WA FEI 0420 F 3 B
4 Ff 3 & 4 H 20 H

AWEREAN AXREMS HYEFE B

BEETBEAER - AEEHEREEMLEEEHE

ANIRXR<T (BETHEEZ) MR OREFEABET A RS54
\ (REERBRIEDOREMF) (2o T :

REMBOEE & WEOEARFE 2016 (EK 2846 H 2 HEEFEE) o8
W EHHEEROERAOREHEZRD 2 L 8BV AENEZ L &S
T EFHEERLEEICLERBEFICRET 220Kk EFERMEY 1 F
TAVEERTAZEELE LR,

%%\ﬁwﬁXXVf(§E¥ﬁﬁi)”%(WAZ:IAﬁWT4&T
FE120mg I— b A P F—RORETFE 120mg 2 U ) 1250 T, K
FEREFEOREMBNCKH L CHEATIEOBERETELZNED LB EEAF
B, REFRETROHIROBAETER (B) ERTEHOLELEDOT,
ETRNEZES EEbIZ, EERB~ORAMFLALIBEVLET,
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IMAFKEIR 042085 1 &
T 3448 208

wE &R
% REFIRET [HEZER (B) & B
oA K

BEZFBEER - AREEREERLEEETERER
( & H & K )

ANAFA<T (BEFHBZ) RAOKBEEREET A FF 1
(REREEEOIEMFD 2o\ T

R BOEE L WEDEARS #2016 (FRk 2846 A 2 AMBRE) 128
WC EFNERMOEROREHEZRZZ L NBVAETN LI L 2T
O EFMERR Z2ECLERBEICEBET I DI REHEREET A F
TAVEERTDZZEELE LR,

SR INIF A= (BIzFHEZ) WA RES: =2 VT4 KT
E120mg = b A V=7 F—RUVRAK FE 120mg Y ) IZ2oWT, i
BRFEEOEEMCG L TERTI2REOBEFREELIRO LB BB
RHEETA FTA L LTRDVELDELEDOT, ZOERICY > TIX,
EAAL RTA VOV TEBESIND L) BENOEREEROERICAT
BERMEBENLET, |
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f—, TAHNLT A ETE120mg LY )
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1. IILBIZ

EEE DA - BEMOEFEOT-DITIZ, BN XELICESWEEERERIR
HHND, K5I, EEOBFERTOERIC LY, HAERLEOEFWRFHIEM
WEEETAERMIVERESNEHTT, INOHOERMEEICNE LT B BHEICHT
BT A D L RRBEOREL RoTEY . BREMBGEE L WHEOEKSGE2016 (F
Fk284F6 82 A BIRBIRE) I2RBW\WThH, EHHWERBEOEHAORBLHEEEZND Z L
LENTW3B,

THRERRE R AT AEER T, ERERCREE T 0 7 7 A VRREOERR L
BALNCRRDZERDHD, 20D, BOERVREMICET 2FRBT2EES
NAETHOR., UZEEROBELMZITE 2 LRHFINIBEICH L THEAY
e enliz, BERARRBR LEBRICKNERMLEZ DT L 753‘FI§‘E7‘£~71’0)§1¢2‘?%7‘:
TEREECHERTAZENEETH D,

LEERoT, AL RIA U Tid, BREESLZNETREBLN TV IERERS
B« BRI ESE UTOERMORERERZHET 2BRDPOLERE
., Z2FROEEFEETT.

BRI, RIA RIA %, BIATHEARRGERBIRASHE. —REFEAR
AR —BaEEEA BAERES., —RAEFEA B AR ERARZES R URTE
JEBEFIEEEA B AR M ENBRESOWR /IO LK LT,

WHBLRIEES : TATVT AR TEI120mg A — V=7 F— ZLHNVT
ARTE120mg VU vy (—4 : INVAXA<T (BiaTH
#2)) '

RBERDPEIDHE : FERBRIEOTIEIH -

HRELAAERVEE : BE. BRACRINVIR AT (BEFHEKEZ) & LTHREIZ
240mg xR TH/E L, SEIX 1V ABRTI120mg 2R THRET
60

BEREESA: BRI —T4) ) K&t

2. AFIOKEL. TERBF
TAHNT 4 ETFE 120mg A— hA v V= 2 F—, TAHNT 4 L FHE 120mg &
VoY (—R4&  INVIRA<T (BaFi#z) . DUF TRAD ) 1 vy b=
VEBEFEE~TF K (Calcitonin-gene related peptide : CGRP) IZH& T 2B x-FHA#
Zt MbigG4E® /) 7 a—FAHETH S,
CGRP XX IC S XHRE TRAT AIHBESTF F T, MEKRE, KERE. BREX
RIZBITAEERHH Y2, FERAECIILP CGRPEENEFLTEY Y | FE
FHREIC CGRP 2 H5T5 & HEBERENBESIND ¥, LEH-T, £/ 7u—7F
AFKIC & B CGRP OB, HERRRIEOREZINGIT 5 Z LA END,



3. BREERRER
Jr BRI R AE D ZIE PN O AERRK ﬂﬁ%ﬁoti&%%ﬁﬁwﬁﬁéﬁfo

(1) Er%E 24838 (CGANRER)

[RBROME]
ﬂwﬁﬁE&Uﬁéﬁ&@%aﬁﬁ%%%ﬁﬁ#éﬁ%f AAANREMRER
BE 459 Bl e LEEBEAL_ESRT 7 AR R EERBRIEN 40 MR CEE
iz,
WIAABON—2F 4 VRIEHEICHS 6 V AR _EEHRESHM,. T0% 47
AW BRBENE & Sk, ZEEREEHMTORE - BEIX. 778K, #1120
(FIEDH 240) Xix240mg#H 1[H (26E) , RF®RE L Shi-, TEHHER
. CEERBEH 6V AICBITA I I ARBRZY O Migraine Headache Days (MHD,
RERXIIABEROBRVWSEZ o7 ORX—2AT 4 b DOELEE ST,

[F7a R A

. 8~ﬁﬁ@%ﬁXiﬁ

 [EMEEEES%S (International Headache Society : IHS) ® ICHD % 3 lR BhR (1.1 X
&iu)@m% LB FEROBIZ I TV B AL

o 1HFULEINORIEBERDD . RYHIOREN ORI VRITHREE

o RIZV—=VTRIO3IHAROR—RT A REHEPD 1 58 H7Y O MHD
BEHA~14 BTHY . FERRIESAICES 2B L -T2 BE

723, ICHD 5 3 bR B R TRESE &1 2 FrRFER L B VEERR ., FREARIERG
WEME= o —u"F— BRERER, SRRy 7247 [ARESAERE (%K
XITFERME) | IRFAREME B, &UM%E%%%#DH@V(MF”ﬁﬁF)%
atr] ORBEZETIRE IS S,

%R
AHBEORERIT, ARARTH D 120 mg REFOFEOHIBTT 5,

[FzhiE s R ]
FEFHIER THD MHD OR—ZAF A4 UNHEDEBORRIZR 1 DB TH

. 77 ERHELORICEEEN TSN,



= 1MHD D_N—Z 54 Vi bOELE (TTHENTxISRER) (CGANRER)

EH I RBER | A 120 mgRE5R
(N=230) (N=115)
R—RF A VED ‘ 8.6 (3.0) 8.6 (2.8)
“EERBESHVAED : 8.3 (5.1) 56 (4.4)
RS54 hbOEE (B/R) EDEY 0.6 (0.2) -3.6(0.3)
BEZE [95%EEXM] &) ' -3.0 [-3.8,-2.2]

ED FHiE BERE)

T2 BAREHE (BERS)

E3) p<0.001 (BEMOTHES D, FEALE : @ 0.05) . REDSEHOREITIE, AT v 7 F ULk
@ Dunnett BREZ A=, BERE, KB (B) . #E5#L¥R (B) OXEEAEZEEDR, N—R 74
YD1HABHEYDMHD, R—Z5A D1 HAHEY DOMHD &% (B) OREERAZIEERL L
mixed models repeated measures (MMRM) ~ (Ft4y8igis « EHE. 6 0 A ORSHMICBT 2 REHD IS

Rz W #E)

[ZaMEDRER] |
CGANRBRO _BEERFSHPRHOEEBTROENER 2IZFT,

R 2 _EERBRSHMMOAEEROEN (ZRNAAREF)  (CGAN RER)

75w R LR A% 120 mg % 5-5¢
(N=230) (N=115)
n (%) ) n (%)
FET-HI : 0 ' 0
EEREEES 0 3(2.6)
BBREOBREPIIE -~ HEES 0 5(4.4)
FEESR 149 (64.8) 98 (85.2)
BREL ORRBRENTEHRZVWEEER 17 (7.4) 34 (29.6)

Be B N =M 2ErOBE; n = REAK
CEERERSHEICERD ONTEVTROOHETRRAEEN SHULOFEEREEK 3
2R,

3 _EERBSHMATROONEEREEESR (REMMITHRER) (CGANRER)

TR EH AFKI 120 mg R 58

(N=230) © (N=115)
n (%) n (%)

TESERALAIBE 5(2.2) 17 (14.8)

SRR 3(1.3) : 12 (10.4)
TESTERALZ D FERR 0 (0) 10 8.7)
LI Y ‘ 3(1.3) 9(7.8)
TESHEILETE 3(1.3) 7(6.1)
BESE 5(2.2) 7(6.1)
BR 5(2.2) 7(6.1)

B N=REMMITRER O BEE; n = FHRFEK



2) EEERE 3 HEEBR (CGAW HER)

[RBROME]
mﬂfﬁ%T+“&E@¢ﬁﬁr&U§ﬁﬁﬁfﬁ%;ﬁﬁéxﬂmﬁﬁﬁﬁvﬁ
EMERFT 5 BT, REERTRBE SUIREREREE 462 61 (RAN 4261%
Eie) BRBE LIEREL—ESHRT T R RBILBERBRAEN 64 iR CEHEX
niz,

ARBRIIH 1 W AROR—2 514 AR, 3VARO_EEREEHRMEVN3I H
ABOFERBREYMOBRENTZ, _EERBESHMHORE - AR, 77%
ARXIIAA 120mg (FIEIDZH 240mg) #H 1\ (£3E) \ FFREEEhE, TE
FHEEBIX, —EERBEMIVACRITA 1 ZAMSPRY © MHD (FEEREXITHEE
 BOBVREISTEE) OR—RTAUnbOBEE S,

[ 7n R B HE]

o 18~75 DB T Lotk

» ICHDZE3AR (1.1, 12XiX13) DEBRRICLZREROREI #Z CW2BE

o 1EULEAPORAERERDY ., BAORBEN SORL VATTH 5 BHE,

o R V—=UTHID3TARVOR—ZT A L REHEFRD 1 5 A H72Y D MHD

BICEH4BULTHY, BHEORVABAIESY 1 BULES - T-BE,
o BE 10 FRIZBRATS CQ VAU LDORRMHAEORS) Tholz, XK
SR UOEAFELZEHE LT, UTREEND 2~4 BEOFIERFEEOREM

FIZEFBRAR+ 3 ThH o - fisk (EREE. LG UIEMOMER) 27T
HHERE,

Iu7Z7 ) ua—NVXiEA N e —)

rETZ<w—F

2V 7 B X divalproex

TINITFTFY

flunarizine

HTYHNE

ABRIBERY Y X 2EH (BEAFHICHTIRY ) X ABEROREHR

I TWEES)

h. ZOMAERRBEOREMHIE L L TEETERIN TV ERM,

CARRIZIERERRR ChoTnied, RATHERBICEET 208 - DR/~

RVEHIRFENTN, BAFTERBINTWEE XY PUEREIX hiZEERLTH

7=)

@ A TP

7233, ICHD % 3 iR B IR CREZR S 4L D F R IERFGMEE B MERE. BREARMER
BB = o — /R F— HRBER. XIIAEBY ¥4 7 [FRESEFER (1



/ ‘
L
SRR | IRERREAL A BIE . ROMMEERTIE R A O H IR OMER A
%) ab] ORBELHET 5BEIMA S,

[R5R]

[E DR R] _
FTEIHIEE THA MHD D_R—R 5 UL DOENBEDORERIIER 4 LBV TH
D, TSR RBLOMICAERENTRENL, i, KEMTERBE R B A TR
BEDEMSERICI T 5 EEFHEEE OBRIIR SO LEBY ThHhol,

F# AMHD DR—R 5 A vinbDELE (TT TR RER) (CGAW RBR)

, TR A% 120 mg
g CRER 58
MN=230) (N=232)
N2 F A ED ' ' 129 (5.7 13.4 (6.1)
CEERBSHIVAED 114 (67) 8.4 (6.4)
RS vinbDEE (A/A) EDEI) -1.0(0.3) -4.1(0.3)
BERZE [95%IRIMERI] =) | ' [_3.'93‘_12.3]

E1) FHE EERE)

E2) BAARVHE (RERE)

I 3) p<0.0001 (gated testing 2 X 2BEROTEH Y . HEALE : @ 0.05) , BEH, HEIE, *

Be (B) . BEHLKR () OREFAZEEDERE, N—AF7A 0 1 HAHKY O MHD RUS—2R

SAvD 1 AABEYDO MHD &3kEE (A) OXEEMAZILERL L7 mixed models repeated measures
(MMRM) (GESEEE : E8E, 3 0B oRSHMICR T 2REHOEPRICI VHE)

% 5 REM S TERBEE R OBM A EREREOHSEAICKIT S MHD DN—RX T A Vipb D
FILE (TTHEITXRER) (CGAW RER)

REMER ERER £ B4 BER RS
ISR AE] 120 mg 7S8R A5 120 mg
IEHB . RER wERE BEE BERE
, (N=132) (N=137) (N=98) (N=95)
NR—R 5 A ED 92 (2.7) 9.5 (3.0) 18.1( 4.6) 19.2( 4.7)
CEEREEINARED 8.0( 4.8) 5.9( 42) 15.9( 6.3) 123( 73)
Ay Ay PEE|  g3(03) 29( 03) 22( 0.6) -5.9( 0.7)

E1) FHE (BERE) .

T2 BANTRETHE (EERE)

7 3) BER. M IE. Kk (A) . ®ERIKRE (A) OREEREBEHR. SI—RATAVD 1
BT OMHD BOR—R5 A D1 H7Y O MHD L3kbt (B) OREERZHERL LT mixed
modej}éggaeated measures (MMRM)  (FE48iEiE  EiEE. 3 0 AOREHMICB T 2EEHOEZRIC
v '

[ReMDRER]
CGAW RBR O " EERFSHEOAEEREZOBENER 6177,



® 6 _HERREHMOAEEROREN (R&MMITHREH) (CGAW REBR)

T REE# AF 120 mg R 57

(N=230) (N=232)

n (%) n (%)
FETH 0 0
BERRAEER ; 2 (09 : 2 (09)
BREOREHILICE-AEER 0 1 (0.4)
FEES 122 (53.0) 119 (51.3)
BRELOCRAFERBEEHRBVWEEESR v 34 (14.8) 37 (16.0)

BEE: N=RE&WBIrd S8R0 RER; n=RHEEK

"EERRSHRMICED DN ERREFRIT, EWEE (77 2R 21 Fil, FH)
120 mgEE164)) ROEHEAIER (77 2 RBE13H., AF 120 mgBESH) Thol,

G) ENEME5RE (CGAP2E)

[RBrOEE] , ,

AHEEHHEE L L &oRel, IAERVENEEZBET 3 BT, CGAN R

RO_EERBEMMERT L AARARKEEFERBE 246 fIRUCEFHRO B AR
HRERERE 65 Pl g & LI ERFESRBEBRBEN 4 ik TEBE I,
AR IV ARBONR—R T4 UBIESRE. 120 BREOFSHRESHE. 4 v AR
BEBEEHM OB Ih, REMRFHERE L. FERBRSHMMLOHBLE,
- BRI, A 120 (CGANRBRO 7 7 v REEH) O BT LI KIEM A EE AL KOS
MR BREILPIRION 240) Xix240mgx A 1E (&£ 12E) | KTHEEL SN,

[REM R EERBE O RIREHE]
e CGAN RBRO_EEREIBZZET LEBAERRKRR~SN LD, BR - B
NEHEL CGANRBREZSROZ &,

[18 4k BB B D 7R B 2]

o 18~65ERDBME T Lt ’

« ICHDE3MRBAR (13) OEBICIZ2BHAFEEOBEEZIITEY . BIOR
FED SO K VRIDBERZ V—=V 780 3 WARRUR—RT 4 AIERR
FO1IADEYOEBRENREY 15 AL (ZOS bREBOBEEAETS
PREEH-TCBNRAICSHLUL) THY, BEOLRVAENRAEY1IBLETSH
ST BE

7235, ICHD % 3 i B AR CRESR S 25 FTHSERRLIEE AL ERR ., BRIEARILR
RN = o — moRF— BERER. NBHEEY 7247 [AREEAER (I
R SUIRENE) | IR, ROBMEMERTRZ M4 5 FEER (MERAEE
) zet] ORBEZETSBEIRSI SN, '

7



[#E#]
[ZeMEDRER] , '
CGAP RB DI ERBEHBOEEEZROBENER 71T T,

®7 #’é—‘ﬁ&“b},ﬂﬁ MOBREEROBL (REMFATHRER) (CGAPHER)

REMEREE B R
Z#H 120mg  AF240mg  FH 120mg A 240mg BF
(N=120) (N=126) (N=32) (N=33) (N=311)
n (%) n (%) n (%) n (%) n (%)

- FETH 0 0 0 0 : 0
BELRAEFS 4(3.3) 2(1.6) 1(3.1) 2(6.1) 9(2.9)
BBREOREFILITE- T 5(4.2) 7 (5.6) 3(9.4) 4(12.1) 19 (6.1)

BFEFS
FEFER 108 (90.0) 117 (92.9) 31 (96.9) 29 (87.9) 285 (91.6)
BREL ORRBFRLEEE 39 (32.5) 47 (37.3) 9(28.1) 7(212) 102 (32.8)
HskeWEEESR !

BB N = BT RER O BEL; n=FHRHIE

FERBEHICRD DNV TNUOROBETRABIED. 10%U LOFEEFREZE 8
IR, '

# 3 HERBEHETRD DN EREEER (ZE&MMATHSER) (CGAPHR)

R B ~ BYEAEE
AF120mg  AF|240mg  AFF 120mg  FF 240 mg &#t
(N=120) (N=126) (N=32) (N=33) (N=311)
n (%) n (%) n (%) n (%) n (%)
Wl =R 3 52 (43.3) 61 (48.4) 13 (40.6) 16 (48.5) 142 (45.7)
HESHERATALBE 22 (18.3) 31 (24.6) 3(9.4) 309.1). 59 (19.0)
FEFHERALZ 5 RS 17 (14.2) 26 (20.6) 5(15.6) 4 (12.1) 52 (16.7)
A INEH 13 (10.8) 16 (12.7) 4(12.5) 2(6.1) 35(11.3)
AR 5(4.2) 14 (11.1) 2(6.3) 3(9.1) 24 (1.7)

BB N =M RER O BB n=RAFIHK



4. HERRIZOWT

ARIPEIS & 72 % BEOBRE R EMEOHWNIL, BEIZTbh2 ZLB3RDL
. AEORENEN 2R EENUNOEREEBZENTAZEBBETH S,
iz, AEOREICL Y EERBERANRR LB L E ARG 2T 5 2 L AKLE
2720, RTFTOO~@DT RTEMETHRICBWTERTIRETH D,

@ m#RIZoOWVWT

. REERORRE, BBl T, 2W. AR (25 BEEROREIA KT/
20139 ) EZBEAL, RFNZOWTO+LHRMHER L TWAEN CUTO<E
FEH>ZR) BAFICET2RROBEE L LTRESL TS Z &,

< [ERMEH>
UTORAERMETI L,

> ERMAFFRER 2 EOEHERZET L-RIC, HREE2ETIRBODEIC
SELULDBRBEREFLTCNAZ &, _

> AHIOZHRHEE BRIRICIT o 72 LT, BEMEGDORIEITOWT ORI %18
PNTAT I 2 e N TEB T L, |

> BREZETARBOBDRERICEETIUTOREDEMEDRELZALTNS
z &, |
- BAMRZES
- BAERES
- BARRI¥ES RAENREME)
- BARRMREANEI S

. TR & OERMDOT-DIZ MRIZIZ L ZBRENKLE LM L-BE. YikE
BILIHERSBEOEMM 2 BT A ER &BEE L, LERIOEE RSN T
X LEBNESTNEIZ L,

@ BENOERMFHREROEHIZONT

o BEGRENLOEMN - RAMSEORFNEROEES, FEERRRAL
TG E B 2SS E MEXEE R E2ERCNIITI T L EDERLFERER,
EROEHINESTNDEZ &,

@ BHER~ORBIZONT |

. EFKdh ) 27 EHEHE (RMP) DREMRFFRICEBEINBIER, #H
FOERICEB S NZBWERICK LT, YR XILEREREEORME 2
FTHEMEELL, BIEROBHOMSICE L THRERVOZXELZZT, BD
(CEYRLBER TE SBHPE-TNDH I L,



5. EXBLIRDBE

[BEFBRIRIC-ONT]
BE5EOEF DB HT- > Tid, uT®1~4@¢~T%ﬁtT$%T%6 L EHE
RT3,

1. EEEERESIE (CHD & 3 ) 2BBC+422RE2EH L, Bk H 2 XI3HEI
KOBRNFEEREORENBICERE LR L TWE, XIBHEREFETHSH Z
ERRER I TS,

2. AFIOBESEEN 3 AL EICBNT, 1 AA B YO MHD AFH 4 AU ET
HD,

3. IR, AEEORE, BEKEOMHR. X FLVATRU AL MEDEREMRER
VR ERREOAMEEREZHEICERE L TWIBRETHY ., ZNHDRKEE
I F->Th BEAFBICXEE X LT3,

4, ARFRTBEAR ®Hﬁf%¢®%7mﬂﬁ(fn77/u—wﬁ@ﬁ AWTH@
F R TA, wR ) DUEBES) onThaw, FRO~@n5Hbm 120k
DOEBIC X > THERAXIIMRETE 2V,

O BHRB+FITH/ELNRN
©® AEMEIMEN
B R, XIEWERASOBAN O REME~DBRWEENRH S

[# 5 ofksE - iz oW ]
AFBREFEROZEEZ BB L, AFREEBEI VA GREREREGR) B
AR L OB ML T L TEROEENED bR WEEITIE., FAlOKREFIE
BPEETDZIL, ERFOBRLEHNICREMEOERICOVTHRET L. ERIER
HOME - BEEICLY BEEFECKES X &R RoBETIT. AFOREF
IEZZERTDHZ L,

2B, BRATNRE LEBARBICBNT, Kﬂ@18ﬁﬂ%ﬁzéﬁm%%i&
v,

10



6. BEITBL THETREFE
1) AFOES A LEERBBIEDOHKER LA T 2 BEIC OV TRAFORE R
BRThHD, #ELRNI L,

2) TTHF747%v—, WEERE., ERZEOEERBEESREIN TN, 8
BETHTO. BESRD bNEBEITIIRELESLICTIET 572 LEEH A
MBEITH 2 &, BEERBHERIIFAARERAB BN TLHbbh 3
ERBHY, FEREBEIL ZERD B, |

3) WTCEICMZ, BEIRITEE MERT 2 RS ICES S AH OGS R CHETE
ERAODIBRERERL BB L THLERTE L,

4) AH|DORMP 2R L, ZLERFNERLHEIR T2 L,

5) AFNIHERBBIEOREMH O OEKITH B2, AFNC L 5% HICH
BRENRE UEBAITIE, HEICR CTAESRELXHVS L5, BFIcHE
BB,

(51 A3CHR]

" 1) Brain SD, Williams TJ, Tippins JR, et al. 1985. Calcitonin gene-related peptide is a potent
vasodilator. Nature. 1985;313(5997):54-56.

2) Hirsch S, Corradini L, Just S, et al. The CGRP receptor antagonist BIBN4096BS peripherally
alleviates inflammatory pain in rats. Pain. 2013;154(5):700-707.

3) Edvinsson L, Goadsby PJ. Neuropeptides in migraine and cluster headache. Cephalalgia.
1994;14(5):320-327.

4) Lassen LH, Haderslev PA, Jacobsen VB, et al. CGRP may play a causative role in migraine.
Cephalalgia. 2002;22(1):54-61.

5) \BHEARORBERIA F7 A4 V1EREBES (R) . amqaﬁ%éé - BAEERYSs (BE) .
E&@f@*ﬁﬁ4b74xamsﬁm[3¥ihnm1
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