basis. Evaluation
of the need to continue treatment s
recommended regularly thereafter. Treatment
should be initiated by physicians experienced in
the diagnosis and treatment of migraine.
STl SRS Episodic and chronic migraine in patients who | £z 1z gL
have a history of at least 3 prior preventive
treatment failures
FERARCK) The recommended dose is 120 mg | x£zmzELC
galcanezumab injected subcutaneously once
monthly, with a 240 mg loading dose as the initial
dose.
g 3o Erenumab, fremanezumab EEICELC
FER N/A (BERZBESHFIEITHhEmno1) BRAR/MERH(RERTES)
EAYERMRLDE REM REERE:
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vs Fremanezumab 225 mg £390 Al
vs Fremanezumab 675 mg £13 &0
1814 FrERdE:

vs Fremanezumab 225 mg £5,518 HlE
vs Fremanezumab 675 mg £3,355 A&
vs Erenumab 70 mg £7,167 Hli&

vs Erenumab 140 mg £3,225 Bli&

% 1-1-3-3 A 745 (CADTH)IZE T2 BRI R T MERDFH

BLERGERE DEIDHT
EE hrE
R4 CADTH
FHE#ER D URLZ2E | https://www.cadth.ca/sites/default/files/DRR/2021/SR0693%20Emgality%20-%20CADTH%20Final%20R
ec.pdf
BalipoE $5300) HIWHhFRX<TT ERICELC
Ralit Recommended with conditions EREICRLC
suitxiEpigs | 1. The patient has a confirmed diagnosis of | £za1zEL
. episodic or chronic migraine according to the
(X, EDEHOFH

International Headache Society criteria,
defined as either of the following:

1.1. Episodic migraine: migraine headaches on
at least 4 days per month and less than 15
headache days per month for more than 3
months.
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https://www.nice.org.uk/guidance/ta659/chapter/1-Recommendations
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1.2. Chronic migraine: headaches for at least
15 days per month for more than 3 months of
which at least eight days per month are with
migraine

2. The patient has experienced an inadequate
response, intolerance, or contraindication to at
least two oral prophylactic  migraine
medications of different drug classes.

3. The physician must provide the number of
headache and migraine days per month at the
time of initial request for reimbursement.

4. The maximum duration of initial
authorization is six months.

5. The physician must provide proof of
beneficial clinical effect when requesting
continuation of reimbursement, defined as a
reduction of at least 50% in the average
number of migraine days per month at the time
of first renewal compared with baseline. At
subsequent renewals the physician must
provide proof that the initial 50% reduction in
the average number of migraine days per
month has been maintained.

6. The maximum duration of subsequent
authorizations following the initial
authorization is six months

7. The patient should be under the care of a
physician who has appropriate experience in
the management of patients with migraine
headaches.

8. Galcanezumab should not exceed the drug
program cost of treatment with the least
expensive CGRP inhibitor for the treatment of
migraine.

14



STl SRS Episodic and chronic migraine at least 2 prior | £z zEL
preventive treatment.
FERAECK) Approved dose is a loading dose of 240 mg | £z zEL
(administered as 2 consecutive injections)
followed by once monthly doses of 120 mg (1
injection).
B B Best supportive care EEEICRL
FEH CADTH re-analysis: ESIZEC
N Episodic migraine, =2 prior preventative
BABERMRLDME | therapies: ICER = $273,560 per QALY
Chronic migraine, = 2 prior preventative
therapies: ICER = $109,325 per QALY
% 1-1-3-4 F7—X51)7 (PBAC)IZH (T2 A xtxh R EEi#E R D54
BERFEESE DHISHT
E4 F—R3S)7
- 1Esk PBAC

FHf#ER D URL %2 E

https://www.pbs.gov.au/info/industry/listing/elements/pbac-meetings/psd/2020-11/galcanezumab-

episodic-migraine-injection-120-mg-in-1-ml

https://www.pbs.gov.au/info/industry/listing/elements/pbac-meetings/psd/2020-11/galcanezumab-

chronic-migraine-injection-120-mg-in-1-ml

Must be treated by a neurologist

BaliBoE 353001 ANARZXTT EEEIZRIC
EAlEEES Recommended with conditions REMFEESR JFHEE
181 ERE ST E IR
SHfEEDIBs | Treatment criteria: - Treatment criteria. Clinical criteria [CBL TIXZEICRL
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(. DGO

Clinical criteria:

Patient must have experienced an average of 15
or more headache days per month, with at least
8 days of migraine, over a period of at least 6
months, prior to commencement of treatment
with this drug for this condition

AND

Patient must have experienced an inadequate
response, intolerance or a contraindication to at
least three prophylactic migraine medications
prior to commencement of treatment with this
drug for this condition

AND

The treatment must not be in combination with
botulinum toxin

AND

Patient must be appropriately managed by his or
her practitioner for medication overuse
headache, prior to initiation of treatment with
this drug

- A BIRYYXRREFRERBED Risk sharing arrangement
(RSA) H5EH

Tl ot R B

Chronic migraine in patients who have a
treatment history of at least 3 prior preventive
treatments

Dipdet 3 BEDOHAERTHETTILHRNEO NG, B
BUNGVWELBEZTHAIREMEFIER(AIC 14 BEIETOIE
BOBEMNHY. ZEDS5 4 ELLEAREERE). LT FER
(BEEfmB%A 15 BLl L, AIZ8 BLU LD FEER)

1 73R (%)

The recommended dose is 120 mg
galcanezumab injected subcutaneously once
monthly, with a 240 mg loading dose as the initial
dose.

E&RICEL

et ER

Chronic migraine: Botulinum toxin type A and
best supportive care

181 FEE%% : best supportive care
1814 FEEE A BARYIXXEFR R U best supportive care
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EQ-5D Ra7ICBELT. EHHEL T YEL T I KB HEFEBEDREICEL H oA, +57%
il ha o So) et P ARV RAV: Nol et i=t 5Ty (W fuld
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2. EMeE At DET(

2.1 DMISHICBHZRATIT4vI LEaL—

2.1.1 2RSHNRELEVY—FIIXFa Y
DRI, HIVARXTT DEMEIE BRSOV TEEE T 1=, & 2-1-1 TR Y—
FOIRFAVEREL. ENETNRRAEERL. IEDT —HXN—RERAV=REEZRMLT=,
BHRMIZE THPRUSRRERBERICSTHERANDRFMOITHAFSAUE 2 bl
(L& SIAARS42) [9] (ST, BREFEDFIATREL SR(A4T7F )L R4 NMA 1 ET)
ZIRFLTz, TDRIZEIF SR ARARINTURICERSN = RCT ZRHEL T, BMMAERMK
DiREFZEIT 1=,

£ 2-1-1 DS WICEKBVATITA4VILE a—DYHF—FHITAFIY

IHH AR
FEEEFBAED 2 BB UBDBEEZITOIRADH
xR &£ _ _ _
R (REMRERE-EBMHRIER) 25
T A HINWHRXTT
Eb Bt B N)L7aEE. 7ar5/0—)L, BSC
7 IobhL . 22
(1) BX%¥R SR F& x5 &L= SR
e SR/NMA/AZ7F1) R
BRTIA>
(2) BX%R SR LIFE®D RCT &xt%& &L= SR
RCT
STk 3R BA R 2022 &£ 5 AET

2.1.2 REDFhH

HIARXTT DEMIERAEOFHEIZHTZY . AT 2 BFENS4SH SR #EREL
120 B 1 BB TIE ANWARXITEFHEL-BEFD SR DYFEZHMELT- SR ZEMELT =,
%2 BT, 5 1 BRETIHESNIZEIFD SR HRLUBICARINT- RCT 45 ET 5180
[2.&5%% SREEMLI-(E 2-1),

SR DOXHBRRMEZEIZBVTIE. EFERY—ER-XHRRDEMRN . FKELLEHFIE.
RARTHIU BRI RPBMEOFHEHAEDLEDIILICLY  BEXZHEBELZ AXDT
TARSOMMEDRY)—=U 7 & BME AU OO DERKAREHET HEEE.
2 BOLEA—T7—IMILICERL-, mXOERIEBANEEL A ANTELE JRONEE
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[CHRVHIESN, ChoDEXEBRERICEVWTAELLEA—T7T—ROF—EBFF. @EDOHE

FTLRE LT,

(1)B%#R SR DI EEEMELT= SR (2)B%#k SR WDZFH D RCT LURFIZARINT-
RCT O4FEZBRI&LT= SR
(BN SR)
BE#R SR IZEFE NS RCT D E BE#R SR %M RCT D4 E
| |
v

EBMEE AEFHED =60 RCT OHFFE

E 2-1 S RATIT1vILE 2—Diih

2.1.3 BRERAR DA ANERE ORI EE

AAWICE D) —FIOIRFAVICEDETEEEE(AANEE RN EE)ZHRELS:
(& 2-1-3), WEIRFTEE L. SR RICTXHFREE(FEFEAY- RICEDREDHE,. 75
TR SR EE L THMABRTHIC L. ARER. BEOEBRIKRERLLTLNSD,
HE)N RSO TXIERNEITOTEY . ChoDEED—BICIEZ LML HSEZAONT=ZEM
b, ZOEEZANMDWICEVWTHRALI ALhRXTTETOTS5/0—)L NIV TOEE
BEELLBURBRIFEELGVOIC, ToeRET7oh—E LML EEERTHILEHTE
LT.AANNLTORE, TOTS5/0— )L THAZEPHBAT IR THAZEEHAANE
BELTERELTVD NMTRVRIDEWVNIFEERAR. RUEIORA —N\—HERIIFRNEEL

LTERITTLS,
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5 2-1-3 EiRESE

HAANELE PROVE#E

X REMH FEERETIED 2 #IB UROEERE

IO ADFEER (REMAER-8
EHEERE) BE

A HILARX<T(120mg, 240mg) or
NLT7OEE or 0SS5 /0—)L
ad:3Fagiic] NL7aEE or 7075/0—)L or 7

S+ or BSC

T oMAL At (FEERH. RISER)-Z2M

HETHF1> | (1) B SR

SR/NMA/ABF7F+1)L R

(2) BE#R SR WX UBER SR LIED
RCT

RCT (2000 £ELI)

FERAER - VORF—/\—ER

XERDIERE IEE D FRWER. /b RE. LY—

il

BARENITHE ERLSNDERE

2.1.4 FALET—8R—X

STRWFZEDUNE(ZIE. PubMed. Embase. CENTRAL, EH

2.1.5 EALE-BRER

% 2-1-5-1 PubMed THWL\-REX (BI# SR DEFR)

55 web =AUV,

BE | RRA i

#1 | "galcanezumab"[Text Word] OR "ly 2951742"[Title/Abstract] 247
OR "ly2951742"[Title/Abstract] OR "emgality"[Title/Abstract]

OR "55kh13p693"[Title/Abstract]

#2 | "Propranolol"[MeSH Terms] OR "Propranolol"[Title/Abstract] 45,987
OR "ay 20694"[Title/Abstract] OR "inderal"[Title/Abstract] OR
"obsidan"[Title/Abstract]

#3 | "Valproic Acid"[MeSH Terms] OR "Valproic 21,026

Acid"[Title/Abstract] OR "valproate"[Title/Abstract] OR "2
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propylpentanoic acid"[Title/Abstract] OR
"depakene"[Title/Abstract]

#4 | #1 OR #2 OR #3 67,064

#5 | "Migraine Disorders"[MeSH Terms] OR "migraine*"[Text 43,719
Word] OR "migrainous headache"[Text Word] OR
"hemicrania"[Text Word]

#6 | #4 AND #5 1443

#7 | #6 AND ("systematic"[Filter] OR "Systematic 94
Review"[Publication Type] OR "Meta-Analysis"[Publication
Type] OR "meta analysis"[text word])
BEETH 2022/02/13
BEER 94

# 2-1-5-2 Embase THUL\-#&% X (B SR DR REK)
BE | ARA iz

#1 | EMB.EXACT("galcanezumab") OR ab(galcanezumab) OR 758
ab("ly 2951742") OR ab("ly2951742") OR ab("emgality")

#2 | EMB.EXACT("propranolol™) OR ab("propranolol") OR ab("ay 105,832
20694") OR ab("inderal") OR ab("obsidan")

#3 | (EMB.EXACT("valproic acid")) OR ab("valproic acid") OR 70,804
ab("valproate") OR ab("depakene")

#4 | S3 OR S2 OR S1 175,056

#5 | EMB.EXACT.EXPLODE("migraine") OR ab("migraine") OR 81,377
ab("migrainous headache") OR ab("hemicrania") OR
ab("status hemicranicus")

#6 | S5 AND S4 6,329

#7 | (EMB.EXACT("systematic review")) OR ti(systematic NEAR/1 398,770
review)

#8 | S7 AND S6 264
Exclude:Document type: Conference Abstract; Note; 229

Chapter; Conference Paper; Letter
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BEREITH 2022/02/13
RERMER 229
% 2-1-5-3 CENTRAL THW-#&& =X (BRI SR DER)
BE | &mEX i
#1 | (galcanezumab):ti,ab,kw OR ("ly 2951742"):ti,ab,kw OR 291
("ly2951742"):ti,ab,kw OR (emgality):ti,ab,kw (Word
variations have been searched)
#2 | (Propranolol):ti,ab,kw OR ("Inderal"):ti,ab,kw OR 5262
("obsidan"):ti,ab,kw (Word variations have been searched)
#3 | MeSH descriptor: [Propranolol] explode all trees 2892
#4 | #2 OR #3 5262
#5 | ("valproic acid"):ti,ab,kw OR ("valproate"):ti,ab,kw OR 2601
("depakene"):ti,ab,kw (Word variations have been searched)
#6 | MeSH descriptor: [Valproic Acid] explode all trees 944
#7 | #5 OR #6 2601
#8 | #1 OR #4 OR #7 8096
#9 | MeSH descriptor: [Migraine Disorders] explode all trees 2908
#10 | (migraine):ti,ab,kw OR ("migrainous headache"):ti,ab,kw OR 8723
(hemicrania):ti,ab,kw OR ("status hemicranicus"):ti,ab,kw
(Word variations have been searched)
#11 | #9 OR #10 1923/11/18
#12 | #8 AND #11 717
in Cochrane Reviews 6
BEEITH 2022/02/13
BmEER 229
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% 2-1-5-4 EdiE Web TRHUWV-RZEX (BIHR SR DER)

BE | &mERX -
#1 Galcanezumab/TH 56
#2 Galcanezumab/TA or Emgality/TA or "LY 2951742"/TA or "LY- 35
2951742"/TA or "LY2951742"/TA or "T LA IILT«"/TA or "HJLH
FRXTIT"/TA
#3 #1 or #2 64
#4 Propranolol/TH 3,259
#5 Propranolol/TA or 7B 75/8—)L/TA or "AY 20694"/TA or "AY- 3,785
20694"/TA or "AY20694"/TA or "Inderal"/TA or "4 73 JL"/TA
#6 #4 or #5 5,288
#7 "Valproic Acid"/TH 6,584
#8 | Valproic/AL and Acid/TA or Depakene/TA or /\)L7AE/TA or 3,802
TINTU/TA
#9 #7 or #8 7,380
#10 | #3 or #6 or #9 12,611
#11 5E8%&/TH 7,371
#12 88Y%/TA or {REEJ&/TA or migraine*/TA 6,206
#13 | #11 or #12 8,594
#14 | #10 and #13 464
#15 | SATITa4YILE1—/TA or ZRFEMILE 2—/TA or "systematic 5,740
review"/TA or 237F1)L X/TA or RD=A27F1)JL R
#16 | #14 and #15 4
BEREITH 2022/02/13
RERMER 4
5 2-1-5-5 PubMed THUL =% =X (Bi#k SR LIE®D RCT D)
BE | BRERX i
#1 | "Migraine Disorders"[MeSH Terms] OR "migraine*"[Text 44,356
Word] OR "migrainous headache"[Text Word] OR
"hemicrania"[Text Word]
#2 | "galcanezumab"[Text Word] OR "ly 2951742"[Title/Abstract] 267

OR "ly2951742"[Title/Abstract] OR "emgality"[Title/Abstract]
OR "55khI3p693"[Title/Abstract]
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#3 | "Propranolol"[MeSH Terms] OR "Propranolol"[Title/Abstract] 46,084
OR "ay 20694"[Title/Abstract] OR "inderal"[Title/Abstract] OR
"obsidan"[Title/Abstract]

#4 | "Valproic Acid"[MeSH Terms] OR "Valproic 21,287
Acid"[Title/Abstract] OR "valproate"[Title/Abstract] OR "2
propylpentanoic acid"[Title/Abstract] OR
"depakene"[Title/Abstract]

#5 | "Randomized Controlled Trial"[PT] OR (random*[TIAB] AND 696,027
(trial*[TI] OR blind[TW] OR placebo[TW]))

#6 | #1 AND #2 AND #5 AND 2020:2022/05/22[DP] 55

#7 | #1 AND #3 AND #5 AND 2018:2022/05/22[DP] 17

#8 | #1 AND #4 AND #5 AND 2015:2022/05/22[DP] 33

#9 | #6 OR #7 OR #8 97
BREREITH 2022/05/22
RS 97

5 2-1-5-6 Embase THU\/-&RE&RX (Bi# SR LIED RCT OER)
BE | BRERRX i

#1 | EMB.EXACT.EXPLODE("migraine") OR ab("migraine") OR 82,534
ab("migrainous headache") OR ab("hemicrania") OR
ab("status hemicranicus")

#2 | EMB.EXACT("galcanezumab") OR ab(galcanezumab) OR 801
ab("ly 2951742") OR ab("ly2951742") OR ab("emgality")

#3 | EMB.EXACT("propranolol") OR ab("propranolol") OR ab("ay 106,408
20694") OR ab("inderal") OR ab("obsidan")

#4 | EMB.EXACT("valproic acid") OR ab("valproic acid") OR 71,779
ab("valproate") OR ab("depakene")

#5 | EMB.EXACT.EXPLODE("randomized controlled trial") OR 411,253
(AB(random*) AND (Ab(trial*) OR AB("blind") OR
AB("placebo™)))

#6 | S5 AND S2 AND S1 136

#7 | S5 AND S3 AND S1 120

#8 | S5 AND S4 AND S1 116

27




#9 | S6 Narrowed by:Entered date: 01/ 01/ 2020 - 22/ 05/ 2022 52
#10 | S7 Narrowed by:Entered date: 01/ 01/ 2018 - 22/ 05/ 2022 41
#11 | S8 Narrowed by:Entered date: 01/ 01/ 2015 - 22/ 05/ 2022 60
#12 | S11 OR S10 OR S9 132
#13 | S12 Exclude:Document type: Conference Abstract 84

BEREITH 2022/05/22
BRERER 84
5 2-1-5-7 CENTRAL TAHW-REX (B#H SR LIED RCT ORE)

BE | BRERA i
#1 | MeSH descriptor: [Migraine Disorders] explode all trees 2,964
#2 | (migraine):ti,ab,kw OR ("migrainous headache"):ti,ab,kw OR 8,688

(hemicrania):ti,ab,kw OR ("status hemicranicus"):ti,ab,kw
#3 | #1 OR #2 8,688
#4 | (galcanezumab):ti,ab,kw OR ("ly 2951742"):ti,ab,kw OR 286
("ly2951742"):ti,ab,kw OR (emgality):ti,ab,kw (Word
variations have been searched)
#5 | (Propranolol):ti,ab,kw OR ("Inderal"):ti,ab,kw OR 5,257
("obsidan"):ti,ab,kw (Word variations have been searched)

#6 | MeSH descriptor: [Propranolol] explode all trees 2,903

#7 | #5 OR #6 5,257

#8 | ("valproic acid"):ti,ab,kw OR ("valproate"):ti,ab,kw OR 2,587

("depakene"):ti,ab,kw (Word variations have been searched)
#9 | MeSH descriptor: [Valproic Acid] explode all trees 944
#10 | #8 OR #9 2,587
#11 | #3 AND #4 with Cochrane Library publication date Between 112
Jan 2020 and May 2022

#12 | #3 AND #7 with Cochrane Library publication date Between 122
Jan 2018 and May 2022

#13 | #3 AND #10 with Cochrane Library publication date Between 140
Jan 2015 and May 2022

#14 | #11 OR #12 OR #13 347
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in Cochrane Reviews 2
in Trials 345
BREREITH 2022/05/22
BREER 347
& 2-1-5-8 Ed§E Web THULV =R (B SR LIED RCT ORR)
BE | BRERAX %5
#1 587%/TH or FEE#&/TA or {REE#&/TA or migraine*/TA 8,762
#2 Galcanezumab/TH or Galcanezumab/TA or Emgality/TA or "LY 91
2951742"/TA or "LY-2951742"/TA or "LY2951742"/TA or "T L\
HILT4"/TA or "HILARXTT"/TA
#3 Propranolol/TH or Propranolol/TA or 7B375/0—)L/TA or "AY 5,322
20694"/TA or "AY-20694"/TA or "AY20694"/TA or
"Inderal"/TA or "1>T3JL"/TA
#4 "Valproic Acid"/TH or Valproic/AL and Acid/TA or 3,831
Depakene/TA or /NLTOE/TA or T/ /TA
#5 (#1 and #2) and (DT=2020:2022) 55
#6 (#1 and #3) and (DT=2018:2022) 39
#7 (#1 and #4) and (DT=2015:2022) 51
#8 (#5 or #6 or #7) and ((PT=JEfIRE - EHIBR<) AND (PT=%&8% 91
Bx<))
#9 (#8) and (PT=/RZ&E#HX) 7
BREREITH 2022/05/22
BEER 7
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2.1.6 BERER

BE4R SR @ SR BE4R SR LUK MD RCT 0 SR
T—AR—ZBRERMD T—AR—RBRERMD
HELI-ERERE S HELI-EERE S
g (h=556) (n=535)
§ [PubMed (n=94), Embase [PubMed (n=97), Embase
= (n=229), CENTRAL (n=229), E (n=84), CENTRAL (n=347), Eh
= % (n=4)] # (n=7)]
; —BRE S BB SR DEEE(n=6)
—BE#R SR MO E#H RCT D3
(n=387)
A 4 A4
BEERNZOHH | 2 AN L5y BERNZOHH BROME2L
2 (h=230) (h=157) (n=408) (h=127)
| |
@ AP) == B8 BRoME2L
(n=638) | (n=622)
'
- EAE M FE MO R EEHHE (n=16) BRoME2L
5 H AR TITER G ELE RCT(n=8) ol (n=9)
= Ja75/a—LEHRELL RCT(n=3)
b NILTOfERKELTZ RCT(N=5)
\4

_ BN OEMNEBMEDOHEICAL- RCT (n=7)
a BN HRXTITERZELE RCT(N=5)
5 7075/0—LEREELE RCT(n=1)
- NILTOEEERZRELT- RCT(n=1)

2-1-6 Y ATITaYvILE 2a—D70—F¥—F

BEFD SR xR ELT- SR DFER . ZE T HHERA 6 BHFEShf= (Appendix 6.1), BR
7 SRAIZEFENS RCT, RUBLF SR RICRESNT= RCT ITHL T, 7T ARG IME IR
D) == RBEREFEE TR AWM IR AL RIREARRREERELT 7 #HER
MR ESNT=, COIB ANARIITERRELIZHERE 5 #. T0T5/0—LEJFREL
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BRI 1 . NILTOEEERRELIZRERIT 1 B THof- BEShEERARDO—EZ T
IZ/_\—9’_ (ﬁ 2'1'6)0

# 2-1-6 SR [Z&>THESNI-ERKREER
No. | Study =
1 | Sakai F, Ozeki A, Skljarevski V. Efficacy and safety of galcanezumab | [10]

for prevention of migraine headache in Japanese patients with
episodic migraine: A phase 2 randomized controlled clinical trial.
Cephalalgia Reports. 2020;3: 1-10

2 | Mulleners WM, Kim BK, Lainez MJA, Lanteri-Minet M, Pozo-Rosich P, | [11]
Wang S, Tockhorn-Heidenreich A, Aurora SK, Nichols RM, Yunes-
Medina L, Detke HC. Safety and efficacy of galcanezumab in patients

for whom previous migraine preventive medication from two to four
categories had failed (CONQUER): a multicentre, randomised,
double-blind, placebo-controlled, phase 3b trial Lancet Neurol.
2020;19(10): 814-825

3 | Stauffer VL, Dodick DW, Zhang Q, Carter JN, Ailani J, Conley RR. | [12]
Evaluation of Galcanezumab for the Prevention of Episodic Migraine:
The EVOLVE-1 Randomized Clinical Trial. JAMA Neurol. 2018;75(9):
1080-1088

4 | Skljarevski V, Matharu M, Millen BA, Ossipov MH, Kim BK, Yang JY. | [13]
Efficacy and safety of galcanezumab for the prevention of episodic

migraine: Results of the EVOLVE-2 Phase 3 randomized controlled
clinical trial. Cephalalgia. 2018; 38(8): 1442-1454

5 | Detke HC, Goadsby PJ, Wang S, Friedman DI, Selzler KJ, Aurora SK. | [14]
Galcanezumab in chronic migraine: The randomized, double-blind,
placebo-controlled REGAIN study. Neurology. 2018;91(24):e2211-
e2221

6 | Diener HC, Tfelt-Hansen P, Dahlof C, Lainez MJ, Sandrini G, Wang [15]
SJ, Neto W, Vijapurkar U, Doyle A, Jacobs D, MIGR-003 study
group. Topiramate in migraine prophylaxis Results from a placebo-

controlled trial with propranolol as an active control. J Neurol.
2004;251(8):943-950.

7 | Freitag FG, Collins SD, Carlson HA, Goldstein J, Saper J, Silberstein | [16]
S, Mathew N, Winner PK, Sommerville K, Depakote ER Migraine

Study Group. A randomized trial of divalproex sodium extended-

release tablets in migraine prophylaxis. Neurology.
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2002;58(11):1652-9.

2.1.7 BBFREROME

HIARX T 0EMEIE AT D E -51R AL 5K EEREKER(CGAN, CONQUER,
EVOLVE-1, EVOLVE-2, REGAIN)D#IE%E % 2-1-7-1 ~ % 2-1-7-5 [CE#LI=, Ff=.
SR [Z&o>TRIESNTz. ADWICEITHEADTOLBEMBEMTHLTOTS/0—ILDHR
BoESEHRERE 2-1-7-6 [ZEHLT-,

5 2-1-7-1 BRFRFEE(CGAN)DHIE

HER% CGAN

Sakai F, Ozeki A, Skljarevski V

Efficacy and safety of galcanezumab for prevention of
ER1ER migraine headache in Japanese patients with episodic

migraine: A phase 2 randomized controlled clinical trial.
Cephalalgia Reports. 2020; 3: 1-10

B PRELER B ER 1R R NCT02959177
RERFEERELIZIZA | AR
RER D B SRR 2016 £ 12 A~20194% 1 A
S REH REMREREE 459 fi
18~65 mDBMEX (L&t
- IHSD ICHD £ 3 B MAMFSACDERICKDFERDEZH
WG E A ERITHEY. 1 ELULRINSRBEREOHLEE
- HiE 358D MHD A Ftg 4~14 BTHY. FEFEREMNAIZTE
#H2EUETH--EE L
- AFIXIEHD CGRP {, LLIEZDZEKIZHT MK EE REHEA
LTV, RITLUBTICAAER XL CGRP £ LLIFFDZA/IKICHT S
) RAREERERAVVARER T XXIEHILLEZIELNHILGEDRE
FIRRRNERE .
EhHbEE
- FAEEREEALTO . RIGARYIBFICERTIFENDHD
BE QL
i A#FI(120 $LLIE 240 mg)Z A 1 E. 6 hAMK FTHRE5 LTz, A%l 120
N AFED
mg/ AR 5L, FERAELLTHEOA 240 mg EiR5L1-,
B R D EE 4 J5tRER 1 EH. 6 nARKETHRELE.
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HERTHAY ¥ 1148, SHEERER. BEEAL., ITREM LB ER
BRibiE “EER

6 hAD_EERIZEHMF O MHD(MHD (585 X 13 A 55
— A SRRE R G ( HEEfR XL HEER

DEVNVEST-AHMEER)DA—RFIUNoDEILE

FLEIRFEER

BE5HE 6 nAIZEITS,. MHD BR—RS/ U ELY 50% L L.
75%LLEXIF 100%B P LI-BEEIEDFHE
MSQ ver 2.1 #&

_EERES5HM 6 nATOD MHD OR—RFAUNLDELLEK. T
SR 58#T-0.6 B, A%l 120 mg/A&x5#T-3.6 HTHY. T3

AEE TARBESEHICHLTAS 120 mg/ AR SHTHMZEMICEELRESLET
L#= (p<0.001),
FEZRORBHEEIL. T5uRE58T 64.8%(149/230 f1).
A#| 120 mg/ B 58T 85.2% (98/115 ) THo1=.
Z&H% ARELORREGRIABEETCTEVEETEROREMEE(X., KF|

120 mg/ A58 29.6%(34/115 i), TRk 5
7.4%(17/230 ) TH>T1=,

BAAEHIZEITS

EREOEY

B

BAAERIZHTE |
EREOEY

e

& 2-1-7-2 BRRFAE(CGAW) DR

HER2 CGAW, CONQUER
Mulleners WM, Kim BK, Lainez MJA, Lanteri-Minet M, Pozo-
Rosich P, Wang S, Tockhorn-Heidenreich A, Aurora SK, Nichols
RM, Yunes-Medina L, Detke HC.

5 s Safety and efficacy of galcanezumab in patients for whom

previous migraine preventive medication from two to four

categories had failed (CONQUER): a multicentre, randomised,

double-blind, placebo-controlled, phase 3b trial Lancet
Neurol. 2020; 19(10): 814-825
R R 5 BR & B IB ER NCT03559257

AEREREL =I5

12 AE (NLF— AFE . Fa. IR FAMY NUA)— BR,
AU BE, ARLU  AFYR, TA)AH)
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AER D B S AR

201849 A~201943 A

R &M

tF THRF+2LERARERE(REERVEEFER)EE
ITTERTHRER :46261(B RN :424)

(FoeREEE 23041, A#1120 mg/ A58 :23241)
-RIEMFEER(EM)EBE 2696I(AAR AN 1641)
(TSR 58 13261, AF1120 mg/ A58 1374)
2 HEERE(CM)EE 193 Hl(BAA:264)

(TR E58:98 HI. A%l 120 mg/ A58 :95 #I)

18~75 D EE

- IHSOICHD £ 3 M B MAARSA>DERIZKDHEBEREDZH
ERITHY. 1 ELULERINSREBREOHLEE

- BEE3 nAD MHD A FE 4 B ETHY., BREOLGVLEAFIZL
BULTH--EE

- BE 10 ERICHEF . REMRIIERMHEEHELT, 2~4
BEORERFHENNRT D THo-RHREETHEE

RN EE

+ AR CORP HERIEZ DB BIKIZHT SHAEERD
ERELATHRE

. BERTIHORHORFRILEOMOARES T T BHE

- B 10 FRIT. MR, K. REBEMERMELT, S
AL O KRR T R CHIRRI A R A B N o1 B
&

AT EDFM

A&l 120 mg %A 1B, 3 nABKRTFHE L, &% 120 mg/ AkE
BIL. BRAELLTHIRIOA 240 mg %5 1=, 2 n A B LI, AF
120 mg/ A E5#IES5IC 3 nAMKkEZ#KEL. A 1 B.3 nABK
THEEL=,

HeE s R DA

TSR EERE L. 2 nABUKEIE, BE% 120 mg(FEDOH 240
mg)IZtIYEZ. A 1 B, 3 nARK FRE5 L=,

HBRTH1

55 111 46, ZHeek It AL, TR LR ER

BiRLiE

“EER

FEFMEE

“E5#®EE 3 1AIZE1TSH5 MHD DAR—RSA UL DEILE
(ITT Tt RE&EMH)

FLEIRFEER

“EEHRYM 3 2AD MHD OR—RSIUMLDEREITT K
Bt A EEREE)
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“EEHER 3 #AD MHD AR—RS1EEY 50% 8L L,
75%LL EXI(F 100%EAPLI-BEDEIE DFEITT FEHXR
EARVITT REMHEREER)

MSQ v2.1 THEERZIEDFIRIRDT

EQ-5D-5L #&

At

<fHXRREH>
“EERES5HM 3 nATO MHD OR—RSAUMoDELEIL.
TS5, K&l 120 mg/ AR 5#TENEN-1.0H.-4.1 B
THY. KF| 120 mg/ AR ERETSRBEERELRTEELES
&L1=(p<0.0001),

<REMHHERER>
“EEREBS5HM3 nATOMHDOR—RSAUMLDELLEE. 7
StR% 5. £%1120 mg/ AR E5#TEAETN-0.38.-2.98TH
Y. A#|120 mg/ AEE#E. T REEHELRTHELES T
L7=(p<0.0001),

<tgHREERER>
“EEREBS5HM3 nATOMHDOAR—RSAUMLDELLEE, 7
FtR% 5. X%1120 mg/ A E5#HTETATA-2.28,.-5.98TH
Y. A#[120 mg/ AEE5#E. TS5 RBEEHELRTHEELEST
L7=(p<0.0001),

e

FEFRORBHEEIT SRR EH T 53.0%(122/230 4l).
A#| 120 mg/ A58 T 51.3%(119/232 f§l) TH 1=,
BRELOARBEEATETCELVEETEROETHEEIL, KA
120 mg/ A% 58T 15.9%(37/232 ffl). 73R 5T
14.8%(34/230 fl)TH>1=

BAAKHIZETS
At

<£K&EH>
—_EEREREHRE 3 1B TO MHD OR—RS/UoMh6DEL=E
X, FS5tREEE. A% 120 mg/ BR5#TENEN 0.58 B,
-3.51 ATH>1=(p<0.05),

<REMHERER>
“EERES5HE 3 hATO MHD OR—RSAUMLDELLE
(. F5EREEE. A#| 120 mg/ARE#HTENTN 3.19 B,
-3.75 BT#®H>1=(p<0.05),
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<{@MREREH>
—EERIE5H 3 7B TO MHD OR—RSAUhSDEILE
(X, TS5EREEE. A% 120 mg/ B 5#TENETN-1.02
H.-3.16 BTH-o1=(p=0.21),

BAAKHIZETS
oy fkd

HEEL

5+ 2-1-7-3 BRRFAER(CGAG) DR

HER% CGAG, EVOLVE-1
Stauffer VL, Dodick DW, Zhang Q, Carter JN, Ailani J, Conley
RR.

EER Evaluation of Galcanezumab for the Prevention of Episodic

Migraine: The EVOLVE-1 Randomized Clinical Trial. JAMA
Neurol. 2018; 75(9): 1080-1088

B PRELER B ER 1R HR NCT02614183
REBEERELILGR | L7AUD
HERD E R EAM 201849 A~20194% 3 A
X REH RIEMFEEEE®E 858 4
18~65 HDEHE
IHS ® ICHD £ 3 ki B MRAARSA>DEEIZKDHEBEDZE
A ELAE EZITTHEY. 1 FLUERINLREREDHLIEE
MHD M1 4~14 BTHY., RFERFEENAICTEY 2 EHLET
Ho-BE L
AFIX (LD CGRP AN DBRTBEN Ho-EBEH
1 CGRP LIS DIAERE RZEHEAL TV, XIZABRBAR I
AT3FELNHDIEE
DZADEGS 3 BEULEDORBERFHECKHL. +2EIRE5ET
LMRLBF+ATHo-EE
FHRRNEE BE3HAMDERFEAHMNAIZEY 15 BUETH--. X

ICHD 85 3 bk B IRTERSNDEBIMEHABERER I HEEONLE
&

SMLMEANVINRFIEELDME)RVEZRIRNHD. HLL
(T RDU—=UT DFI1 6 hALRIZIDEHEE, FREHRDE. BR
HOTE BARAZ A AT . TEBIAR, N 7 SR F AT, ZRED AR M A2 e/ FZE AR iE
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DEREENHoT=. UL, D E F-187 X LH2 B B 7t EnARAZ A AT D
FEDHLHEE B

A# 120 mg. F=(F 240 mgZA 1 E. 6 hARK T#RELT=, 120

AT EDFM
mg/ARE#EIL. RIRAELLTHRIDHA 240 mg Zi5L1=.
HeB s BR D J5tAR%EA 1E. 6 AR TR S5 L=,
HEBRT 1 55 1L 48, ZieExItR. BIAEAL. ITRER LLEGER
BiRbiE “EER
FEFHEE MHD DR—RSAUMoDEILE

FHEIRFHEER

—EEREEHR 6 AH D MHD AAR—XSAELY 50%LL L.
75%L EX(E 100%E D LI-EEDE|E D FE
MSQ v2.1 TEERIIEDHIRIRTT K&

—_EEREEHE 6 nAD MHD OR—RSAUMLDEILEIE. TS
Rk E5E#., A% 120 mg/BHRS5#TENEN-2.8 H.-4.7 BTH

A Y. K¥Kl 120 mg/ AREH T, TR BREHELATARLEL R
L7=(p<0.001),
EEERDORBHER., TSR EH T 60.4%(261/432 fI) .
A%l 120 mg/ A% 58T 65.5% (135/206 i) TH>1=,
e BRELOARBENEETELVASTERORTMEIL, AF|

120 mg/ A% 58T 36.4%(75/206 fl). 75K 58T
26.9%(116/432 f5l) TH>T=,

BAAEHIZETS

Tet

N BuEL
B
BRAKEHIZE TS |
EBumL

# 2-1-7-4 ERKRHER(CGAH)DHE

HER% CGAH, EVOLVE-2
Skljarevski V, Matharu M, Millen BA, Ossipov MH, Kim BK,
Yang JY.

5 s Efficacy and safety of galcanezumab for the prevention of

episodic migraine: Results of the EVOLVE-2 Phase 3
randomized controlled clinical trial. Cephalalgia. 2018; 38(8):
1442-1454

B PREABR B SR 1F R

NCT02614196
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AERE R L5

11 hE (FAUAAFIVR AZU5F  ARALY B4V, Fxa, FILEY
FUo ARSIV EEH., BE. AF0)

AER D B R AR

2016 1 A~2017 %3 A

X REH

REMFEREE 9154

18~65 MDD EE

IHS @ ICHD % 3 R B IRAMFSAUDERICLDHERDEER
EZITTEY. 1 EL LN REEEEDHDEE

MHD AV 4~14 BTHY. HERBFEENAICFEY 2ELELET
Ho-BE GL

TR R

AFIX(ZtbDi CGRP HUKICBREBELNHo-BE

il CGRP LI DR ERE REFERL T =, XIZEEREAR I
RILFENHDEE

DIADEGSH 3 BEULDREFEFHRICHL, +HIREET
LRRLSBOONGNOT-EE

BE 3 HABOERBHMNAICFEY 15 BUETH =, XIE
ICHD 85 3 b B IRTERSNDEBIMEHBERER I HEBEONDLE
&

SMLMEANVIRFEEGLDOE)RIZTRIRNHS. 1L
T ROV—=257 D 6 AARILIRICDFHERE. TRERDE. 8K
RO TE BOARAZ A AT . TEBIAR, A/ SR F AT RABFFARMARIE ~ Fi 242 IE
DERFEENHoT=. UL D E F1H7 X LH2 B B 7L B AR AL AT D
FEDHDEE GE

AT EDFM

A#F| 120 mg. F7=(£ 240 mgx A 1 [Bl. 6 nARKR THE S L=, AFl
120 mg/ A&k 5L, A ELLTHE DA 240 mg #HR/E5LT=,

HeE S R DA

JotREA 1H,.6 nABETHRSELI,

HBRTH1

5 111 6. Zreax M. BiE AL, TR LLEER

BiRbiE

“EER

FEFmEE

—_EEREEYR 6 nAIZBTH MHD OR—RASAUMhHDZE{E

2

FLEIRFEER

—_EEREE5HM 6 nAIZEITSH MHD BIR—RXSA1UfELY 50%
LLE.75%LLEX(F 100%iB D LI-EEDEIEDFEHIE
MSQ v2.1 TEEREIEEDHIRIRDT &

"t

“EERIES5HE 6 nAIZEITSH MHD DA—RXS/UhbDEL
ElE. TouRE 5, A&l 120 mg/AREHETENTN-2.3
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H.-4.3 HTHY. £F& 120 mg/ AREGHTIX, TSR 5H#E
EERTHEELGEERLZ(p<0.001),

e

FESRORBEET, TR EH T 62.3%(287/461 fl).,
A%l 120 mg/ A& 58T 65.0%(147/226 ) TH 1=,
BRELOARBEATETELVEETEROEREEIT., XF|
120 mg/R#%5 8T 27.4%(62/226 fl). 75K 5T
21.0%(97/461 1) TdH>71=,

BAAEHIZEITS
M

ZUEL

BRARAEHIZEITS
zeH

FZEEL

5+ 2-1-7-5 BRFRFER(CGAIL)DHHE

HERA CGAI, REGAIN
Detke HC, Goadsby PJ], Wang S, Friedman DI, Selzler KJ,
Aurora SK.

E1ER Galcanezumab in chronic migraine: The randomized, double-

blind, placebo-controlled REGAIN study. Neurology.
2018;91(24):e2211-e2221

FRER A BR B R IR

NCT02614261

AEBRERMEL IS

12 AE (FILEVFY HFE  Fza KAV ARSITIL (3T A%
DA TR ARAY  BEAXIVR . TA)H)

AERD F FR AR 2016 £1 A~2017 %3 A
X REH BHEREREE 1,113 4
18~65 mDEH
IHS @ ICHD % 3 hR B lRAAFSA DERICKHEM FEREDZ
HEZITTHEY. EEBHAAICTEY 15 AU EDAA 3IHALE
B EHE HY. BIZPa<EL 8 BU LI RERORHBER T SEREERET
DEE
N—RSAVRIEHR . EREEHA 15 BUETHY., D564
7<ED 8 BULIIHEROB¥BERL: B&
AHF| X FHh D CGRP HKICREEEZA T E8E
FRRSVEEE 1 CGRP LSt DA EREAEFEAL TV, RIZEBRAMBIZfE

RISFENDHLEE
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DSADEGSH 3 BEULDOREFEFHERICHL, +HIREET
LRV RONGAS-EBE

AMDMEAN IR/ REEEGDNE)RVETRIHRRELH
=  BLLIF RV ==V T DFT 6 hARTOLHEE. TREHE
IDE 1R R BT ENARAS AT EBIAR, N A/ NZAFAMT . REBFRAR M AEAE
/TERREDBRERENH o=, XIK, D ME F 7 X342 B #E BhR
RO FELNHDEE. XL WEFOREEEZHETHEE &
E

A#H| 120 mg. F¥=(F 240 mg A 1 E. 3 nARK TG L=, &H
120 mg/ A58 (E. RsAEELTHIRIDA 240 mg & 5L1=. &

N AT EDFHH LD, &K »ABOFERBZEHARICEALZEEICHLT, kT
BRIF 5RO FE L AH] 240 mg. 2 BB 120 mg. ZLTEFNLIE
DEMEHX 120 mg XX 240 mg %A 1 AR TF&SLT=,

Le B BR 0D 3 IS5tRERA 1 E.3nAMETEREL:,

HEBRTHI EIHE, ZHEERHER. |IEAL. LT LLEHER

BRILE “EER

I EIEER ji%*ﬁ?ﬁ'a‘-,ﬁ.ﬂfﬁ 3#1BIZEI1F%5 MHD ODR—RS1UhbDEAL

=3

FLEIRFHEER

—EEREEHR 3 AH D MHD RAR—XSAELY 50%LL L.
75%L EX(E 100%E D LI-EEDE|E D FHE
MSQ £ 2.1 RO TRRETHABERIIEEDHIRIRTT 1
&

MHD DOR—XSAUhbDELLEIL, ToEREE5E. K& 120 mg/

Bt B#5#TETNTN-2.7 B.-4.8 BTHY. AF 120 mg/AEEE
. TSR EHEERTHEELGEZRLE: (p<0.001),
FEEROFREBEHEEE, T5R%RE5E T 558 filth 279 4l
(50.0%) . &%l 120 mg/ A58 T 273 ¢ 159 5I(58.2%)
THot=,
Zet

BRELORRERNIBETELCVESTERORETMET, K
120 mg/ A& 58T 23.1%(63/273 i) . TotRB5H#HT
18.3%(102/558 #l) TH>7=,

BAAKRIZE TS

N BMUEL
3
BAANERIZEITS | ZHEL
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Lek

% 2-1-7-6 7O075/0—)LICETHERKREE (MIGR-003 study) DHIE

HER% MIGR-003 study
Diener HC, Tfelt-Hansen P, Dahlof C, Lainez MJ, Sandrini G,
Wang SJ et al.

EHIRER Topiramate in migraine prophylaxis Results from a placebo-

controlled trial with propranolol as an active control. J Neurol
2004;251(8):943-950.

FRR A BR B IR IR

NCT00236561

AERE R L5

A—RRSVT  TUR=D. T4VSVR TIVR KAV A5) T BE.
AU ETIVN ARLY  R)—T BEAFXIVR

HER D & SR HAR 2001 F£4 A~2002% 12 A
BEfERE 5754
RIS (TSt 143 &, FOT5/0—1L: 143 &)
- 12 HE~65%%
WA EAE - 1 AHREY 3~12 DO FEFEREE. LU 15 BUTOEREET
% 1gE
- REERLUSNDEERD &2
N RERUNDEROHLIEE \
- 2 DU EDEYG REER PIAERICKKRLI-EE L
T A rES<—K(100 mg/H, 200 mg/H)
e %t BR 7075/0—)L(160 mg/R). 75K
HEBTHIY _EER. SRR, BIEAL. WITERM L BER
i N H(%) 318(79.8)
) E# 41(14-66)

T4 MHD (SD)

J5+tR: 5.2(2.24), FRA7S/8—)L: 5.1(2.17)

SHEHARR 2B+
MHD OFEHEILE
(SE)

J5+tR: -1.1+0.24, 7O075/0—)L: -1.9+£0.25

CEERIT7HM

2658
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RiS#E (50%U L F
BRBENRDLLE | TSR 22%, TOTS5/0—)L: 43%
BEEE)

2.2 WERFEEICIDIVRATITAVILEL—EAMARICEITELE1—RBROBE

BLERSEEE L. SR DR HIWHRATT e RELI-ERKRHERZ 7 HH1FEL(2 HIEA
B, NREEADENZKYRS), £D55 5 HEBMEEREOFMICAL -, F-. 7075
/O—VERRELIZEHERE 10 HFEL ., HERFTEEDRELEEICE IO THERDRER
Z7-oT BMMERAEOFMEICAVSRRE 1 HREL. /ULTOBEICELTIK. U
SWIZENT, SR THELEXRIIFEAT S LFTESEMozEL =,

O HERTEBOEMLILVATITAVILEA—LDNBBERAEDERICDOLT
RERFTER L. BIRARETNRELTz SR LML TULVA, BULBEMRZRERTET H

LIFTELRN=ERELT=, DD HD SRIZEWTIL, BATRETCE-T RCT D4FEH AT HE

THHEEZON=ZEND, BIEMED SR EEHET EHEIFGOEHIBL =,

O EHERTEEBOEMLIZVATITAVILEL—LDERDERICDONT

BEHRFTEED SR TIE. EBMEREOHIERICAW=H I AR XTI MR ELT-ERRE
BM 5 HEESNTEY . INSIEAMSHTD SR IZE>TRIESNFBDE—HL TV,

JO75/0—)LRU/NILTOBRICEEL T, BHOHERTEED SR [T&-TIE., 271
A AR AR RARIIBFESINGO IzERESNTLS, LWL ELS BIERFEEH . 7
A75/0—)LOEBRKREARICELTIE. AREFAOEHEZEELTEET I AN VN —=
DD ETOFER. 10 |EREL. 20 10 MICBELTEROHIMEE(FERBH - RIGED
MEDHE. TR R- ZHEHFUTHBARRTHIIL. HRER REDOERKIKR
EFRBLTVSHIERE)ERWTGERNTHIET. ALARIITDEMMEAEQFFHIICALS
1 S|EBEL=. 2D 1 MIVMWHOHFD SR IZBLTHESW =X E—BL T =, F=, &
EIRFEEFEDFUASICENT, SR OFERFESN/NILTOBREZRRELIHERDO DI
(. BMKAERAMFMECAVSIEDTELENELDIEEMN o1zl ZD LT . BEFO R
BEfRFIHEICH TS NMA #REL-EA D 3 HiFHmEL. ThoDXEMERAVWTHILARK
ITEDRELLBEERLz, 20D 3 I|MDSEM 1 ]Ik, 2D HD SR IZEVWTHES =X
mRE—EIL TLV=,
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@ B ERFEEOEHLEVATITAYILELI—DZELYMHIZDOLT

HINARXTITRUVTOTS/0—)LEREL-HERICEAL T, BERFTFEEELAMODHAT
REMNICEASINE=XHIEIBE—DEDTH o1z, L= > T, BERFTEED SR (FRZETH-
f-&Ez25,

[BERTEEEDRBER(VATITAYI LEaA=-)IZHTHLEA—#ER]

LEIZKY  SRTFIT4YvILEA—DFERIE. RERTEEDIRHELI-EDE
4 )
TEIC—HLTLS,
BHEOHh—HL. BMNERAMEOFMBEICEELR/XITRTEENLTNS,
HERICERMLHY . BMNKERAEFRICEZELTXEARIT TS,
ZDh( )

OO0Om0Od
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2.3 BERFEFREICIHEMMERASFHEEANSFTICE THLEL—HROME

< S ARSE R E (K DB MAA FAETE >

BEREEE T BESNEALNIRAITERRET S 5 DOHEBR(CGAG, CGAH,
CGAW, CGAI, CGAN) %. (a)HEEEFIHED 2 HIB DARXIE 3 #IE DBBEETIRE
i A A &£ (CGAG, CGAH, CGAW and CGAN). (b) FEEEFRHZED 2 ¥IB MAEX(E
3 KB DARETSEM A ERER(CGAL and CGAW). (c)3 KB MAEEHIELI-RER
K a8 % H(CGAG, CGAH, CGAW and CGAN). (d)3 #IB m:amE bt L1814 Kk s
FI(CGAI and CGAW)D#RIZH T, ThENDEFIZDNT 12 BB AIZHF5 MHD B
R—RSIMLOELEICEL TBRITEEREL.

AMHAMBER(Q)RU(D)ZELTIE, LEOHBRER. RURESN=TOTS/0—LOD
XHRICED< MHD O#RZ AT, Bucher ZICKSAIWARRXTTETOTS/0— )L DOREHE
LB ARSIz, Bucher SiIE, A & B #E &L RCT HALMEEIZAEC.BECD
BEZEND A LB OMMEELHT T IMBELBOFETHD[17]. CORER. R EH(a) %
U(b)IZDWT., 12 BRIZEFEHILARZXTT (120 mg)EDFE MHD (&, 7on75/0—
VEBERELT. 2T RIE R U RIR - T EBICR O T 5 REh T,

SHHFER(C)RU(A)IZBELTIE. LEROBRTICEYBONTI/SA—2ERNTAET
FULZD RSNz, CORR. MR EF(C)RU(d)IZBLT. 12 BEADHILHRITT
120 mg BN T MHD(R—ZSAUHBNELE)(F. BSC HORKBELTHEALLETS R
BELBLT. ZNFAEEIC RIS XV R F LT 52 En RSN,

<AMSWICHITEHLEL—FHER>
(1) EBhnpyE AMEHHICE 1T SR EE L ER
RIERFEEREDEMMA RAEFHMEICHS LTI, IdREH(a) R (b) D LLE S BT =D

WT. 7B75/0— )L DERKRRETHS MIGR-003 D/IFA—2HALSNTL =, MIGR-
003 (%, A&-YDOKFEREHKMN 3~12E, RUAIZ 15 BUTOERBEA I SHEEESE
[ZEWT, TZ5ERICHTSTOTS/A—ILOFENEERIILI-HEBRTH D, LI=A>T. 2D
HERICEFNDIBERIFEAESREMAEBEEE THoEHEBISN S, MIGR-003 &)L
WP AT DBEREARZLRTHE, BEDOFH . R—X510DAHYD MHD, FHii#A
FGEITHEENHY ., EEEFDREMRICITBEZAH -,

(2) *T7HVLRDFH
HERFEEL, BNMMEREOEICENT. BERFABOXNZEEEZ D TREAFD S
WRREFIZEHLETHF.MHD OR—XSAUNLDELEDBEMBTEEREL TV, Z
NOICELT, BERFGFEEOHRNEHNT—2Y—RELTHRASINTEY. BESAV LS
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S

BEERVCERNTFECEDFENHEZETELRV O, TNLULDOREF ETEGN o= F
f=. DS TIE, BREFZITL. BERTEEOAMEBRA—BIT I DIRFZET o=,

<D HICLDBEHR >

TERESZ(TI/HE SN TS 12 B S TH MHD OZE{LEE MIGR-003 2LV =, A #rat
L& H(a)RV(b)IZEAL TIE web-based @ NMA f##Y—ILT#H% Metalnsight[18]1%H
WT ALARXTT, TaT5/8—LICBELTISeRET7oH—ELT- NMAZEREL . 747
M REM(c) RV (d)IZBEEL TIX RevMan Version 5.4[19]I2&Y A2 7 F ) REELT=,

<HHxFREH(a) FEAFHED 2 KB DEENXIT 3 FIBOBRBRETIREERERSR
>

ANAARXITICEALTIE. FERTFHED 2 FIBDAEXIE 3 FIBDAEREETIRENR
B &£ M (CGAG, CGAH, CGAW, CGAN). 7O075/0—/LIZBLTIE MIGR-003 /85 4
—RERAW. B 2-3-1 [TRT KIS ANARRITETOTS5/8—LIET5ERIZHLTHE
EIZ MHD 2ETF&tf=, BT, ALARRARITBFETOTS/0— LIz L CHE. IRIE
MHD #ETFSEHIEM DM of=, CORRE, WERFEENRELTLDEE—BL TV =,

Comparison: other vs 'Placebo’
Treatment (Random Effects Model) MD 95%-CI

2-3-1 SRR EHE(a)IZH115 NMA OFER

<WREH(b) FEMEFHED 2FIBD:aENXIE 3 #IEOAEELTIEEFEERE>
HIWDARAITIZEALTIE. FEERTHED 2 FIBDAEXIE 3 FIBDAEETIBMEHE

EEM(CGAI, CGAW), 7a75/0—/)LIZELTIE MIGR-003 M/\SA—42Z AL\ =, K 2-

3-2 IZRT LSS, HWARXRTETOTS/0—-)LIET SRS L THREHIZAEEIZ MHD
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FHETSE, BIS. ALARRTIRTOTS5/0—)LIcdL THH#Ic S E(IRIE MHD
EETIEHIEN b ol ORI, MERFEENHELTLSEE—HLTL V=,

Comparison: other vs 'Placebo’
Treatment (Random Effects Model) MD 95%-CI

B 2-3-2 #iTxREHA(b)IZHITSH NMA DR

<HRLKH(c) FEBEPHED 3 FBDAREDIELE-REEEREE>

3 ¥ B OaEERIEL-REN K EBER(CGAG, CGAH, CGAW, CGAN)D/54—4%
A=, B 2-3-3 [SRT LIS ALARRI T E TSR L THEHICEE . IR
MHD Z{ETE 1=, COBRIE. BHERFTEENHREL TV DHEE—HL TV,

Galcanezumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI

2-3-3 SMHARKE(C)IZBITEA2T7FIZADER

<HRER(d) FEHTFHED 3 #IBOARBREDIEL- B THEEEE >

3 #IB OiamER LI 18M FEREEE (CGAL CGAW)D/RTA—SE /ML=, B 2-3-4 2
R LSS HNARR T FTS5EARITH L THRERICEE IR R MHD ZE TS,
DIERIT. BERFTEENMBEL TV DEE—HL TV,
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Galcanezumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

B 2-3-4 SR RKEA(A)IZETEAT7 TS ADER
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2.4 EmpIH AEOFRIZES T S

& 2-4-1: FHExXR& B OEMEYE AR 557 (KE (a))

()REERETFRHED 2 HIB DAREXIL 3 FIBDAREITOREMFER

* R E M
BE
T A HIWARX<T
Eb B xt B Jo7Js/0—)
7 IobhL 12 BI2BIFBFEY MHD OR—RSAUMSDELE
B BN ERESHY O NEMMERELZLISAIWNITHYLITHERTSE
EBNKE R E & Foin
AR

O RCTOA27FJLR O E—@RCT
O ®AIRESOLKREBENE B RCT OREELLER
O EBHAROLE O BRKT—24L

BT ORI 1= T
—4

o BERFEEE. HLHRRITETOTS/O0— L ORIELELER
L. ALARXIINTATS/0—LIcw L CE E R
B = VHD ZE TS #AIEE TR,

o DMAHFCORREZFAN, BMBEREASTIN TS EHIBL
T=o

EBMMEREDEE
ZHErL -2 B
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% 2-4-2: FEXRHK B OBNNEFAEIZETS5EE(ERM(b))

(D)YFEBFHED 2 FBDBEXIE 3 FIBDEEEZTIBMRERE

xR &M
&
A HIWHRRXIT
HeB R JnJz/0—)
TN L 12 58I=$1+5FH MHD DR—RSAUhLNELE

BMNEAE RO

B EMMERESHY O NEMMARMELGLISANIIHY LTI TE
AR

—5

HIBT DIRYEZ ST

O RCTDA27FYJYR O E—0DRCT
O ®BIRESOLKBENT B RCT OREELLE
O HEEAROLLEK O BRKT 540

EMHERMEOERE
ZHErLI-EH

BERFTEE . AIARXTTETOTZ/0— )L O ELEEER
L. HLHR R INTOTS/0— LI/ L CEE .
I e VHD ETFE# 5 ERLE,

o PAHDWMIICOHBREZITAN ., BMHFREATEIN TS EHIBTL
f=o
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& 2-4-3: FExR & B OEMEE AT 55T (KR (c))

HREH (OFERFPHED 3HBOBREPLL-REEFERES
A ANHFRRXIT

LE B R IR BSC

TN L 12 BI85 FH MHD DR—RS/UMLDELLE

EMNEERAEORE

B EMMERESHY O NEMMARMELGLISINIIHY LTI TE
A AN

FIErORMEGoT=T

—43

B RCTOA27FULX O BE—ORCT
O BIRESOLBREENE O RCT OREELLE
O EBHAROLE O BRKT—24L

BINAE AEDH R
ZHIHR L=

BLERFTESE L. HILARZXITD RCT DAZT7FH I REERKL. H
LHFRI TN BSC DRELLZTF RIS L THEI. Rl
I = VHD % E & AIEE R,

o AHINWIICOBREZIT AN EMHARELNRESN TS EHIEL
T=o
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% 2-4-4: FHEX RS EHOBEMKNE BKEIZET 55 (ER(d))

HREH (A RERFHED 3 FBDEREFLL-BEAERSES
A ANHFRRXIT

LE B R IR BSC

TN L 12 BI85 FH MHD DR—RS/UMLDELLE

EMNEERAEORE

B EMMERESHY O NEMMARMELGLISINIIHY LTI TE
A AN

FIErORMEGoT=T

—43

B RCTOA27FULX O BE—ORCT
O BIRESOLBREENE O RCT OREELLE
O EBHAROLE O BRKT—24L

BINAE AEDH R
ZHIHR L=

BLERFTESE L. HILARZXITD RCT DAZT7FH I REERKL. H
LAFRI TN BSC DR ELLZ TSRS LTHEI. R
I \HD % & T &t 5 EERL .

o AHINWIICOBREZIT AN EMHARELNRESN TS EHIEL
T=o
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[(BLERFEREOREEM GEMMARE)ICHTHLE1—FR]

BoNt-T—2IZE I PHARER () 2BV TEHMER RS B (X Bt BT xt L
4 )
B EMMERNEETREEZIONE-0. BRNESTNZ YU THS.
O 7OMARREEEZLNDLOD. BMMEREZETHLHETELR D,
BRB/MESTNZLTHS,
O Zoh( )

)

-

Bonf-T—2IZEIKE S FER(D)ICEVTEHERR R B (LB BRMTIZRL

4 )

B ENMMBERUZETLEEZAONT-I-O. ERAMRSTHRATH D,

O 7OMLEREZELEEZONDEDOD ., EMAARAMEE T HEHIBTELGM O,
ERAR/MEAHHNEATHD,

O Zoth( )

)

-

Bonf=T—2IZHIKE ST RER(C) BN TEHENR G B (L8 BE ML

4 )

B ENMMBERUZETLEEZAONTI-O. ERAMDRISTHARZATH D,

O 7OMALRERZELEZEZONDEOD . EMMARAMEE T HLHIBTELGM O,
BRASR/MEATNELETHD,

O Zoth( )

)

-

Bonf-T—2IZ&EIKE S RER)ICEVTTHERNR R B (LB BRI ZRL

4 )

B ENMMBERUZETLEEAONTI-O. ERAMRSTHAZATH S,

O 7OMIAITREFELEEZLNDLOD ., BMERMEEZETHEHETELL O,
BERAR/MERTINZLTHS,

O Zofth( )

)
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3. B Rx®hR 0

3.1 WERTREICLSERANMDETME ANIMICBEITHLE L —REOBE

3.1.1 HERFTEXEOEHEL-ERADRSTOBE
HERFTEF T, ETOMMRMEREHICEVTHIL AR T (T BEMATI(TOTS5/0
—ILFERIE BSC)ICHLTEMMERAGEETHLHIML. ERHMRSNEERL-. BEAMR
PHIZBVTIE. AILARA=TETOTS/0—)LE=(F BSC DERMSREZTET 51-6
DEITIILATETILA AL LR (E 3-1),

On Treatment
After response assessment

]

5.2
Response assessment S5
at month 3 g § 5

2alee Death

Responder 3 gls =

< |5

(
Non-responder +—+ Off Treatment
[} o
o
\\‘::‘3“‘5 d\::;;“am
(i
On Treatment
Before response assessment
T B
Treatment initiation
4
3-1 ERMRASTOETIVEE[1]
COETIVIE TORBED (S HAKFRDOIHMEET) ). [QRED (4 H» ABSLUE))]. [QARE

fh 1k (Off treatment) . T@3ET=(Death) 1D 4 DDEFIREMNSLEOTLV =,
ETFILLIZBWT. ALARXTT . FATS5/0—)L, BSC DEFNFIhDABBEINEIASND
ETOREP (3 nARRADFHEET)IDKREELD, 20 3 vAEVSEIEIE, AILARI<T
DHRMNXEPRBEFERAHETIFSAIUICENT, BRI AERRE 3 vAZERITAEERE
L. AREOFAREMZHEL TEEOMRFEHIB T RELSN TSI EIZELS[20, 21],
ETILCIE 3 v B % A TRIGEHE (Response assessment)éL T, ABRADRIGEEE
&Iz responder F7zI& non-responder 25 $8& M. responder (LAEE#EET 20T DA
B (4 H BB LUE) I~NDF81T). non-responder [XI@aE 1L 1645, QDIRETIE, 1
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WAV AUITRBKEN R TS, MEMZECT. BEZREFILY—EDEETOON
BERENSIQBBEPLIHBET S, WVThORKENSEL, BRADFEHELERICEDIE—
EHMNETTEH(@DRL]), COETILOWFHEELT, FiY MHD Mo, RREFEEED MHD
DRMEHEETHFENBMON TV,

ADHFDRILATETILIZEWTHWLONTWSERRKR/NSA—4(FH MHD, A& T IR
ENEANWARZXITDRCT IZH1T5. RIEMFIFIEERBEREZFOY IV IL—THo BB
nt=,

ETIICETEEELRREIUTO 2 STHD,
o CAERMRERERARICEOTRATVS, NTAN)YILET7TO—FIZLY MHD DOF1Y
EMo FEREEED MHD O MEHET 5.
o RUBERRKETHNIE. 3 MNARKTOFEICEIIMHD A, S ITEIREEC TR %
ERELTLNS,

ETIVICET 5 ZDMDEBREIIUTDRYTHSD,

& ZODETITIE. 3 yARKTREFHENTTHNS, [ REEFEREETHNIEAHY
50% LD MHD DL 1. MNEMHREEREBEETHIETA LY 30%LU LD MHD DF
> 1%iE1-9 Responder TIXAEMESE. non-responder TIXAEFRIEELD,

e TJOJS/0— L& HEEEEE. ES IMDC #HOLETbT—ER—XZERAIT
PHLUEBRICE DG TRTOEEN 2 EURNICTOTS/0—ILDREET LTS,

® FHIARXTITBBEDODIL, HLLETATZ/0—)LEEDOF AR ST-IHGE. EY DL
BITIER—RZ/42 D MHD A ENS, CDEE, BERIEERIZR—XZ42 0D MHD (2
RAHBIEZENTNDAERICEH>TELGD(HINHARRXTTIE 13 4. FaJF5/0—
WK 1HA4DIL),

® JSt/R(BSC)#EIL. RIGEHMEIZH T3 Responder, Non-responder D¥|FE#IZ, B7iR
LEEZERETR—RXS5/4> M MHD [ZR4(Responder [ 12 # B#. Non-responder (&
1H949)L),
EXDTORHEARIL 25 F&L1=,
QOL fEIZELT. ANHR AT DEERFABRTINES NI MSQ Ra7% EQ-5D-3L IZ¥%
YEV Lz, IvEL T THRLNI-EF. MHD LABRBEHRALEHELTRIFNHTEITL.
ITNETNNEELEHTH 1z MHD Fl. BEABBREMN(HILHRXITEH. BLU
BSC #)M QOL fEZ#E L=,

o JOJS/0—LEEFHILAARXTTEHERL QOLENERASND,
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HERTREDERMRSMDERDTOBRIL, K 3-1-1~FK 3-1-4 DBYEHShT=,

% 3-1-1 HERFTRFICEIHNREH(a)ICHETLBEAMRATOHER

BLMRE ICER
$hE8 (QALY) ER(M) BAERA)
(QALY) (F/QALY)
EalifaE ¥
HILHRX<T 12.570 0.230 ¥5,500,826 | ¥1,396,932 | ¥6,077,875
120mg
b ot B B i
12.340 ¥4,103,894
Jo7s/o—)
% 3-1-2 RERFTEEFICLSARERA(b)ICTHTLERANRITOFER
AR ICER
HE(QALY) ERAM) EHERAA)
(QALY) (F1/QALY)
ST e SR B A
HAIWHhRX<T 9.398 0.509 ¥9,879,533 | ¥1,371,145 | ¥2,691,706
120mg
b8 ot B i
8.889 ¥8,508,388
Jaz’s/a—)L
# 3-1-3 HERFTEFICLSAREKHA(c)ITHTHERAUNRESTOFZR
EOHER ICER
SHE(QALY) ZH((M) BoERAM)
(QALY) (FA/QALY)
STt R B A
HILHHRX<T 12.158 0.381 ¥5,539,801 | ¥1,087,066 | ¥2,850,240
120mg
b o B 1 i
11.777 ¥4,452,735
BSC
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& 3-1-4 BERFTRBICLDIAREE(d)ITHITLEARRSTOHBER

AR ICER
$hE2(QALY) EH(M) BAERA)
(QALY) (FA/QALY)
ST SR AT
HAIWHRX<T 9.439 0.735 ¥9,853,551 | ¥1,059,682 | ¥1,441,739
120mg
Ee 8t BR T
8.704 ¥8,793,870
BSC
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3.1.2 SHERFEREORELL-EAMRIITICHNTHIRE

<HHETILORHHE>
BERTEEL. 2 TOIIHAREREVNTHILARXTIT DEBMMERAEATSNT-

EEHMEL . EITIILaATETIVICLDERMRAMEERELI-. COETILOHEELT.I3 4B
R CTORBEOEMMEICE > TREOHBEE- PIEAFIRIENS1mE TMHD lICZERA+ QOL
EEBRTEITDIRNHSH. FEBEFHEOEFFME<H LT, MHD HELFAMEHIORNAZE
ZELIZELDIEZL ZMHICERITANONTWSFETHHEEALNT[22],

LAOLEDS, COETIVICIFREEEZOSNDBADULDONGH D KETILITEWVTIE. A
WARXITDEMMEF BEBREFICLLBEDP LK ELLGORY XS HEIMZEC TH
HTBESNTLDH, BIELL-TVNEDIE 1 EROBEKRRBRERTHY. CORREITH
REEICHETHIEDZEMEIETATH D, T, MBIZLLESFEROBAENEZEIN
TUWEW, COXIGBIEDFIERICKELREEL 5 X AN EZ OND,

<QOL {EDERE >

BERSEER (X, FEBEOEERE QOL ICT5X 2 E%5FHT 5012, HEFBIFEMR
ETHD MSQ DAIEEZE. REDT7IILITYXL[23]ERAL=IVELSIZLY EQ-5D-3L O
QOL fEIZE#MLI-EZRTICAHL -, TD&. TyEVTIZXUELNT- QOL {BIZDULVT.,
MHD &AEEESHALEHELI-EIRNHEITLN. MHD 3. AEEAID QOL EEZHEL., 247
[ZfERLT=,

COFEITOVTHRERFTEEE. MSQ MoDTVELTIZLY/FESNT- QOL {EXRALVST
EIZEY EQ-5D-5L TEHEBIEL-ELYL. FEEREDRADES - LS, FEFEREIC
FOEEL. FERFKIEMOAIELGEICERASFHMAERABRDNRETIRADIENTELL
LT %, A T, CGAW HERTIXAEE 1 BIFILLEBFZIBRASNTOS=HIZHITRR
EMEBERAB TORREAN—ET—HLTLVELI LY, EQ-5D BIEIZH IT5 - HAR A
BIELETHAE=.BELBICARUMEI>=EED QOL Z+/EAENARL AT AEMEAS
HHEGEFEAIZ, EQ-5D-5L [CRYERAIESNT- QOL {EZXAMICERT HIEILED)
TlFEW &L=,

— B HARSA2(FE2RR)IZHE L TIE.

8.2 QALYZEH T BBEDQOLEIL, —REDNA % DIFIEZE RIRL /= D(ZE4FIZEISRE
(PBM) THELELED, HEUNLEENFEI(SG) %, BRIHEHR(TTO) E L EDEEELETHEL
7=t D) FHLE.

ELI-ET. CO&SHET—EDNFELLZWNEEIZRY.

8.2.2 18.2JICFE T ET— IV FHLGIZE ., EDMDEL G ZFEIEQOL(Health-
related quality of life: HRQOL) 7—55QO0L EAVYE> T L=EDEFREFL TELLY, ¥
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VEDTICEYRENIANEERFT SEE . EGFEZH LV TQOLEIZZEML TS LEH
LT AIXL5 700,
ESnTLV%,

BRR D&Y . CGAWERER L, — MO AR REFAAEENLBNLD D, HE— DR EH
(@Q)Mo(d)FTEEH. N O2BERANZECEFLRIGRTLH D, T DHAERIZHLVTEQ-5D-
SLARRGSN TS IEMD, BT —REAVEAMEERT 5 EDNRMAARTI VIS
LD THEEEZLONS,

EQ-SDMEHEHARMICRAL TIFHEIRFTEFRE DIEHEICRIET 5. EQ-5DIEX 2 A DR2FRIKAE
BETEOIRETHA O FMRMICHKLET HARUMIDNTITRENMEVNELSIRENHD, L
ML—AT, MSQABEQ-5DADIYE LT EITIC LT DREDRRIZITDLEMNDLN, 4
5, YVEVTERIVEL T TOREMNS, IVEV T REOREDRAIAT7EFRT D01
NoTHS. SEIDIHE. FRITEHIDETH<ETHADEBIKELMNAITEEINEZEQ-5DRT
TTHBD. DFYIIELTITE o THEREINSDIE. H<ETHHOEEKREIZTES | RIZHE
EHFEDRIWMSQIZE T HERFTEENDTRT DL ILGBELHBDRUVEQ-5DDRIT
AEONTVSETNIE, TNEIIVELTETHAIET DARDEQ-5DEIFELDHRIATETF
BILTWAIEERY  TyEL T EL TR BN LED THS,

MA T, WERTEEICEINIE, EQ-5D-5LTEBIEN=MHDAINDQOLfEL, MSQMHEQ-
S5DIZRyEL T L TH EL-QOLIEICIFRHMGENRONT-ESND, CDEELHO T, BIE
IRFEFAIFEQ-5D-5LICKHEANEIL FERFAEIZHE T HQOLEE YN T RBRL TLVREL &L,
TYEDTENT-EQ-5DRATERNTHHT HIEEL TS, LAL, BBYIRLICIESH, < vE
DTERRYEV T TOREMNS . IVEV T EOREDRAIT7EFRITH5LDTHS, EQ-5DD
HRAELETVEL TS5 FRMEZLEL TRENHO-HRIE. FPRXICHELNHHEEZD
DHBERTHD, DHPELTITLAFERALE-IVEL T TILTYXLAERS T DORREH
[THRITEELEVEDTHAAREMEAB N EEZDH(FIA L, EREN-TYEL T RILEN
DEBDOETIIF{LIMSQT —42Z2RE DA I THRELIEQ-5DRIFAETYEL T T 5H1
DTHD)o WTNICLTEERAMEE FAMEZLERL TRENHo1-15E . RABEBZANDIRET
Hd,

LEROEARMS, AMAIFTELTIE, WERFZRENMEAL: MSQ AbIvEV TSNS
QOL fEZAWLAZLILEYTIE%<, EQ-5D-5L [C&YUZEAIEIT- QOL EBEZAL-LDEERK
SiELT= (3.4.1 ITEHMEEE).

<ERERMA(ABRES)DHEE>

BIEIRFTEE (X ERERMAICETH/5A—2FMB I 2IH1-Y. Kikui 5[24]D#HE
ZRRALz, CORETIEAERIF— I IERBERIR—IPEIYFUIIE. ZOEHMBTOE
BERANAOEZRERICEAETDLDLALELTEY. TNODMEE LN KZE 3.27 B/6
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HA.AB0.31 E/6 A, #RAZHE 0.02[E/6 hALL-TLV=,

LAL. Kikui S35 RZEEVHAZEROFABKICENTIE, SEFERBIR—MMIXLT
FEEEIR—MIFRICLE-STWV=EHREL TV ARDOBRKICEAL TIEFEELEFGH,
2f=EL TV =, AR ABEIRL-EEREMARMGE, BRIZEWTHEREZERET 5 AR
FIERBIZDLENEDRBEST -, tHEDEHEL T, CADTH OFFHEIZHS LTI, AFFIZHIT
LRERAERDEODARFIIFEAELGNELT, BRI TREARERIFBRN ST,
NICED A TH. EHT=YDAREBILELERTREICIDDTD 1/8 BEICREL TV =,

LlEIZKY  RERFTERENAVIFEBEICIDARB R T ERIHEATHLIEZ AN,
NDB fEtT#ERICKYRKERRKICE TDARBRERET HENEFL L EHIMLT=,

3.2 LEaA—RRICESBATORLELEROHE

O #ziL — AETRT
m HY — LLTFIZH<
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3.3 Rt R ETESITOBE
3.3.1 BREMDELGWFELNATI AL E (FEL[RRANDRENKREN]D

D)
a) QOL fEDERE

3.3.2 BRFDPRBRELGAHHFIEL/NTA—E4LE (3.3.1 LSD10)
c) BR/NSA—F (Gl REM R U LB RO & #HEM[2022 £ 7 ARRAIDER)
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3.4 FELR(BERICEZRIEERKRZVR)IZTOVLVTOEFSHTORE
3.4.1 QOL [EDHE

# 3-4-1 WERFTEBICLIBEFOZRABS
RERFTEEDRBELE-BEEZFICHITS
o3y R—IH FRITES(HEIVIIREKRES)
4.2.2 QOL {Em A P105-P107 % 4-18 Regression

parameters of the mixed

model considering month 1 to
3 using trial data from CGAG,
CGAH, CGAI, CGAN and
CGAW

[(HEEF D)

Following a technical document from the NICE Decision Support Unit, which
states that mapping can be used to predict EQ-5D data !, utilities were derived
using a previously independently derived and published mapping algorithm by
Gillard and colleagues 2012°°. The mapping function was derived based on data
from the International Burden of Migraine Study (IBMS). The IBMS study is a
global, cross-sectional web-based survey, which enrolled patients from Australia,
Canada, France, Germany, Italy, Spain, United Kingdom, Taiwan, Brazil and US
and was conducted from February to April 2009. Patients were at least 18 years
of age who experienced headaches over the last 3 months and met the ICHD-II
criteria. The total sample consisted of ~10,000 patients. The survey collected
information using the MSQ v2.1 questionnaire as well as the EQ-5D-3l. Based on
this dataset, Gillard and colleagues (2012)!93 estimated a function, which allows
to map the results of the Migraine-Specific Quality-of-Life Questionnaire (MSQ)
domain scores collected at each month for episodic and chronic migraine patients
to the EQ-5D-3l using the UK country-specific utility tariffs. Ordinary least
squared regression models were constructed to estimate EQ-5D questionnaire
utility values from MSQ v2.1 domain scores. The UK valuation set for raw EQ-5D
questionnaire scores were used as the dependent variable, while the disease
specific scores of the MSQ (RP, RR, EF) were considered as independent variables
resulting in the following model:

EQ-5D questionnaire = g + B1 MSQ-RP + B> MSQ-RR + 83 MSQ-EF + error.

Differences in HRQoL are therefore captured in the cost-effectiveness model
through differences in the frequency in migraine headache days and the
treatment applied to the model and subsequently whether patients are in the
‘on-treatment’ or ‘off-treatment’ health state. The ‘on’-and ‘off-treatment’
utilities were selected for use in the economic model using migraine headache
days and treatment effect as the only covariates in the model (see %* 4-19).
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(RENEESHTORE]

QOL fEIZBIL TI&. CGAW FRERIZH LV THEGSN Iz EQ-5D-5L Ra7 AW ELHDH L
EZbN1=(3.1.2 BE), LMLEAS, 20 QOL {EMFMICREL Tk RlEIRTTES DR
EEICIFTEHEN G280 BERTEE~DERIZELY CGAW HERIZHT5H EQ-5D-5L
RAT7IZDLWT.MHD ZHBAEHELTERIBLIzT—2FmMELIz, & 3-4-1-1 (&, CGAW &
BT —AFANER—RSAUB, & 3-4-1-2 (A% 3 v ABOEIR/A5A—4%FRLTWS,

#3-4-1-1 R—RSAURRIZEBITSHEQ-5D-5L(AARZIEH)DMHDAD AR/ T A
—43

Failed 1 or 2 Failed1or2 Failed =3 prior Failed =3 prior
preventatives preventatives preventatives preventatives
Pr(>]|t]) Pr(>|t|)
(Intercept) 0.9255 <0.0001 0.9407 <0.0001
MHD -0.0050 <0.001 -0.0072 <0.0001
Observations 179 283
Adjusted R2 0.0731 0.1038

£3-4-1-2 37 AKRICHHHEQ-5D-5L( HALYIER ) DMHDADEIR/ 35 A—4

Failed 1 or 2 Failed1or2 Failed =3 prior Failed =3 prior
preventatives preventatives preventatives preventatives
Pr(>|t]) Pr(>|t])
(Intercept) 0.9128 <0.0001 0.9168 <0.0001
MHD -0.0046 <0.001 -0.0063 <0.0001
Observations 172 271
Adjusted R? 0.0671 0.1039

ZRAWLT,MHD BIM QOL FRfEZRLI-2 DMK 3-4-1-3 THDH. AHIFHIZHITS
EAXPWTEHINLD QOL {EZRLTHHZEITo1=,

5% 3-4-1-3 3 HAKAICHITS EQ-5D-5L(BAAYIZER)D MHD ~DER/I54A—4
%4 &I2L= MHD & EQ-5D-5L DxtibE&

Population with a history of 1 or 2 Population with a history of at least
prior preventive treatments 3 prior preventive treatments
No. Treatment Treatment
of Baseline Baseline
MHD pooled pooled
Utility Utility Utility Utility
N N N N
value value value value
0 NA 0.9255 10 0.9128 NA 0.9407 10 0.9168
1 NA 0.9205 6 0.9082 NA 0.9335 6 0.9105
2 NA 0.9155 10 0.9036 NA 0.9263 12 0.9042
3 NA 0.9105 12 0.8990 NA 0.9191 13 0.8979
4 11 0.9055 17 0.8944 6 0.9119 13 0.8916
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5 8 0.9005 11 0.8898 8 0.9047 8 0.8853
6 9 0.8955 12 0.8852 6 0.8975 21 0.8790
7 12 0.8905 3 0.8806 10 0.8903 14 0.8727
8 16 0.8855 11 0.8760 22 0.8831 20 0.8664
9 11 0.8805 12 0.8714 17 0.8759 19 0.8601
10 14 0.8755 10 0.8668 24 0.8687 20 0.8538
11 16 0.8705 5 0.8622 21 0.8615 16 0.8475
12 15 0.8655 13 0.8576 24 0.8543 5 0.8412
13 9 0.8605 8 0.8530 15 0.8471 13 0.8349
14 8 0.8555 2 0.8484 21 0.8399 15 0.8286
15 6 0.8505 2 0.8438 17 0.8327 2 0.8223
16 5 0.8455 6 0.8392 10 0.8255 9 0.8160
17 6 0.8405 2 0.8346 7 0.8183 7 0.8097
18 2 0.8355 5 0.8300 16 0.8111 9 0.8034
19 2 0.8305 - 0.8254 6 0.8039 5 0.7971
20 5 0.8255 2 0.8208 13 0.7967 7 0.7908
21 5 0.8205 6 0.8162 7 0.7895 4 0.7845
22 4 0.8155 1 0.8116 6 0.7823 1 0.7780
23 4 0.8105 2 0.8070 4 0.7751 1 0.7719
24 5 0.8055 2 0.8024 6 0.7679 6 0.7656
25 1 0.8005 - 0.7978 3 0.7607 5 0.7593
26 1 0.7955 - 0.7932 3 0.7535 4 0.7530
27 1 0.7905 - 0.7886 5 0.7463 1 0.7467
28 2 0.7855 - 0.7840 5 0.7391 1 0.7404
29 1 0.7805 2 0.7794 1 0.7319 2 0.7341
30 - 0.7755 - 0.7748 - 0.7247 2 0.7278
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3.4.2 ERERAMAARRR)DRE

& 3-4-2 HERGEXREICISIBEEDZLUMS

AERFEEDIRHL-BEEFICHITS

tHiay R—=I# BRITES(HAVIRERES)
4.2.3.3 Resource use P112 % 4-22 Resource use and
and unit costs costs
(FEEF D)

The model considers resource use, like healthcare professional use by each
migraine headache day, which was informed from an analysis conducted by
Kikui et al 2020 °° using data from the Japanese National Health and Wellness
Survey (NHWS) collected in 2017. The study enrolled a sample of the general
Japanese population, which was divided into a migraine cohort defined by the
ICHD-3 criteria with at least 4 migraine headache days (N=378) and a matched
non-migraine control cohort (N=1,512).

The study reported 6-month average medical resource use for the number of
physician visits (migraine cohort: 7.23; non-migraine cohort: 3.96), emergency
room visits (migraine cohort: 0.03; non-migraine cohort: 0.01) and
hospitalisations (migraine cohort: 0.80; non-migraine cohort: 0.49).
Considering that not all medical resource use in the migraine cohort may be
attributable to migraine, it was assumed that the surplus of the difference
between the migraine and matched non-migraine cohort is an appropriate proxy
for the medical resource use associated with migraine. This results in 3.27
physician visits/6 months, 0.31 hospitalisation/6 months and 0.02 emergency
room visits/6 months. The migraine patients had on average 46 migraine
episodes over a 6-month period resulting in 7.67 mean monthly migraine
headache days assuming that an episode equals a day. Medical resource use
per migraine headache day was estimated by dividing the 6-month average use
by the mean number of migraine headache days reported over a 6-month period
by patients. The unit costs for each resource category (emergency department
visits, hospitalizations, and physician visits and pharmacy dispensing fee) are
calculated using Instruction on medical care fee points (April 2021). %* 4-22
shows the costs used per resource and the associated use per migraine
headache day.

& 4-22 Resource use and costs

Emergency Hospitalisation” - I
room use (DPC service) Physician visit
(outpatient)
Cost ¥34,165 ¥170,817 ¥3,130
Average use per 0.00043 0.00674 0.07109

migraine day
~assuming 4 days in hospital, *Physician visit (including tests etc is considered as an emergency situation but not using
emergency room)
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(RGBS ORE]

FEERISERT 2EMARESIE NDB OEMFERICEIGEELRALIZ(X 3-4-2-1),
FEEREEMET IERARBENS. FEERE 1 BHEYDOARBEEELTIHEIE. %
WELRLTHD, NDB T O FEM I8 (ZEEEH L= (Appendix 6.2),

£ 3-4-2-1 BHWMICH TR AREHOEE

EH R—RH5—2X 5% TE AR HL
FE AR 0.005 NDB %4k
REEE 1 BH1-YD AlRE$ 0.00005 NDB @i R U %% E

65



3.5 3.4 LN HRHENRBELGRICEIT5BESHTOARE
3.5 BEA/N\SA—4 (FHERZEMRUEENBEMOREHEM[2022 F£ 7 ABR]DOE
)

& 3-5-1 HERTRFICIIBEEDZLTS
SLERSTREDRHELEHREZEFICRITD

o ay R—I RAIRITES(HAHAVEHEKRES)
4.2.3.2 Drug acquisition 111 % 4-21 Drug costs, dosing
costs and frequency of dose

administration

(HEEF D]

Drug acquisition costs were calculated by combining the cost per unit and the
required number of units per cycle. The drug costs per pack, dosing and
frequency of dose administration is shown in 3% 4-21. Drug costs were sourced
from the NHI price list!. If available branded drug prices were used. Allowing a
unit per cycle costing gives detailed reflections of the annual costs associated
with each treatment. The most relevant comparators are propranolol, valproic
acid (sensitivity analysis only) and BSC for episodic and chronic migraine
patients. BSC comprises of self-administration of acute medications and
resource use associated with the specific mean change migraine headache days.
BSC was not associated with additional costs as both galcanezumab and active
comparators are assumed to be given with the same acute medication received
in BSC. The daily dose for propranolol and valproic acid was informed by the
analysis of the local claims database (JMDC 2021 (Appendix 4-1)).

%% 4-21 Drug costs, dosing and frequency of dose administration

Galcanezumab Propranolol Valproic Acid
120mg
mg/unit 120 10 100
Unit cost ¥45,1652 ¥11.60° ¥10.10°2
Loading dose 240mg for first N/A N/A
injection®

Dose (mg) 120mgP 21.59mge 334.76mge
Administration/cycle 1 30 30
Frequency (day) 30 30 30
Dose/cycle 120mg 647.70mg 10042.80mg
Source 3NHI price list (2021) 8 aNHI price list (2021) %8 aNHI price list (2021)T5
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ZERAY D, FFICFHE I R T H DU T LB BRI DL TII LT &#HbF R DR L ALV
[FTNIFESE, JEERBHIN TS0, RO EM(2022 F£ 7 ABR)EFEALTHAHEE
LTz,

ZETHERIER 3-5-1-1 ITRT . BH. D FIARITH TS B BEEM THE/ LT
ARICEAL TEARDTICE T AERDITICIETEZELGVD, RBEOEENEN - ETMHEEL
=0

& 3-5-1-1 BIEL-ZFEHIEEKME

ZHI4 M (ZEAT) Rifi(ZER)
HNHARZXTT 120mg ¥45,165 ¥44,943
Jo73/0—)L ¥11.60 ¥10.80
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4. DHFER

4.1 BSWMICETH5EXR T OFER

siraRKRE(a)~(d)

B ERAMRSN BIERMNRLEEHTD)
O BASKMESHT GIRIEFELTCERELEKT D)

4.1.1 BB 3EERFITOBR

£ 4-1-1-1 REHFTEZICIDIELITOER HSHRER(a)

PIES BawshE ICER(H
ZMA (M) BHER (M)
(QALY) (QALY) /QALY)
BT o SR i
HIWHRX<T 12.570 0.230 ¥5,500,826 ¥1,396,932 ¥6,077,875
120mg
b8 ot BB B i
12.340 ¥4,103,894
Jo75/0—)L
# 4-1-1-2 HOWIZET5EERSHTOER SHxREH(a)
EIES BashE ICER(H
EZA (M) BaER (M)
(QALY) (QALY) /QALY)
ST o SR i
HIWHhRX<T 17.2019 0.0248 ¥3,177,903 ¥1,515,153 ¥61,130,043
120mg
b ot BE B i
17.1771 ¥1,662,750
Jo7s/0—)L

68




& 4-1-1-3 REBRRTEXEICIDIELITORBR SHRERH(b)

MR BashE ICER(H
ZMA (M) BaER (M)
(QALY) (QALY) /QALY)
ST o SR i
HIWHRX<T 9.398 0.5094 ¥9,879,533 ¥1,371,145 ¥2,691,706
120mg
b8 ot BB B i
8.889 ¥8,508,388
Jo75/0—)L
# 4-1-1-4 ERWICET5EERSHTOER HHxREH(b)
MR BawshE ICER(H
EZR (M) BHER (M)
(QALY) (QALY) /QALY)
ET i o SR i
HIWHhRX<T 16.2833 0.0790 ¥4,894,718 ¥1,630,742 ¥20,629,277
120mg
b oot B B i
16.2042 ¥3,263,976
Jo7s/0—)L
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K 4-1-1-5 REBRARBICIDIELEITORER SIAREH(C)

PIES HEashR ICER(H
EH (M) BrER (M)
(QALY) (QALY) /QALY)
ST ot R B Al
HILHHRZ<TT 12.158 0.3814 ¥5,539,801 ¥1,087,066 ¥2,850,240
120mg
Ee gt BR Al
11.777 ¥4,452,735
BSC
£ 4-1-1-6 BHFICBT3EXSMOER HiTaREM(c)
hE BohE ICER(H
#/A (A) #AER (M)
(QALY) (QALY) /QALY)
ST ot R Bl
HILHHRZ<TT 16.9594 0.0733 ¥3,160,713 ¥1,305,054 ¥17,797,772
120mg
He 3 xd BR 5 T
16.8860 ¥1,855,660
BSC
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K 4-1-1-7 REBRREICSDIELEITORBR SIAREH(d)

PIES HEashR ICER(H
EH (M) BrER (M)
(QALY) (QALY) /QALY)
ST ot R B Al
HIHRRTT 9.439 0.735 ¥9,853,551 ¥1,059,682 ¥1,441,739
120mg
Ee gt BR Al
8.704 ¥8,793,870
BSC
% 4-1-1-8 EHINICHFTIERSITOHER A& E(d)
hE BohE ICER(H
#/A (A) BHER (M)
(QALY) (QALY) /QALY)
ST ot R Bl
HIHRZXTT 15.7652 0.1895 ¥5,106,175 ¥1,500,298 ¥7,918,006
120mg
L8t BR B T
15.5758 ¥3,605,878
BSC
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4.1.2 BAWICE T HERSTORSER. BHMR. BHBADRLOHER

SHEEH(@)~(d)DERNRSMOBATICE FEBENTLE. Thiod) ICER ITHT 5%
BHrk4-1-2-1~4-1-2-4 ITEHT 5,

£ 4-1-2-1 BHWICKETIEIHDR. BHIEA. BHERAMRLO#R HSHAREKEE(a)

1B HR ICER
BATORE waEMA(M)
(QALY) (F/QALY)

BERTEEDEARDITOER
0.2298 ¥1,396,932 ¥6,077,875

(a) QOL {EMERE EQ-5D X—Z®
QOL {E~DE if 0.0248 ¥1,396,932 ¥56,360,336

(b) ERERFA(ABR | NDB f##frIcdko
B DERTE THFEENI=A | 0.2298 ¥1,522,196 ¥6,622,883
FEEIZ~ D E

(c) BER/N\SA—4 A ERM~DE
i 0.2298 ¥1,389,989 ¥6,047,230

(2)+{(b)+(2) (BAFIHITS

0.0248 ¥1,515,153 ¥61,130,043
AR
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R 4-1-2-2 BAWICKTHEISDR. BAIRA. BOERANRLO#E HSHFTAREKE (D)

_ YT ICER
BARONE 5 BA(F)
(QALY) (F/QALY)
WEREEEOEARTOBE
0.5094 ¥1,371,145 ¥2,691,706
(a) QOL fEMEETE EQ-5D R—ZX®M
QOL fE~pEH | 0.0790 | ¥1,371,145 | ¥17,345,321
(b) ERERFM(ARE | NDB 71k
EI%) DERE THRESNT-A | 0.5094 ¥1,638,654 ¥3,216,853
REMAOER
(c) BR/SA—4 RHEBmA~NDE
A 0.5094 ¥1,363,234 ¥2,676,173
(2)+(b)+(c) (BAFIHITE
0.0790 ¥1,630,742 ¥20,629,277

EARHT)
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£ 4-1-2-3 BHMIHETIESHDR. I EA RS EAMRLO#ER HSHTAREH(C)

EAhER ICER
BEANONE Y =10e)
(QALY) (FH/QALY)
BEREEEDRAMTORE
0.3814 ¥1,087,066 ¥2,850,240
(a) QOL {ED &= EQ-5D R—2
QOL fi~m@E | 0-0733 | ¥1,087,066 | ¥14,824,941
(b) EREEFMA(ALE | NDB f7I=&-
B DERTE TmHESINn=A 0.3814 ¥1,311,820 ¥3,439,538
B~ DB
(C) BR/SA—% BHEMA~DE
" 0.3814 | ¥1,080,299 | ¥2,832,498
(a)+(b)+(c) (BAHI=H1T3
0.0733 ¥1,305,054 ¥17,797,772

EAR5HT)
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R 4-1-2-4 BHWICKTHESHDR. BH/EA. BHERAMRLO#ER HSHTAREE(d)

EARDH)

5 R ICER
BAHORE 5B (M)
(QALY) (F/QALY)
WERFEEOERSTOBE

0.735 ¥1,059,682 ¥1,441,739

(a) QOL fEMEsE EQ-5D R—2®
QOL fE~pEs | 0-1895 | ¥1,059,682 | ¥5,592,601

(b) EFARFIA(ARE | NDB £ #7124
B)DEKTE THESNT=ARE | 0.7350 ¥1,508,649 ¥2,052,577

EMADE S

() BR/S5A—5 B ¥ EE~ OB
" 0.7350 | ¥1,051,330 | ¥1,430,376

(@)+(b)+(c) (BAMI=H1TS
0.1895 ¥1,500,298 ¥7,918,006
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4.1.3 BOMIZERBRLTOEOS, BENICESBERAMREICEEEZ5X55ER

<HIWHRZXTTOERHAZE >

BERFTEEE. HILARXITOREAFE(CGAP RU CGAl)IZHLT MHD DAL HE
HNREMICHIET HEDRBICEDE FEERLEICI TR EFILELLRRVRY . S HTH
FZBELTHRNEFRTDEHREL TN, LOELEDNS, ChbDeio=-HBREME 12 4
ARTHY. KYRMOMEFRGICEL TIITHERMELZD, 7TICEN T, IRARAICE KR
FTHEVREIF. AIARZXTTDES QALY ZBKICRFELOTLSAIREMENEETEAHLY,

<HNWAHRZXTITRUVTOTS/0—)LOHRBELR >

BLERSEEEL. BEDIBICHLARITTETOTS /0L TREYMENERET HHRH
BRHERELTNS, COAICELT. ALARXITHLLITELE R S DIt 0 FEFB
DECEBFTLE-BERRICEY. ALIRIITREPIEEOMRIFRERFTEENEET
BFEYVBRCHLTDAREMNRESNTEY[25, 26]. 5 QALY MBXRIZEEEL TS
BEMLHS,
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4.2 BRNICEITABESTOER

ST REH(a)

FELGNSGA—FICEHT 2 —TRESMERELIZ(R 4-2-1), EHEHSEICHERTRENRELZLDTHIN ., —&BBIHT DT TH=IC

EHHEAZREL- BRICEZDZEN

R 4-2-1 SHAFRKEA(Q)ITHTE—TRBESTDORER

X KELATA=RIE A—RF/V R VEERD QOL fETH 1=,

EAXSHD ICER

INSA—LDEEFH ICER D &aBH
¥61,134,632/QALY % TE DR AL
INSA—4 TR LR TR LR
0.8792(0MHD) 0.9718(0MHD)
Utility - Baseline BOH(-5%/+5%) ¥13,994,381 Dominated

~0.7367(30MHD) ~0.8143(30MHD)

0.8672(0MHD) 0.9584(0MHD)
Utility - Treatment pooled BHH(-5%/+5%) Dominated ¥13,836,009

~0.7361(30MHD) ~0.8135(30MHD)

Galcanezumab 120mg - mean change -4.070 -3.050 BERTTEENTE ¥47,688,804 ¥84,578,248
Discount rates - QALY 0% 4.00% EIRFEEERTE ¥55,594,355 ¥66,542,489
Discount rates - Cost 0% 4.00% EIRFEEERTE ¥66,428,002 ¥56,801,183

Propranolol - mean change -3.290 -1.570 BEREEANTE ¥66,050,493 ¥56,877,736
Galcanezumab 120mg - Response Rate (50%) 39.25% 56.89% BERFTEEENE ¥58,817,884 ¥62,937,521
Baseline values - Mean MHD 8.843 9.257 BERFTEEENE ¥61,505,860 ¥60,762,793

Average cost - Triptans 830 M 1,156 A BERFTEEENE ¥61,489,554 ¥60,770,532




ST REM(b)

FELGNSGA—FICEHTE—TRESMERMELI (XK 4-2-2), EHHEH S EICHERTERENRELZLDTHLN ., —&BBS O T TH=IC
-7

LEEEEHREL - HRICEAD

& 4-2-2 SAKKHA(b)ICHTEH5—TRUBESI T OKR

ENERMIICKEVATA—RE A—RF/V R WARED QOL {ETH 1=,

AR5 D ICER

INTA =D EH ICER (&5
¥20,629,277/QALY ERTE DIRHL
INTA—4 TRR LBR TRR LR
0.8792(0MHD) 0.9718(0MHD)
Utility - Baseline BO#H(-5%/+5%) ¥9,604,119 Dominated
~0.7367(30MHD) ~0.8143(30MHD)
0.8672(0MHD) 0.9584(0MHD)
Utility - Treatment pooled B (-5%/+5%) Dominated ¥9,385,641
~0.7361(30MHD) ~0.8135(30MHD)
Galcanezumab 120mg - mean change -7.563 -5.557 RERFTEERTE ¥16,859,965 ¥26,305,563
Discount rates - QALY 0% 4.00% HERFEERERTE ¥18,635,344 ¥22,603,442
Discount rates - Cost 0% 4.00% BEREEANTE ¥22,434,493 ¥19,154,369
Galcanezumab 120mg - Response Rate (50%) 23.35% 47.58% HERFTEERTE ¥19,399,371 ¥21,335,669
Propranolol - mean change -6.101 -3.339 BERTEEANTE ¥21,510,006 ¥19,813,267
Galcanezumab 120mg - Response Rate (30%) 44.45% 64.78% HERFTEERTE ¥21,062,774 ¥20,332,411
BSC - mean change -4.753 -3.207 BERTEEANTE ¥20,865,006 ¥20,398,331
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SHTHREF(c)

FELGNSGA—ZICEHTE—TRESMERMELI=(FK 4-2-3), EHHEH T EICHERTERENRELZLDTHIN ., —&BBS O T TH=IC
-7

LEEEEHREL - HRICEAD

& 4-2-3 STHAKEHA(C)ITBHE5—TRUBESI T OHKR

ENERMIICKEVATA—RE A—RF/V R WARED QOL {ETH 1=,

AR5 D ICER

INTA—BDEFH ICER M5
¥17,797,772/QALY ERTE DIRHL
INTA—R THR LBR THR LR
0.8937(0MHD) 0.9877(0MHD)
Utility - Baseline BO#H(-5%/+5%) ¥8,208,042 Dominated
~0.6885(30MHD) ~0.7609(30MHD)
0.8710(0MHD) 0.9626(0MHD)
Utility — Treatment pooled BAM(-5%/+5%) Dominated ¥8,023,037
~0.6914 (30MHD) ~0.7642(30MHD)
Mean change - Galcanezumab Responders
-7.983 -6.437 HERFTEERERE ¥15,215,317 ¥21,316,231
(50%)
Discount rates - QALY 0% 4.00% SR E ST ¥16,135,625 ¥19,434,420
Discount rates - Cost 0% 4.00% WERFTEEENE ¥19,265,782 ¥16,597,689
BSC - Response Rate (50%) 3.597% 31.36% SR E ST ¥17,114,836 ¥18,873,289
Galcanezumab 120mg - Response Rate (50%) 31.50% 54.31% REIRFTTEERT ¥18,765,371 ¥17,211,152
Mean change - Galcanezumab Non-responders
-1.901 -0.5192 BERFTEEENE ¥17,362,959 ¥18,253,107
(50%)
Average cost - Triptans 830 M 1,156 A BERFTEEENE ¥18,042,252 ¥17,553,293
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ST REM(d)

FELGNSGA—ZICEHTE—TRESMERELI(FR 4-2-4), EHHEH S EICHERTERENRELZLDTHLN ., —&BBSHTO T TH=IC
-7

LEEEEHREL - HRICEAD

& 4-2-4 HSHAFKEREA(d)ICBHE5—TROBEI T OKR

ENERMIICKEVATA—RE A—RF/V R WARED QOL {ETH 1=,

AR5 D ICER

INTA—BDEFH ICER &3
¥7,918,006/QALY X TE DARHL
INTA—R THR LBR THR LR
0.8710(0MHD) 0.9626(0MHD)
Utility - Treatment pooled BO#H(-5%/+5%) ¥18,742,521 ¥5,019,218
~0.6914 (30MHD) ~0.7642(30MHD)
0.8937(0OMHD) 0.9877(0MHD)
Utility - Baseline B (-5%/+5%) ¥5,183,509 ¥16,759,027
~0.6885(30MHD) ~0.7609(30MHD)
Mean change - Galcanezumab Responders
-12.40 -10.58 BERREEERE ¥7,145,006 ¥8,842,138
(30%)
Discount rates - QALY 0% 4.00% BEERFE B RE ¥7,155,055 ¥8,674,009
Discount rates - Cost 0% 4.00% WERFTEEENE ¥8,584,564 ¥7,373,154
Galcanezumab 120mg - Response Rate (30%) 43.37% 65.89% WERFTERERE ¥8,345,578 ¥7,646,347
BSC - Response Rate (30%) 11.31% 33.76% HERFTEERERE ¥7,719,221 ¥8,163,905
Average cost - Triptans 830 M 1,156 M HERFTEERERE ¥8,097,435 ¥7,738,577
Mean change - Galcanezumab Non-responders
-1.123 0.8834 RERFTTEERT ¥7,821,363 ¥8,016,693
(30%)

80




4.3 BRICEITEFIF ST OKBER

4.3.1 ERXNMRAMEFRBEOERICE I FIASH

& AR A FFIER Lo TRESN =T RN RER IR T DL FIA D ERRL =,

FEERTIHED2HIE DBRICEVTHED FERE FHENMEEZFEERADO-OERATERVREMFEREES
FEERTIHED2HIB DERICEVTEREFEO AR FHENESRIIEHERA O -OERTELVEEFERESE
FEETFHEDIFEDBRICEVWTEREDORERFHENMEEZXZEMEFRADOE-OFERATERVRELFERES
FEERTIHHEDIHIE DBRICEVTHRED FEREFHENEERIIEHERAD-OFERTELVESFEREE

R s

LB R (L. A0 R ERTEELOZFERICEDE. 1 KU 2 OREERAICBALTII/NNLTOEL -, 3 RV 4 OXRERICEELT
(&, B R T BSC &L=,



1. RERTHED2RIEDBRICEVTEHREOAERTFHENESREIEERADO-OERTERVRELAERES

& 4-3-1 HERFTREICELTIFTTOHKR

#E (QALY) BAHE (QALY) ZH (M) @R (M) ICER(F1/QALY)
Galcanezumab 120mg 12.564 0.242 ¥5,572,347 ¥1,422,129 ¥5,882,887
Valproic Acid 12.323 / ¥4,150,219 / /

& 4-3-2 2ASTWICKDILFIA T OER

R (QALY) AR (QALY) R (M) AR (M) ICER(MH/QALY)

Galcanezumab 120mg 17.2142 0.0284 ¥3,231,496 ¥1,546,117 ¥54,454,114

Valproic Acid 17.1858 / ¥1,685,379 / /




2. RERFHED2HBOABRICEVWTERFORERTFHESESRIIBMEROOERATELVELREERESE

& 4-3-3 HERFTREICELTIFTHTOHR

#E (QALY) BAHE (QALY) ZH (M) @R (M) ICER(F1/QALY)
Galcanezumab 120mg 9.395 0.572 ¥10,047,701 ¥1,465,894 ¥2,562,916
Valproic Acid 8.823 / ¥8,581,806 / /

& 4-3-4 2ASTWICKDIVFIA T OER

R (QALY) AR (QALY) R (M) AR (M) ICER(MH/QALY)

Galcanezumab 120mg 16.2697 0.0907 ¥5,052,261 ¥1,757,690 ¥19,384,221

Valproic Acid 16.1790 / ¥3,294,571 / /




3. RERFHEDIHBDBRICEVTEHRFEORERTFHESZBSRIIEMEFROLOERATEGLRESERERES

& 4-3-5 WERFTEXEBICESS TV OHBER

$HhE (QALY) EohE (QALY) ZR (A1) #AER (M) ICER(F1/QALY)
Galcanezumab 120mg 12.674 0.324 ¥5,218,126 ¥1,216,247 ¥3,751,390
BSC 12.349 / ¥4,001,879 / /

& 4-3-6 XD WITEESFIF 2 IOER

MR (QALY) BAR (QALY) ZR (M) BoER (M) ICER(F/QALY)
Galcanezumab 120mg 17.2218 0.0530 ¥3,034,017 ¥1,425,170 ¥26,902,948

BSC 17.1688 / ¥1,608,847 / /




4. RERTHEDIFHBEDERICEVTERFORERTHENESRISEERD-ORERATERMEEAERES

& 4-3-7 WERFTREICELTFIFTHTOHR

$HhE (QALY) AR (QALY) ZR (A1) #AER (M) ICER(F1/QALY)
Galcanezumab 120mg 9.524 0.604 ¥9,490,615 ¥1,086,106 ¥1,798,947
BSC 8.920 / ¥8,404,509 / /

& 4-3-8 2HSTWICKDLFIA T DER

R (QALY) AR (QALY) R (M) AR (M) ICER(MH/QALY)

Galcanezumab 120mg 16.3463 0.1138 ¥4,663,544 ¥1,452,568 ¥12,766,455

BSC 16.2325 / ¥3,210,976 / /




4.4 FHREROBER

ANARXITDER/MNRFECEATILE—RUBATOBEROBERE. &k 4-4-1. &
4-4-2. %k 4-4-3. BEUVK 4-4-4 |ZRT,

£ 4-4-1 HSHFAAFRKEA () DHIIERDER

PR REM HEEEFHED 2 HIBDARBRXIE 3 FEDAREITOIREEAERRE
i FIZ 2 #IB-3 FIBICALWLIABEFDOREREFHE (FO0S5/0—

b 55 R B i ‘ ) -

L. NLTOE) 056, &bRifiGE0O(FRTZ/a—)L)
ICER OE#(E Vv BEORE 0O BEASALELGRE

O FIFUM BB EAMICSILIREIEML ., N DERHEIR)

O bEBEEMCHULMENRETHY. D& AL HIE

O 200 Ak
ICER OFTE$AE®E | O 200 FULE(200 FAL)HMD 500 FAKE(750 FAKHE)
ARIENEEZSEX | O 500 FAELLE(750 FAELE)MD 750 FAXH (1125 FAXRE)
i O 750 AALLE(1125 AALE)HMD 1000 FALLT(1500 AA%KH)

¥ 1000 AALLE(1500 FAEML)

O HEHLSRFHIWLIELEY). M OEANEL

O Zohith( )

ZDLSITH| ML=
==

ke

ERDREAMICEEBATOHBR. HILARXTTRFZTOT5/0—)LE
#LTICER 61,130,043 F/QALY TH-T1=,

& 4-4-2 SHARKE(b) DS HEROER

PR RER FEERETHED 2 FIBDABEXIE 3 FEDAEEZTOIBMEHNERESE
. ] X2 2 #IE-3 FIBICAVLNIBREDHERETHE (FnJ5/0—

EE 8%t R B i ‘ _ _

L. NLTOE) o556, RGO (TOTS5/8—)L)
ICER D #1(E 2 @E0OGE O EEN AMDELSLE

O FIFUM(EBBEIISLRELEML ., HhDEAHEIR)
ICER DFFE T 48R | O LEXBEMIIHLSIENSREZETHY., HhDERHEIRE
NEEEWNEEZSKX | O 200 AkiE
s O 200 BFLLE(200 FALLE)HAD 500 FAXKE(750 BHEK)

O 500 AMLLE(750 FAELLE)MD 750 FAKE(1125 FAKH)




O 750 FALLE(1125 FALE)AD 1000 FALLT(1500 FAKE)
2 1000 AFAEALE(1500 AALLE)

O #MEHLARF(HDHWLNELEY), hO2EALFLY

O Zoith( )

ZDRSITH|TL =1
==

BRDESWICEIBAMOFER. HLHrX<T(FTOI5/0—)LE
t# LT ICER A% 20,629,277 H/QALY TH->1=,

& 4-4-3 SHARKEA(c)DAHEEROER

Al

A REH FEBREFHED 3FBDEEETHPIEL-REEFERESE
Fe B xR 3 il Best Supportive Care
ICER D E#(E Vv @E0RE O BENSLELRE
O FSFUM(EeBEBEMIC LR ML, M DERAHEIR)
LB BT LS RNRFETHY . M OERAHLEIRE
200 AXiE
ICER OFTEY 5 200 BFLLE(200 FALLE)HAD 500 FHEKH(750 AMEEKE)
PEREEWNEEZDHRX 500 ZALLE(750 AL E)HD 750 FHEFXRFE(1125 FAXHE)

750 FALLE(1125 BALLE)MD 1000 FALLT (1500 B HKH)
1000 A LA LE(1500 FAELLLE)

DRVPRF(HDHNEEY). A DOEAMNEL

ZDHh( )

OOKNOOO0ODOOd

ZDRSIHIBTL =12
22!

BRMRSTICEZBLNMOER. HLhRX<I(FXT0T5/0—)LE
8L T ICER A% 17,797,772 F/QALY TH->1=,

R 4-4-4 SHARFRKE(d) DA TR ORER

S RE FEERFHED 3 HBEDAREZPILL-IEEFEREEE

LB ot R il Best Supportive Care

ICER OE#(E v BEORE 0O EEARELRE

ICER OFTE Y AfEHE | O FIFUMEBBEMISILIERS EML ., N D& AL EIRE)
AZLEVNEEZSR | O LBERBEMICILHRLARZTHY., M DOEANHIE

il

O 200 Bk
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O 200 ALLE(200 FALLE)MND 500 FMAK#E(750 HHAFE)

O 500 AMLLE(750 FALLE)MD 750 FAXKE(1125 FAKRE)
2 750 FAMLE(1125 AALE)AD 1000 FAT (1500 H M%)
O 1000 FMALLE(1500 FALL)

O MELFAEZ(HZLIEEY). M OEENEL

O Zoft( )

ZTDLSITH| L=
==

BERAMROMICEABOMOER. HILHRXTTIETOTS/0—)LELt
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4.5 RAERDEH

SLERFTRE T BRIAVICEHLTIEN R EERMFRED NDB £REMFBTEREIY. /
BETHED 2HBDERXE 3 FEDARETIBEEDISL. FERETHEN 3FBD
BEEPUELE-BEDOEEZ. ThTh 98.8%(109,728 A). 1.2%(1,307 A)&FEELT =,
Fiz, BERFTEER IRKRERMGT 400 AZRHRIZAI—RVMNARERELERM L. RE
MRERCBERERDEIEETINTN 52.7%.47.3%EREL AEIIVEREMHE. 12
MREROBGZHITEHLELILT.ETTRMEREADEEEGLLT. (2)52.1%.
(b)46.7%. (c)0.6%. (d)0.6% M EEENT-. AR HELTIE, LLEDRERTEEDR
FRICZ LML HHEHIBL. ChoDBEHBNSDRE BV THLHEEZ =,
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6.2 HEERICEDABRSEED NDB T

B#:
ADHTIENDB ZAWVWTHERZRZEEL - AREREZHET L. TLA LT OERXNHRE
BB ETIERERAADNGA—2EHFHITHETBRELT,

SWAE:

SR EAB(ZERER 2021 £ 1 B~2021 £ 12 A)OEFR AR, DPCLETHMIENT

LT OEUETHEETS.

1) AEEREDEREL*(ICD-10: GA3)MMt5EINTHEY . HhD G43 KT ARD 2L 1-15
REITHLHEEH

2) DPCHRFER(AR- SN RKDOBEAHZEL) THER*DERE(GA3)DT5IN TS EE
3

*EELVRAERRC

=R

ERRU2)DEERER 6-2 IR . FERDERE (ICD-10: G43)hMtH5snTHY.
MWD G43 N ABRDEMLGHT-15RAITHABRERIL 1,407 2THY . DPC IRMHEIBE(A
R-NEOMAEEL)THERDEFRSA (G433 TESh TS EESIL 308,628 HTH-
Tz CNODFERKY . BAMIZHITDREEREICISER D AREEZZ 0.005 &LT=,

% 6-2 NDB T D#zR
HB 4% BEH
BEROEGHEA(ICD-10: GA3)AMtEEShTEY. hhD G43 AT ARRD
R LGS BRBITHLEBEH
DPC & IwkR (AR - A DB A EEL ) THERDERA(G43) 1M 5
ShTWSEEH

1,407

308,628
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