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HMEFHZINKO LB EFERHHEET A 74 ELTHRDELEDEL
72T, ZOMERICH > TIE, KTARFTA OV THESINLS LI,
EENOEBREE KR OEFII T2 EmE2BEW L £,



ESEHHEE T A R Z A
7L X AT (Bfs R Z)
(x7cth : 72 a B TFE225mg > U )

S 348 H
JE A S E A

LIRS




ER/N

A o

X LI

AFN DR, MERBEST
)i 4 e lANE
LGSR E D EE

FHGIZERE L TRHE T & HIH

P2
P3
P4
P16
P17
P18



1. 1ZL®IC

=3 DA M « ZENEDHECR DO T- DIZIE, WA SUEFIZE DWW o E e H 23K D
BiILD, ST, IEFEORFEIN ORI LV | HUAR =3RS O S 78 U E BT
EHTHEELMPKRINDIHT T, TNODOEMRELZBICHEE 5 BEITEYIC Rt
THZENEBOBEE 72> THY | RFEMEBGEE & SR DO IEARTE 2016 (AL 28 4F
6 A 2 HEERIRE) 2B\ TH, FEHEERLEOMHOREHELZXS Z & L3
TW5,

BBUERET 26+ 2 EEaL, RS Z 27 v 7 7 A VS BEFEO EFE S & B
ODNZERLZZERNHDH, 207D, AOMEROLEVEIZET 2 RN+ oEE IS
FCOM, Y%EHRLOBELZBIZT L2 ERMFFSNLBEICH L THEHAT L L
BT, BIEH B LRI Bt in g & D 2 & DS R — 8 O B 2 i 72 9 i
BICHEHTAZENEETHD,

Lo T, KAA KT AT, BAFBEESLZNE TILHE LA TWDEFIETH) -
B RN EE S & | LT ORI O fei 7ol H 2 HEE T 28180 b B R B & %
RO ERHZ RT,

B ARTA NI A A%, MNATBAE NEE G ERESR G, —tEEAN AR
PR, —EEE N B ARBR P, —RAEETEAN BARNE S —REETEAN R AR
PR EE 7 Je OVRF E FE B FITEENE N B AR IS NIE T2 O ) O b &R
L7,

KGR HERL 7Y a U TFE25mg VY oY
(—fs : 7L~ A~T (B THHLZ))

R ERDRREIUIHE « Fr o FAE O FIE I

LR AEERORE  BE, RACIE T LvRx A~T (BETHERZ) L LT4EmI
1 [ 225 mg % & F#579 %, XX 12 82 118 675 mg KT
BhHT 5,

Bl AR 5E ¥ F . RIS S




2. KHIOFE. 1EHET

TYa bR TFE2Smg v Y (A T LR A~ T GRIE R L) LT TR
A1) i, BBANOERMIZH LY b=V iBis FBEE 7T R (Calcitonin gene-related
peptide : CGRP) IZf5 &3 2~ U AHIEMAH kO v MEfE 7 =7 U G (IgG) 2Aa/kappa
T/ 7ua—FAHETHD,

R EEIR OIF BEAEFRIL F 7740 ITRIH S U TUVIZRWNAS ] B 2 il A3 A i oD 1. 4% i D
ICHFTET 5 = XMROBRICEHA T2 2L T, —RER==2—a2 OIFMEREZ Y |
PRRAER DB CGRP R0V 7 A% AP 72 & O M VEE I DOMIRA T F R S 4,
TR IS 320 C DRI JAE S AL S AL, A8 D38 BE 7R YEARIZ {4 JE FH O 2338 S 4L
HZETER/MNELDE VN ImNBENTND D,

ZDXHIZ, CGRP T EHEOIRREAFICE G L TRV, £/ 7 e —FAFiRIZ LD
CGRP DOFHFIL, FERBIEOIIELIHIT 5 Z L AR SN D,



3. FRR R
SRR S AE O FEIE N O AGREE I G 21T - 72 T 72 AR R BR O plis & v 9,

(1) 184 R AR 2t & U 7z [ERRIC (A 26 11/ IAHEER  (406-102-00001 545R)
[FBR O]

AANOF N R O V2 T 5 B 181 7 888 (Chronic Migraine, LA TCM )
B 569 B (HARN 479 Bl G&de) Zxtgl LImBiELL —HEMR Y T R xR
BRAS 0 AN OEE 0D 67 Jitigk T3l S 7=,

4 \RORA 7 ) —= T (XR—=ZF 4 ) 1Tk 12 BEA _EHEHREGHM L
iz, —HEMRBEGHFICB T 2EBEORE - HEIZR 1 OLBY Thoto, 1EFE
ME BT, —EERESH 12 \ICBIT5 48720 o EELL FoOER A oR—
ATA UL DEbEE ST,

x1 —EERREHMICETL0REORE - AE

Mk - &
77 ek 7R & 4 I 1AL 128 GF3E) EFRE
MIENIAFA 675 mg ) ,U\[Sk TAHK| 225 mg 4 W1\, 12 B G

Kl 225 /4 R
me/AHE e e ras

WIENIAA] 675 mg, DAL T2 AR %2 4 BRI 1 =], 12 B G 3 (=
AFl 675 mg/12 AR ey 2 = :
T 5
) AANOARINIZHELOCHERERIZ, 4 EFIZ 1E225mg, I 12 BRHIZ 1[E 675 mg DK T#EThH

éO

< F R BPULAE>
< 18 LA E 70 3 LA T DB 3 ot
- [FEEAT 12 7 A DL ERNC A8 (ERRERE % (International Headache Society, LA N
MHS)) @ ICHD %5 3 il p iICHE3<) DOIREEA T 5, UIEERHIEHIC X v 8w
(IHS @ ICHD % 3 il B hiIC L W LR BIZHEA L7RVY) WRBE NS BE T, 2
O R EER DIIEN 50 UL T TH 5,
« A7 V== 7 HIRHIZ, LT O CM OREUEA i 7= 3 B
- BB ISBLUEDD
- O~@DWF A A 73 IR B (IR SUI A BR OBV Z o 72 A
) N8 AL LEDHD
@© ICHD % 3 iR B> T1.1 BIIRDZRWFEER] O CEB LD
@ ICHD F 3 R B hRD 1.2 FiJkDH LB OBBLOC
@ REEmMAEDIS (FEERZWEED 5 B 1 ORZ ShThaan)
@ MEEZMSNTEBY ., ERIC Y 77 U RER UIRAFT UK EH L

72¥. ICHD % 3 BB WD 1.2 Rk H 2 R 88N G (28 D B s eah (5
FEME R OFetE) K OMERPERTIR 2 £ 5 Frgass (ISR EER) OBEERE X & OHE &
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BT 5 BEITRBRICHAAN SN2 - T2,

[R5 5]

< H >

FHEIFMBEA TH D _EHEMRKEGY 12 BT 4 @EH7- 0 OhEELL EOTER B
DR—=AFTA DD DOEAEER 2 IRT, 77 vREEE R L CHASIREE B2, 4
W& 7= 0 O EOTEE B Ik 2 H B R DR S iz,

x2 _—EERREH12:ETO4ERHEYOHFEELULEOEBERKD
R=—RSA 0 bDEILE (FAS)

AH
225 mg/4 I FE 675 mg/12 HEHE 77 v AREE
(n=187) (n=189) (n=190)
R—R T A D 132+54 13.4+5.4 13.5+5.0
CHEEREGH 12 HED 93+5.9 9.5+6.0 11.2+54
NR—=R T A b O ETE), iE3) —4.12+0.43 —4.14+0.43 —2.45+0.43
T RREEL DFEES) —1.67 —1.69
[95%/15 #E X fH ] [—2.54, —0.80] [—2.55, —0.82] —
pfE 0.0002 0.0001

A1) EEE SRS

1 2) o REEE AR

H3) BHHE M ERON—2 T A Uk R THEEHOGIEEZBEEDR, X—RF 1 TOHE
FELLEOFESE AR O R SR RIERER A AR L L7z ANCOVA, 2B, MEDSLEMEZFHET S
72012, FIDIZARA] 225 mg/4 B L 7T B RO LER 21TV, AEENRD bNEHEE, KIZ
675 mg/12 WRE L 7T B RBEDO 1T > 7=,



2>
HEFELRT, AHF225 mg/4HEE61.7% (11661) . 675 mg/12i8EE61.1% (116%1) . 77
Jm”‘ﬁ%l 8% (118f) 28D LTz, “HEBRKEGEHMIZIE W TWF DR T2%LL k
IO LNTHEFRIIRIOLEEBY ThoTo,

£3 Z“EERRSHREICEVTOVINAADET2RULIZRBELL-EEER
(REMEBITHRER)

AFH
HLRA 225 mg/4 HEE 675 mg/12 WEE 7T AR
(n=188) (n=190) (n=191)

S R A 33 (17.6%) 23 (12.1%) 24 (12.6%)
MEEER 30 (16.0%) 40 (21.1%) 36 (18.8%)
BT ERAALEE 29 (15.4%) 23 (12.1%) 21 (11.0%)
SRR hAL ST 14 (7.4%) 24 (12.6%) 17 (8.9%)
TEHF RN 2 9 PR 10 (5.3%) 3 (1.6%) 5 (2.6%)
ERigL] 5(2.7%) 1 (0.5%) 1(0.5%)
L INx W 4 (2.1%) 2 (1.1%) 3 (1.6%)
T 3 (1.6%) 4 (2.1%) 0

M S5 2 (1.1%) 4 (2.1%) 0
G 2 (1.1%) 5(2.6%) 2 (1.0%)
2% 0 4 (2.1%) 1 (0.5%)

11125(%)

A mm%iﬁm:oto HERAEFFRIL. AH 225 mg/4 87 3 41 [1.6% (i
i, PP, mEE) 1, 675 mg/12 WAL 1 41 [0.5% (A > 7= ¥) ] IZFB O HiLizhs,
W BRI L OBEME X eV Sl S T, B FIEICE T2 EFLT, mAA
HETITROONT, 7T BRBET 26 [1.0% (FEER. HEREREIM., A EREHEM) ]
RO BT, B, BIVEAIL. AA| 225 mg/4 AL 29.3% (55 1) . 675 mg/12 AL 32.1%

(61 ), 7Z7AREE283% (54 H) TR BTz,



(2) EMRIEREE Z X% L U7 FEEEILE S /MHEER  (406-102-00002 FX5k)
[FRBR O]

AHN DAL VLM E G 5 BT, KIEMFE (Episodic Migraine, AT
TEMJ) 3 356 5] (AAN 301 Bl z&te) x5 e LIEEAL —EEMR T 7 B Ak
FRELESERIBR 23 H A Je OV [E 0 67 Jiliak C b S 7z,

4 \DORA 7 ) —=2 T (R—RF 4 ) 1Tk 12 BEPA _EHER&EGHME X
iz, “HERBEGYFICBT 21EBEO ML - HEIIR4DOLEBY ThoT-, EEFT
A B I, —EERESH 12 8128025 4 B0 OFEERBEORX—RF A4 )
5OEEE ST,

x4 _EEBREREHREICEITAABREORE - A=
ik - A&
A iy i 7T RE 4B 1AL, 1288 GF3E) K T#&E
AFK 225 mg/4 BEE KA 225 mg & 4 BN 1A, 12 8 GF3E) B F&ES
WIENIAFA] 675 mg, LIEIZT 7 2R % 4 BENC 1A, 123808 (G 3 =)
K T#5:

AH 675 mg/12 HEE

< ER IR TE >
-+ 18 LA | 70 s LT O BT A
- FIERA 12 » ALLERTICHEER (IHS @ ICHD % 3 R B HUCHES<L) OREZ AT
% OXEEFHEIRIC X v FrEEdE (IHS @ ICHD % 3 il B RIS & 0 fh o BRI TE A L 72
V) DRI IS T, O R EIEOFRIED 50 L FTH D,
- A7 Y —=U 7 HIEFIT, LT O EM OREER - T B
- B HED 6 HULE 14 HUTFTHD
- O~@oWT N ETHER AN 4 AU ES S
O ICHD-3B 2k 1.1 BiJkD 72 W] O C B LD
© ICHD-3B 2D 1.2 fikodH 5 i) O BB LOC
@ FEmMAEELILD (FERZEEED 5 5 1 DWiz ST
@ WeEZBEhTRY ., HRIC N FX2 U RBEA I EABERZEH L

723, ICHD % 3 fg phR> T1.2 AidkD & 5 880 | 1S F 405 st s (L
M R OFRENE) R O ERTIR & £ 5 R 8EsE (IR 5898) O BEAEIRE U A DHE %
BT 5 EEITRRICHEA AN SN o T,



[FER]

<HhHE>

FEMEEE TH D, —HEREGH 12 #HTO 4 BEEH7- 0 O EERE B EOR—A
TAUMEDOELEEE SIORT, 7T RREEE i L ClAFIREE bic, 4 BB H7-
D O R BT A A E R DR S T,

x5 _EERESH12ETO4EEGELYDREREBBO
R=—RSA o bDEILE (FAS)

AH
225 mg/4 B EE 675 mg/12 JE#E 77 v AREE
(n=121) (n=117) (n=116)
NR—RA T A kD 8.62.5 8.8+2.5 9.0+2.8
CHEEREGH 12 HED 49+3.0 5.0+3.3 8.2+3.7
NR—=R T A b O ETE, iE3) —4.00+0.37 —4.02+0.38 —1.02+0.38
T T RRBEL DAL —2.98 —3.00
[95%/15 #E X fH ] [—3.74, —2.23] [—3.76, —2.24] —
p fiE <0.0001 <0.0001

1) ERIE AR

H2) B/ RHIE SRR S

W 3) BERE MR EEON—R T A RO IR THREA O A FEENR, X—RA T A TONH
R O ERSERER 2 LR/ L L7 ANCOVA, B, MEDLEMZFHEST 57-DI12, #)
DITAH 225 mg/4 BREL 7T B RO ZITV., AEZENRD b HAETX, RIZ 675 mg/12
LTI RO ZIT -1,



<>

HEFERIT, A 225 mg/4 BEE 57.0% (69 #1), 675 mg/12 #HEE 62.7% (74 1)), 7
7B ARHE 65.8% (77 #) IZFRO Lz, —EHEEMEGHMICEWTHTILNORET 2%
LEIZROONTHAERFRIIER 6D LB ThoTo,

£6 —EERRSHEICEVTOVINAADET2RULIZRBELL-EEER
(REMEBITHRER)

AFH

HRL 225 mg/4 HRE 675 mg/12 AL 7T AR

(n=121) (n=118) (n=117)
ST ERALALBE 19 (15.7%) 14 (11.9%) 15 (12.8%)
TS BB A 18 (14.9%) 14 (11.9%) 12 (10.3%)
- MHEE 17 (14.0%) 15 (12.7%) 16 (13.7%)
TS IR 11 (9.1%) 16 (13.6%) 7 (6.0%)
HESRALZ 9 FEIRS 7 (5.8%) 2 (1.7%) 0
AL T7NT oW 6 (5.0%) 2 (1.7%) 1(0.9%)
SRR MR 4 (3.3%) 2 (1.7%) 0
T2 3(2.5%) 1 (0.8%) 0
e 2 (1.7%) 2 (1.7%) 4 (3.4%)
TS EBAL H i, 1 (0.8%) 4 (3.4%) 1 (0.9%)
TR 1 (0.8%) 3(2.5%) 0
GV 1 (0.8%) 0 3 (2.6%)
TR 0 3 (2.5%) 0
i B A& IR 0 3(2.5%) 0
FFEMED 0 1 (0.8%) 3 (2.6%)
A EEYE 0 0 3 (2.6%)
BiIE5(%)

W ERIIEERAEELIIRD N o T, BHEFILICE > T-AERHELIT. AH

675 mg/12 FRETIERRD H AT, 225 mg/4 BEET 1 41 [0.8% (GEHFHBALALED) ], 7T &
REET 161 [0.9% (HERIRRZEH) ] IR BTz, 7238, BIERIZ. AHK 225 mg/4 HEE
26.4% (32 ). 675 mg/12 WHFE 31.4% (37 #). 77 BAREE 23.9% (28 f#]) IZFEH B
72



(3) 1Bt SEm B At G & U7 [E BRI R B MAHRER (TV48125-CNS-30049 #U5R)
[FRBR O]

AAN DA R 22 a5 BT, CM B3 1130 41 (B A A 109 6% & Te)
xtGrl LT EEA L EHEMR T 7 At MEELEGURANE NS O 132 gk T S 4
776

BRI, HE - HE, FEFH0IE H L O F 7@ IRIE I, 406-102-00001 #Ek & [A]
kL S,

723, ICHD % 3 fg B hRd T1.2 RidRD & 5 88 | 128 F 405 st v gis (L
FEME R OV ENE) B QM PERTIR 2 £ 5 Friadm (ISR 58m) O BRI U3 A OFE %
BT 5 BEITRRICHEA AN SN o T,

[#5R]

<H >

TEEE Th D _EERREGH 128 To 4 B H -0 ORI EoOEER B K
DR—=RAFA PO DEACEEZR TITRT, 7 BREEE B L CTlAKREE HI12, 4
& 7= 0 OFERELL EOBRFE BT 2 A B2 23 el S vz,

x7 —_EERIERSH12:ETO48RBSH-YDOFEELLOERBEHD
R—=XS5A4ohbDEILE (FAS)

AH
225 mg/4 I RE 675 mg/12 HEE 77 v AREE
(n=375) (n=375) (n=371)
R—R T A D 12.8+5.8 13.2+5.5 13.3+58
_EEREGH 12 ED 8.0+6.3 8.5+6.3 10.4+6.4
R=A T A OB EE, E3) —4.560.30 —4.26+0.31 —2.46+0.31
TT R AREEL DFEED) —2.11 —1.81
[95%/ 5 #E X i ] [—2.76, —1.45] [—2.46, —1.51] —
pfE <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

WD) CEEIE SRR

7 2) fe/ IR £ R

Bﬁ)&ﬁﬁ PERI, Mg O— R T A VO FEE PRI OB A FEEDR, X—RATA L TOH
SERE L) B O BB O SR BSIE SR ES 2 AR L Lz ANCOVA, 2B, BMEDL B & {4
L7122, AEMEOEEFAGIE B & ORIROFEHE B 122V T, lmﬁﬁ%ﬁ#mwghtoﬁﬂ
225 mg/4 WL L 7T B ARBIZOWTOEEFAEE, _EERKE G 12 BIZB0 5 4 BlHZ0 0
Hﬁﬁﬁﬁ@N*X?4V#B®%k%\Dﬁ@Mﬁﬁ&6Bmynﬁﬁ®WA&77??ﬁ;O
WCOFEEFMIER, 225 mg/4 AL 7 F 2 RBEZOWTO —EHEREGH 12 8I260 2 4 #HEH
7= oEs Fui®ﬁraﬁwﬁmuiﬂ9LKW%ﬁwﬂA6Bmyn BREL 77 B RBEHZ O
TOFEHEFMMIEB ONEIZLEEEZITV, BEICR ST AICROEEEITH Z & & EnT,

YE 4) Wilcoxon rank-sum i (ANCOVA |2 % % 7350 IEBIME] _Ob\’C Shapiro-Wilk & THE (p=0.0063)
Thol-7-D. FFTOHTITHE Wilcoxon rank-sum & E 2 B2 kT & L7-)

10



2>

HEFERIT, A 225 mg/4 BEE71.2% (270 f51]) . 675 mg/12 HEE 70.5% (265 ) .
7T HREE 64.0% (240 ) 1RO HTZ, —EERKEGHMICEBNTHTUOORET
2% BIZRBO OGN AFFLIIREDEBY ThoT,

£8 —EERERSHREICEVTLINADET2BULIZRBELL-EEER

1)

(REMBATNRER)
AFH
HEA 225 mg/4 #EE 675 mg/12 HEE 77 AR
(n=379) (n=376) (n=375)
SRR 99 (26.1%) 114 (30.3%) 104 (27.7%)
TS BB A 90 (23.7%) 74 (19.7%) 68 (18.1%)
TR AL AL BE 75 (19.8%) 80 (21.3%) 60 (16.0%)
R RGE R 16 (4.2%) 18 (4.8%) 15 (4.0%)
VDS 15 (4.0%) 19 (5.1%) 20 (5.3%)
FFENMED 11 (2.9%) 9 (2.4%) 5 (1.3%)
TS EBAL H i, 8 (2.1%) 7 (1.9%) 10 (2.7%)
RSN Z 9 FEIRS 8 (2.1%) 6 (1.6%) 0
GV 6 (1.6%) 4 (1.1%) 11 (2.9%)
Il e 5% 4 (1.1%) 10 (2.7%) 10 (2.7%)
ARt 4 (1.1%) 4 (1.1%) 8 (2.1%)
BiIE5(%)
FLCIE, AH 675 mg/12 RET 1 6] GELCICE -7 EFS B MEPAZEMEMER) R

D HIVTEN,

TRERER & o B
225 mg/4 FEEE 5 B [1.3% (st

IT7en EHIr ST, FOMOEE L/ EFRIL. AH
EEEEY - g, . BASE. IR A,

BT 2 ) —8) ], 675mg/12 MEE2 ] [0.5% CBHi - TS, Mg, 7
TRAREE 6 ] [1.6% (i - A B8, BEREAE, WS, PERIAEE - B0 - R PRI -

SEWEROE, R E, R EEE) ) |
R - SRR ROE 2 bR & |
A ERERIT, AK 225 mg/4 WEET 76 (1.8%) .
ZTEAREETSH (2.1%)
792 (225 mg/4 FHEE 2 4,
675 mg/12 WEE 2 1) KO I (77 BAREE26]) Tholz, 7.
225 mg/4 R 51.2% (194 #1) .
IZERO BT,

TEERER & o B E

675 mg/12 FEEE 2 fi]) |

11

IZFRO Hiv, 7T B ARBEO MR EE - I - K
T2 Efr S, EHIRICE
675 mg/12 AEET 5 61 (1.3%) . 7
B HAL, WT AL OFE THEEGNZRD DAL FRITIEGH AL
EFHEACELEE (225 mg/4 FEE 1 4,
RIERIZ. AH
675 mg/12 JAEE 49.5% (186 f51]) . 77 & A HE 42.4% (159



(4) EVEREER BT 3t g b U7 [E RS (A 58 IAH AR (TV48125-CNS-30050 75#)
[FRBR O]

AFNDOFIE R OV M % a3 2 BT, EM B3 874 5l (HARN 75 iz &)
ZxfGrl LT EEA L ZEHER T 7 At MEEEGUR AN E NSO 123 gk T S 4
776

BRI, HE - HE, FEFH0IE E L O F 7@ EIL, 406-102-00002 #5k & [F]
kL S,

723, ICHD % 3 fg B hRd T1.2 RidRD & 5 88 | 128 F 405 st v gis (L
FEME R OV ENE) B QM PERTIR 2 £ 5 Friadm (ISR 58m) O BRI U3 A OFE %
BT 5 BEITRRICHEA AN SN o T,

(53]

<H >

TEIMIER TH D EERFEGH 12 B TO 4 WEHZ0 OFIER KO- T
AUPLDOEACEERIITRT, T BARREE i U CHAKIREE B2, 4B HD
O R ERE BT A AR B DR S,

x®9 _—_EERESH12ETO4ERHEYDRERBRD
R=XAS4 M LDEIELE (FAS)

AH
225 mg/4 I RE 675 mg/12 HEE 77 v AREE
(n=375) (n=375) (n=371)

R—R T A D 8.9+2.6 9.2+2.6 9.1+2.7
_EEREGH 12 ED 49+3.7 5344.0 6.5+3.7
R=A T A OB EE, E3) —3.66%+0.25 —3.45+0.25 —2.20+0.24
T RREEL DFEES) —1.47 —1.25
[95%/ 5 #E X i ] [—2.01, —0.93] [—1.79, —0.72] —
pfE <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

) R AR =

H2) feh TIREEIE RS

T 3) BERE MR, KL ONR—R T 1 VIO FER THREROFBEZEEIRE, X—RA T TOR
FEIR BB O R EERBIES S A BB L L7 ANCOVA, 2B, MEDLZEM 2L T =012,
BN EBAHMIE B & ORIKIIFEME B 22>\, BEIEFTFIESAV S, AFK 225 mg/4 i
BT T ROV TOFEFREE, —EERKRSEM 128128155 48 &7 O FEE H
2 50%LL b U= #5Ras oFIA 675 mg/12 AL L 77T B RBHI DWW T O EEFEE B ONEIC ik
ATV, BRI STEHEICROEEREITH 2 & L ahviz,

¥ 4) Wilcoxon rank-sum % & (ANCOVA (T K 557D EHLMEIZ DV T Shapiro-Wilk #7E THE (p<0.0001)
Tholzlz, FRIOFEITHE Wilcoxon rank-sum i E & TR ENT & L72)

12



<>

HEFERIT, A 225 mg/4 BEE 66.2% (192 f51]) . 675 mg/12 HHEE 66.3% (193 ) .
77 B AR 584% (171 #) 2D bz, “HEREGHFIZBWTWTANORET
2% BIZEO NI AEFERFGITIR 10D LBV ThoTz,

F10 —EERREHREICEVTOVINAADET 2% ULIZRBEL-EEER
(REMEBITHRER)

AFH

HRL 225 mg/4 FARE 675 mg/12 FERE 7T AR

(n=290) (n=291) (n=293)
SRR 87 (30.0%) 86 (29.6%) 76 (25.9%)
TS BB A 71 (24.5%) 57 (19.6%) 45 (15.4%)
TR AL AL BE 52 (17.9%) 55 (18.9%) 41 (14.0%)
R RGE R 16 (5.5%) 11 (3.8%) 15 (5.1%)
VDS 11 (3.8%) 11 (3.8%) 9 (3.1%)
R & Sk 7 (2.4%) 10 (3.4%) 4 (1.4%)
RUE SR 6 (2.1%) 4 (1.4%) 3 (1.0%)
GV 4 (1.4%) 7 (2.4%) 5(1.7%)
Rl e S 4 (1.4%) 2 (0.7%) 8 (2.7%)
TS EBAL H i, 3 (1.0%) 9 (3.1%) 6 (2.0%)
97 2 (0.7%) 6 (2.1%) 4 (1.4%)
BiIE5(%)

FETIE, ARAI 675 mg/12 HFET 1 FIFRD S8, TRERIE & ORI T A u & fflhr X
Nic, ZTOMOEELRFEFRSIT, AHK 225 mg/4 HEE3 B [0.8% (RIER, £HMHR
EPEMPERIE, AREZ) ], 675 mg/12 HEE2 61 [0.5% (i, EEE) ], 77+
AEET B [1.9% (G54 - FEBEfiEdr, RBmFH - wEEO v, FERRIEEME, 3K
YisBOE ., RIbE, EMER BARME)] RO LI, T ERBEOEERE R
225 mg/4 WEEO LG PEIRE MMM RIEL RE . 1R & ORI X220 & S
Too BHHIEICE S T-AERFLRIL, AAI 225 mg/4 BEE, 675 mg/12 BEEL T 7R
FETH 5 BIRRO AL, W ORETHEEFNIIEE O & 172 TR T TE AL AL BE
(225 mg/4 HE 1 61,675 mg/12 WHEE 2 #1) . FH#1(675 mg/12 FHE 2 1)) | A% (675 mg/12
FHEE 2 1) LOYVH 2% (675 mg/12 EE2 #) Tho7o, 7ok, BWERIX, &K 225 mg/4
TR 47.6% (138 f31]) . 675 mg/12 FEE 47.1% (137 1)) . 7 Z vAREE 37.2% (109 #i) |2

b b,

13



(5) 1814 B M OV T BE FRE 2xbB & L 7= B 5508 (406-102-00003 &
BR)

[FBR O]

A BWEG Lz & 2 OREMEROEREEZBRFT 5 BT, FEHEE 50 #
(CM B3 34 i, EM BF 16 i, 2B HARNIERF]) Zxtg L Lo IEFEmEHE 555
DIEN O 11 Jisk THEE S 47z,

AEMOA T V== T (X—=RF A ) IThe< 52 WP EGHIM & iz, 1%
WIFZ BT DR EOHE - HEIZR 11 OB ThoT,

11 BEHMICEIT5RBRECHZE - A=
ik - H&E
AFK| 225 mg/4 BEE A 225mg P & 4 RIS 1A, 528 G 13 E) KRG
AHN 675 mg/12 BRE  AHI 675 mg Z 12 8B 1 [\, 52 @ Gt 5E) & TF#&5
H) CM IIHIEIO A 675 mg, 703, AREFNOAR I HELOHEIZ, 4 B2 1E 225mg, % 12 #H
12118 675 mg D FHRE5TH 5,

< FARTERFLUE >

-+ 185k LA | 70 LA T D B M ST 2tk

- [FIERE 12 » HLLERNCHEER (IHS @ ICHD %5 3 i p hUCHS<) OfREE A9
% XUXEEFEHIMC & v FEEs (IHS o ICHD %5 3 filt p iliC L W o RIS L
72N) DIRIB IS BE T, DORNBERORIEN 50 LA T Th D,

- A7 U —= WP CM ORHE (BEYE H 2205 15 AU B> R Em o &% (T
FEO~@) OWTNDLOFRMZHMI-THER BN 8 B EH D) ik EM DI
(BEJR B 40s 4 HUL 14 BULF 220 FEROREE (TEO~®@) oW iun ok
a7 R A5 4 AU LD D) &iT-7,

O ICHD-3f WD 1.1 gk eWFEER] O CB LD

© ICHD-3B 2 &HED 1.2 FikOH 58] O BB IOC

@ FEEmNEEDbND (FHERZERLED S B 1 O S TnRn)

@ WeEZMENTEY, HRIC MY 72 o REAIUIRAFERZEH L

723, ICHD % 3 fg phR> T1.2 AidkD & 5 880 | 1S F 405 st s (L
M R OFRENE) R O ERTIR & £ 5 R 8EsE (IR 5898) O BEAEIRE U A DHE %
BT 5 EEITRRICHEA AN SN o T,

[ R]

2>

BEREGIL, AH 225 mg/4 BRE92.0% (23 ). 675 mg/12 HEEE 88.0% (22 ) 127
Do, FEHIFIZEWTOTNNORET 5% EICEO b AEFRITER 12 ©
LBy Thol,
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12 BEHBIZEVLVTVWINIDETSRULIZKBEL-EEER
(REMBITHRER)

AF

R4 225 mg/4 L 675 mg/12 FEE

(n=25) (n=25)
- nEEE 18 (72.0%) 14 (56.0%)
BT ALEE 7 (28.0%) 5 (20.0%)
TSR A A 3 (12.0%) 2 (8.0%)
BB 3 (12.0%) 1 (4.0%)
RSN Z 9 PRI 2 (8.0%) 1 (4.0%)
H #% N EEE 2 (8.0%) 1 (4.0%)
SRR AL ST 1 (4.0%) 3 (12.0%)
% ik 1 (4.0%) 2 (8.0%)
L INx W 1 (4.0%) 2 (8.0%)
e~ L~ 2 1 (4.0%) 2 (8.0%)
R3] 1 (4.0%) 2 (8.0%)

BiI%(%)

FETITERD Lo Te, T OMOEELRAEFEFTRIL, KA 675 mg/12 HFE 2 151 [8.0%
(ZALEPEREREE, < BB THIM) ] 1RO 5L, WIILHIEEREK & OBEME T 720
T ENT, BHEFICEST-AEFRIL, AA 675 mg/12 BEREET 2 41 [8.0% (FE&
ERACALEE, < BT HIM) ] B 6Tz, Zeds, BWERIX. A4 225 mg/4 HEE 44.0% (11
B) . 675 mg/12 BEE 24.0% (6 ) 12D ST,

<HhE>
SHMEIE R TH D, 1RIER 5238 To 458 8MH 7= 0 O FEER A OEEEOHER 1T FR 13
DERBYThHoT,

x13 #5H 52 AR AERBHBDER

N—2F A 1 1 A% 3 A% 6 77 At 12 1 A%
13.9+55 H 9.8+6.6 H 11.8+7.1 H 11.0+64 H 10.5+6.6 H
(n=50) (n=50) (n=50) (n=47) (n=45)

CPEME AR 72)
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4. FEFRIZOWNT

AN SIS & 72 % B OBR K O P Gkt OHIETIL, WU ATHON D Z EARD S,

AANDOFe 538 0] 70 R 8gR & T LS OBRIR B 28N+ 5 Z LB ETH D, F-,
AANDOPeHAZ K0 EEARBIWEM 2 FEH LIZBRIC bl 45 2 E N ER oo,
LIFOO~@DF T EM I fsiZ BV THEMT 2 & TH %,

FEIE O, R & TR W TR (25 RIEER ORI A BT A 2 2013
2) BHEAL, AFNZHOWTOH 7 ki#ad B L TWDHER (BT O <ERE
>ZM) BAFNCBET DIHROBER &L LTRESNATND Z &,

<[ Rl A >

LT OREREAG -3 2 &

> [ERRFFES% 2 SFOPIIIHE 2 & T Liztkic, 8% 27 2B OB
S5AEU EORKREBRAZA L TNWD Z &,

> ARFN O FHE 2 EHENCAT - 72 BT MG O IEIC OV T O W 2 T
UNATH 2 EMTEHZ L,

> HREETOEBODKICEET LU TOFEOHEMEOREELZA L TND
ze,
- HARMR S
- AR 75
- BANEIES (A
- AR RN

N

PRHEL )

TRMETETRE & O8ERIDT- 812 MRI 2 K ARMAE NSV LM LS. Y
SRS IT R B DO B P A2 G 3 D EAT &l U, MEERFICEY) 22y T
X AIREINE S TWAH T &

BEPN D [ 58 ity 1 BB BE O AR I DU T

BURAR S50 b O E - L EMEOIFHIFHROFEC, AHEFRVFEEL
A YIS & M S 7 &l IAT O T L O EAR G WA B, 1%
HOERINES TN Z L,

BIVEH ~D %tz 2T

FEHG Y A7 EREHE (RMP) O EMEREFIHICRLE S U IR, M
EOEFICERE S N BERICR LT, Yaghta ST B RS o B 2
A3 DEMEEHE L. BEROBE-CRISICE L THREA O EZZIT, B
(YR IUE S TE DIRHI - TS 2 L,
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5. BEXG LR DHEH

[ IR ICH> W T

B ORI H 7= > TiZ, LTD 1.~4.0FT _RTCEM-THRETHD Z L2

BT 5,

1. [EFEEERE S (ICHD % 3 i) #5872 a £ L, miJkod 5 Xn]
JKD 72 FEET OFVEN A ITEEKEILL BB L TV D, HEMERIER CTH D =

EDVHER STV D,
2. AHNOEGBRMHT 3 I AU EIZIBWT, 1 A &2 O FEE A B3 4 B
J:’GJ?JZDO

3. MEAR, BAVEORE, @EIEAREOHER, A ML AR T A NEOIERYEIEK
O BERBEEORMEIAREZBEICER L CWHRETH Y, T b DOIRHFE A
N T > CTH HEAERICKEEZ &7 LT\ 5D,

4. A TEARO FERBIEOREMGIFE (Fe 7T v— Vi, ST ok
FRU DA, vRA Y PUERES) oOWnThen, FiO~00 o Hbo 1 oLk
OB X > TR SUIMEE T X 220,

O ZRBFZITHFELNLR
@ EAFEMEDME N
©® o, XITEWEHS OB B REE~DORNBREN D D

(55Ol « H1kiz>nT]

ARFNF G- HTIER ORI 2+ 2B L, 4 BN 1 [R5 056 13K 5-B 41k
3 WA G EEE#) | 12 I 1 B GOEEIIARARGE% 3 VA (1 [E&%54%)
Xz 6 A A QEERGHR) 2 LR EOARRMEZFHE L TIEROBEEDR RO b
WIHEIZIE, ARORGHPIEZZET 52 &, T2 D% b EMIICE Gk D ESR I
DOWTHRES L, SR FEMER B O « B L AR AR m e S s hoiz
Gallid, ARORGTIEZEET 5 L,

B, BARANZHRE LIBRREBRIZR N T, RO 15 U H 2l 2 %6 HRBRIE 72
U,
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6. HEICERL TRHET & HH

@

@

©@ ®

AN DAk U EE 22 BBEUE OBEERE O & 5 BE IOV TIARA O B 53 2L =
Thdled, BELRNT L,

TFT 4 Tx—, MAERE, SRRSO EEBEIEMSNHRE S Tnb, B8
B TIATV, BEDRD DB G A2 E B R IET 5 7 S 2 L
BITH b,

ISR %, BUEIRFE 3 D3Rt~ 5 ERFEIZ D & ARH O Fet: K O 1Eff H
D= DI E 2 ER A2+ L T BT L,

AFN O RMP Z#at L, ZRMRFHFEAHERT L L,

ARFNT R BRI OFIEINEI O 7= O DFEAI T 5720, RANZ L 2165 P IZIR %
ER A UTGAITIE, BEIDS U CRaMEaEEL H WL Lo, BEICHRET 52
Lo

4N 1 EIOEE S 12 BB 1 BloOEs X 12 #HFIC 1 EoES5 6 438
M 1 O EGICEET 56, BREZOYRIES1T, ZEFTOKRRBEGTEHIC

S =

11952 &,
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