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(FEUm RO FEREMH]) (2> T

P EOES & DA TTEF 2016 Rk 284E6 A 2 HEGELE) 128
WTVEFMEELOFEAORE(HEELZRDL Z ENBVAENT-Z L 525
JCVEREIR R 2 BB BRI D T S hosE i AT R
TAEEKRTDHEELE L,

S, 7w AT (BirTE L) A (RGeS - 7V a BEETE
225 mg U V) IZHOWT, FEIRFEEOFIEMSN L THEHAT 580
BEFHEZNRO EBY REMERHEET A N7 L TRV ELEDEL
DT, FOMAICY > TIE, AWA RTA iZoVWTHESND XD,
BEENOERKE KR ORFICGT2EaE2 BB £,




RIS

EEREET A N4
7 Ve RAYT (BinFHE#Z)
(R5e4 : 7V a B THE225mg > U oY)

dp

n Al 348 H
JEAFEE



ER/

1. IZU®Iz P2
2. RHFNOFE, ERT P3
3. BRIRAR P4
4. FEBZOUWNT P16
5. G LERLHEE P17
6. HHIZE L CHEETNEHER P18



1. ZU®ic

EE T OFNIE - BEMEOFHERO T2 DI21T, BRASTESIZE Wl E 2R EH 2RO
BNb, BT, IEORFEHEMOMESRT L0 | PUIRE %O E G 72 8 E RS R
EHTHEELBARIND T T, 2O OEEGZ EICKNE L 2 BEICHEIC R
T5HZ EDBMBEOMEE 2> TEY | BEMBUEE & dUEDOIEARTTEE 2016 (CFRk 28 4
6 H 2 AEEIAE) I2BWThH, EFMERRSEOERORELHEZR S Z L L Sh
Wb,

B R 20 3 2 3T, B ERORZ 2T v 7 7 A VSBEF O 3K 5L & W
DNNCERRDZend D, ZOH, AR OZEMEICET AHRN +oEIND
EFTCOM, YEERBLOREZML ZIT 52 EAMF SN BECH L THERAT L L
BT, BIER AR LRI B et g & D 2 & AN alfe7e— 8 O FH: 2 il 7= 3 R ek
TRt ENEETH S,

LI o T, BAA KT A4 TliE, BARBBEELINE TITELN TV D EFIKER -
BRI R FE-S & | LUF O EHK O fti 7o 68 ] 2 HEE T 2 8L B B e Bk B %
F R OHEEEHER~T,

BRI, RAA RTA 0k, MSIATEGE N ESE G RS R AW, —EEEAN B AR
PRy . AR EE N B RS . AR N B AR S — AR AN B AR
FRAFRRAN R s T OVRE 8 FEE FITEBYE AN B AR S IR F 2 O /10 6 & VERK
L7,

WBRERDEID TV a R FE25mg v Y
(—4 : 7L~ A~ (BaE#z))

R L 7 DAMREUIRN R « SRR R AE O S IE H T

HEERDMERONE : BH, RAIZIZ7 be3x A~7 (B rfitz) & LT4EMIC
181225 mg 2 F#& 535, XX 12 HEIZ 18 675 mg &% T
K595,

3 M e A RIFEUEMRA S




2. AR O, 1ERBST

TYa K TE2Smg Y Y (4 T Vv X AT (BIEEBZ)  LLT TR
1) X, BB A LY b = B 1BIE~7F K (Calcitonin gene-related
peptide : CGRP) IZfE G 2~ 7 AFIBMAH kD v MEsE 7 v 7 ) o G (IgG) 2Aa/kappa
B/ 7a—F AR TH D,

JrERSE DR REA BRI F 72T ARE KA s | ] B 2 D RIIR AR 5D i 4 JE]
\AFET 2 =X OMB N T 22 L T, —RER =2 —1 COFEMEZ Y |
MRRAER D CGRP 0V 7 A% AP 72 E O IMAE FEME DR TF RO S 4,
HE RS JE) 3 C O AR R MR JE A3 Ak XA, /8 O BE 2R FRaRIZ AW B PO M 23 38 S 4
HZETERBELDEVIIMBM LTINS D,

D& HIT, CGRP IR OWEAIICES L TRY, £/ 7 a—T PRIz LS
CGRP OFHFEIL, FERFEIEDORIEZ AT 5 Z LTSN D,



3. ERERAAE
Jr BRI FEAE O FIEINH] O KGR IR 21T - 7= FE R BRARRBR O sl 2 7~ 57,

(1) 129 BRm AT 2 x5 & U - [EFRIL RS I/ MAREER (406-102-00001 #XER)
[FRBR O]

KB DOFZINE K N2 eV Z MG 2 B B9 T 1817 8 (Chronic Migraine, LA T TCM )
FEAE 569 Bl (HARN 479 Bl &e) X8 e LI-B{EAL _HER Y 7 & ARG
B AY B A OV 0O 67 Mgk TR Sz,

4 BHEIOA T V==V T (=T A1) 1Tk 12 BN _EEBREGHH & S
ni-, ZEEREGHIMICE T 2EBIEORE - HRIIFR 1 0B Tholz, £
IEH X, —EERZESHY 2828002 4 B H 720 OFEEL EOIER B DOR—
ATAUhbDELEE ST,

x1 —EERREHREICEITSEREORE - AE

ik - HaE
7T R TR RE 4B W GE3E) E RS
o GIENIAA] 675 mg P uhi$ﬁz%mg%4 EEC 1|, 12 EE G
AAl 225 mg/4 R
e 3 TR
WINENEAA] 675 mg, LAKRIZ 7 7 2R % 4 @RS 1[0, 12 88 G 3 =)
1 675 mg/12 F@H
A mg/12 B Jra——

) ARNOAGE S EROCHEIE, 4 BRI 1[E 225 mg, X3 12 @I 1[5 675 mg D FHE-TH

Z)O

< BRI E >
- 18 kLA 70 LA T O F M ST A
- [FIEBRAS 12 7 AL ERNC 3R (FERUER %2 (International Headache Society, PAF
Fm&)@KHD%3WBWK%6<)@F@%ﬁ#é\xuﬁﬁﬁﬁmibﬁﬁﬁ
(IHS @ ICHD %5 3 fit B FRUIC & W L OFEEBICHE A L7RVY) 2VRIB X5 EBE T,
D BRI DFEIED 50 LA FTH D,
» A7 V== WM, LT CM O EEZ - T A
- EERBEN15HULEDHD
- O~@DWF o T EER B (PSR UL RO VWA Z -7
¥) n8HLUEDD
@ ICHD % 3B RD T1.1 ROV EF] © C B LD
© ICHD % 3 MU B R 1.2 RiJED®H 2 FEH] O BB IO C
@ HEEmMAEELNLD (FBEEZWHEED > 5 1 Ol S Tnan)
@ HeERBErEnTRY, HEIC M) FX U REAUIRAHER L LT

723, ICHD % 3 R B R 1.2 AiJkDd 2 Friasa | (Z& £ D gt 8w (0
FEME R OFEENE) K OB PERTIR 2 F 5 Freadi (BMECEL R BER) OREAEIRE U S 0HE &

4



BT D BEITHRBRICHA AN SR Do T2,

[ 24]

<A k>

FERHMBEE CTH D EHERKE G 12 B TO 48R H =0 OFREELL EoOiERR B 3K
DR—=RAFT A b OEAbEER 21T, 7 BRBEL i U ClAKIREE 12, 4
W& 720 OREELL OB H BT 56 BRI DB ER SN,

K2 _EEBRBESEH12ETOL4EMBHEYDFERELEOEFEBHD
R=ZASA4hbDEILE (FAS)

A
225 mg/4 R 675 mg/12 R 77 v AR
(n=187) (n=189) (n=190)
N R T A D 13.2+5.4 13.4+54 13.5+5.0
THEEMREGH 12 8ED 93+59 9.5+6.0 11.2+54
N R T A S DAL EE). 1E3) —4.12+0.43 —4.14+0.43 —2.45+0.43
T T EREE L DAEED —1.67 —1.69
[95%f5 #F X [#] ] [—2.54, —0.80] [—2.55, —0.82] -
p fiE 0.0002 0.0001

D) PR AR ERE

F2) F/hREE AR

1 3) EHEE, MR ERON—2F 1 VO FIEE T REN OFBELEEE, X—2A T 1 L TOhE
JELLE OB BB R O BERRIE RS A LR L L2 ANCOVA, 7B, MEDSLEML 2T D
72T, FIDIZARHK] 225 mg/4 WAL 77 B REEO MK EZIT\V, HFEENRBD LNZHEE. KRIZ
675 mg/12 FREL 7 T B ARBED B 21T - 72,



<ZAEME>

HERESGIL, AF225 mg/4EE61.7% (11661) . 675 mg/12i87E61.1% (11661), 75
T ARHE61.8% (118%1) (Z38® biviz, —HEMKGHRIZE WD TWTNORET2%LL E
RO LN AERFGIIRIO LB ThoTz,

£33 ZEEREBRSHMBICEVTVWVINODET2%ULICREL-EEER

(REMFETRER)
AH
FRA, 225 mg/4 BFE 675 mg/12 HFEE 7T AR
(n=188) (n=190) (n=191)
TS BT RS 33 (17.6%) 23 (12.1%) 24 (12.6%)
S IEEDS 30 (16.0%) 40 (21.1%) 36 (18.8%)
TS AL EE 29 (15.4%) 23 (12.1%) 21 (11.0%)
B TR 14 (7.4%) 24 (12.6%) 17 (8.9%)
B2 O FE RS 10 (5.3%) 3 (1.6%) 5 (2.6%)
R 5(2.7%) 1(0.5%) 1(0.5%)
A7 W 4 (2.1%) 2 (1.1%) 3 (1.6%)
T 3 (1.6%) 4 (2.1%)
ity S, 2 (1.1%) 4 (2.1%)
BTN 2 (1.1%) 5(2.6%) 2 (1.0%)
5 lin 0 4(2.1%) 1 (0.5%)

BiI%Ee(%)

FECITRO bivieroTe, BEERAEFRIL. AH 225 mg/4 HEE 3 #] [1.6% (B
i, BPAS, W) 1. 675 mg/12 EE 1 3] [0.5% (A > 7 )] 1258 bTz s,
WG TEBRIE & O BRI A0 ST STz, G FIEICE B EFRIT, WAK
FETIEHROLNT, 7T 2REET 24 [1.0% (FEER., GERERESE N, AmERESEM) ]
PO BT, ek, BIVER X, AKI 225 mg/4 HEE 29.3% (55 B1) . 675 mg/12 HEE 32.1%
(61 %), 77 BREE283% (54 1)) TR BT,



(2) SCAEME A B Akt g b L 7 [ERE A [E) 2 10/ ITAH 38R (406-102-00002 #E#)
[BR O]

AFN OB INER VZE2VEE G 5 BRIT, fEM A 8E% (Episodic Migraine, AT
FEM ) #3356 #] (AN 301 BlaEide) x5 s LIcBIER b —EERY 7 Xt
R LLie s B 2% H AR J OV [E 00 67 ik Co3his Sz,

4 HEDAZ V—= T (R—=ZF A ) 1Zhi< 12 BN _EEREGHME S
Nz, “EHERBEGYEICB T 2EBEOME - HEITFR4 D LB Tholz, EEFF
MEEH X, —EHEERESW 128805 4 8B ORIEREEON—2T A
SO R E ST,

*4 _—_EEREBSHRICEITIEBREORE A=
M- A&
7T AR 7T Ry 4EMNC 1B, 12 E8FE GE3E) K TS
AFK| 225 mg/4 WEE KA 225mg & 4 WIS 1AL 128 GE3 M) KT
BIENEAF] 675 mg, LA 7 7R % 4 @RI 1 0], 12 #R G 3 5]
KBTS

A 675 mg/12 HEEE

< E 7R TR >
« 18 kLA E 70 mREA T OB M T Atk
- RIEELAS 12 » ALLERIICHEER (IHS @ ICHD %5 3 il B iUicEES<) OREE A9
% SRR X v FEE (IHS o ICHD %5 3 Fi B ARIC L W ooy BIC & L7
V) PRI NS BE T, ORI OIIEN S0 LA FTh D,
- A7 V== RIS, BLUFO EM OREEA TR
- TAWHEN 6 HULE14 HULTFTHD
- O~@oWFT AT IR AN 4 HULESH D
O ICHD-38 2k 1.1 RO W EF] © C B XU D
@ ICHD-3B 2k 11.2 Ak dH 5 iERE] O BB LU C
@ HEmMASELND (FHEBEZHEED S B, 1 DRl S Tnan)
@ HeERMrENTRY, HBIC N FX UREAUIRAHER LR L

723, ICHD % 3 i p hR> 1.2 Bk H 2 Fidkm | (2& b Rt iEm (0
FEME B OF M) e OREPERTIR A0 5 Frofdm (ISR 5898) OBEERE UL A IHE %+
BT 5BETRBICHAAAN SR D5 T,



[R5 3]

<H >

FEMEE CThHDH, —EHEMRKGH 12 HTO 4 8HH720 O 5 HEO~R— 2
TA MO DEAEERSITRT, 7 RRREE R L THlAKEE S 2, 4B &7

Y O TN AT D AT A SRR S T,

=5 _—_EERKREH12ETO4ERESH-YDOHRERFEAKD
R=ZAFA4hbDEILE (FAS)

AA|
225 mg/4 HRE 675 mg/ 12 FHH#E 7T REE
(n=121) (n=117) (n=116)
NR—=RF A D 8.6%2.5 8.8+2.5 9.0+2.8
CHEEREGH 12 8% 49+3.0 5.0+3.3 82+3.7
R—=R T A D OB LT, E3) —4.00+0.37 —4.02+0.38 —1.02+0.38
TTRARREL DFEES) —2.98 —3.00
[95%f5 # X [#] ] [—3.74, —2.23] [—3.76, —2.24] -
p fE <0.0001 <0.0001

E ) ERE SRR

H2) fe/h FREYE A

3) BERE ML EEON—R T A VO AR PRI OF A2 EE R, X—AT A TOH
A AR O BRI S A LB S L L7 ANCOVA, 2B, MEDZEMEZFHEESTAH7-012, ¥
WA 225 mg/4 WHE L 7T B RBEO LR 21TV, A EENRD BT EAIE. KIZ 675 mg/12
BEe 7SRO AT 72,



<ZAEME>

BERZIT, ARAI 225 mg/4 HEE 57.0% (69 B1) . 675 mg/12 HEE 62.7% (74 ), 7
T v REE65.8% (77 4) IR LNz, “EEBREGHBICEBODTOTRNORET 2%
PLEIZROONT-AEFGITIER 6D EBY Tholz,

%6 —EERESHMICELVTVWINIDET2%ULICREL-EEER

(REMFETRER)
Nl

T 225 mg/4 HEE 675 mg/12 R 77 AR

(n=121) (n=118) (n=117)
TSR AL B 19 (15.7%) 14 (11.9%) 15 (12.8%)
e SRR 18 (14.9%) 14 (11.9%) 12 (10.3%)
NRUGEEE 17 (14.0%) 15 (12.7%) 16 (13.7%)
AR 11 (9.1%) 16 (13.6%) 7 (6.0%)
TSR 7 5 R 7 (5.8%) 2 (1.7%) 0
S TN 6 (5.0%) 2 (1.7%) 1 (0.9%)
TS BT IE AR 4 (3.3%) 2 (1.7%)
1% 3(2.5%) 1 (0.8%)
GIEER) 2 (1.7%) 2 (1.7%) 4 (3.4%)
TESTEBAL H i, 1 (0.8%) 4 (3.4%) 1 (0.9%)
IR 1 (0.8%) 3 (2.5%) 0
TN 1 (0.8%) 0 3 (2.6%)
T 0 3(2.5%)
B HE TR 0 3 (2.5%)
FEMED F 0 1 (0.8%) 3 (2.6%)
F R 0 0 3 (2.6%)
Bil45(%)

WL EERAEFRIIRO NN Tz, BEFILICE ST HFEREZIL, AH
675 mg/12 WHETIERD ST, 225 mg/4 WHET 145 [0.8% (EHHAALED) ], 77+
REET 1A [0.9% (HERI#ZEHY) ] IR vz, 7ok, BWERIEL. AA225 mg/4 At
26.4% (32 f51) . 675 mg/12 WEE31.4% (37 H1) . 77 BREE23.9% 2841 ([ZiDdHH
77



(3) &P BRm AR At & U 7 [EBRAL [R5 AR AR (TV48125-CNS-30049 #5R)
[BR O]

ARFNOGINE R O Z T 5 BRI T, CM B35 1130 1 (A AN 109 #i % & i)
xR e LI BER L —EER T T B AR RGBS E NS 0 132 sk CHEM S
776

BRI, HIE - R, EEHMISE B L OEZRSIR LRI, 406-102-00001 78R & [F]
k& Xz,

723, ICHD % 3 R B R 1.2 AiJkDd 2 Friafa | (2 & £ D FRgrE R sam (I
FEME R OF M) e OB ERTIR A0 2 Frofdm (MIET R 5808) OBEIERE LA IHE %
HIT5EEFTRBRIGHAAN SN2 o T2,

CEES|

<A itk >

EEFMEE CTHL _EERK G 12 8T 4 B H72 0 OFREELL EOBEF H K
DR—=RTA PO EEZR TIRT, 77 2REEE i U CHiAAREE BT, 4
&7 0 OREELL EOBER AT 56 BB BRI,

K7 —_EEREBREH12ETO4BRBSHYDOPREEULDOERBHED
R—XSA4AMhLNDELRE (FAS)

ENG
225 mg/4 EEE 675 mg/12 JERE 7T ARHE
(n=375) (n=375) (n=371)

NR—=RF A VI 12.8+58 13.2+5.5 13.3+5.8
“EEREGH 12 HED 8.0+6.3 8.516.3 10.4+6.4
NR=2A T A )b O EE). E3) —4.56+0.30 —4.26+0.31 —2.46+0.31
T T RREEE DAEEI —2.11 —1.81
[95%(= #E X [#]] [—2.76, —1.45] [—2.46, —1.51] —
p fiE <0.0001 <0.0001
p =S <0.0001 <0.0001 —

E 1) EEIE AR

1 2) f/h T S AR R

T 3) BHRE, MR MR ON—R T 1 VREO R ER PRIEREROFTE B ER, X—RA T4 ToOH
a%r“uJ:@FEr HE OV BB BAE R 4k & ShA8 B L L7 ANCOVA, 7238, BED L EM: 2 %4
D722, AMED FEREMIE A & OEIKAIRHRIE H ([Z ST Elnzllﬁfiiillﬁmmu\%m‘_o Nl
225 mg/4 BHEL T T B RBIZOWTOEEFHAE, —wEERKSH 1281286105 480 D
RO B DS — AT A 5 b O b, 225 mg/4 BEEE 675 mg/12 ﬁﬁimﬁ?/\ & 7’7171“2# o
WTOEEFMEH ., 225 mg/4 BREE 7T BRBICOWTOZEEHRE G 12 Wik T2 4 /WS
720 OFEEREELL EogESE B0 50%L0 B Lm&’%ﬁ%‘@iﬂ/\ 675 mg/12 WL 75 B AREEZ O
TOTEHIE B ONEICIERZ4T VN, FEICRSTEHEICROLEREITH) 2L &Sz,

1 4) Wilcoxon rank-sum 1% % (ANCOVA (T & 2 74D IEHME Ob VT Shapiro-Wilk #7E CTHE (p=0.0063)
ThHoT-T-D. FHIOBREIZHE Wilcoxon rank-sum fi E 2 E L2 BT & L7-)

10



<ZAEME>

BERZIT, AAI 225 mg/4 BEE 71.2% (270 1) . 675 mg/12 #EE 70.5% (265 i) .
7T AR 64.0% (240 ) ([ZFEO b, “EEREGHIFIZEHNTHTRNORET
2%V RIS ONTCAFFRITERID LBV ThoTs,

%®8 —EERESHMICELVTVWINIDET2%ULICREL-EEER

(REMFETRER)

AFH
TR 225 mg/4 BEE 675 mg/12 R AN
(n=379) (n=376) (n=375)
e RIS VAL S]] 99 (26.1%) 114 (30.3%) 104 (27.7%)
e SRR 90 (23.7%) 74 (19.7%) 68 (18.1%)
TSN AL EE 75 (19.8%) 80 (21.3%) 60 (16.0%)
ERGE R 16 (4.2%) 18 (4.8%) 15 (4.0%)
L EEDS 15 (4.0%) 19 (5.1%) 20 (5.3%)
FFENED F 11 (2.9%) 9 (2.4%) 5(1.3%)
TE S H 1, 8 (2.1%) 7 (1.9%) 10 (2.7%)

RN % 9 PRI 8 (2.1%) 6 (1.6%) 0

T 6 (1.6%) 4 (1.1%) 11 (2.9%)
EIENEHN 4 (1.1%) 10 (2.7%) 10 (2.7%)
B 4 (1.1%) 4 (1.1%) 8 (2.1%)

B%(%)

FETCIE, AHN 675 mg/12 WRET 1 ] GELICE -2 AEEFS  (BIEPAZEMIMER) 2
DO, JRERIE L ORFEE I eV SR S Ts, EOMOER A FERRIL, AA
225 mg/4 AHEE 5 B [1.3% (HE - BEE-Edr - REEdr, R, BRSE, REWEA
EIEZ U—=E8)]1, WMMAZLﬁ2WD”%(Q@$ﬂ FHEESED. K], 7
ZuREE6 B [1.6% (Fi - $E B4, BREAIE, W, MR R EE - G0 - R TEEE -
HEBUE, - IRAIE, A EEE) ] IR B, 77%%%@@&@% B - R
R PETZNE - SEMEBUE 2 R & | TRBE & OBEMEIT 2 Ll Sz, BhFikicE
oA EREGL, A 225 mg/4 WEET 74 (1.8%). 675 mg/12 JHEET 5 41 (1.3%) . f
ZRARBET 84 (2.1%) 58 LAV, WD ORECTEEFNIGRD b N 7o FEI TGN
9% (225 mg/4 BEE 2 1], 675 mg/12 WAL 2 F) . FEHEALALEE (225 mg/4 HEE 1 61,
675 mg/12 WEE2 ) R OREER (77 vREE26) Thorz, k. BWEMIX. AH
225 mg/4 R 51.2% (194 #1) . 675 mg/12 WHEE 49.5% (186 1)) . 7" F & A 42.4% (159
#) ICRD BT,

11



(4) AR 9RE R 2 xd G & L 7= [EIBR I [R]85 TIAH RSB (TV48125-CNS-30050 k)
[BR O]

ARFNOGINER O EEE T 5 BA T, EM B35 874 6l (HAN 75 % & ie)
xR e LIc R —EER T T B AR RGN E NS0 123 figk CHEM S
776

BRI, HIE - SR, EEAHMIE B L OEZRSIR LR, 406-102-00002 78R & [F]
k& Xz,

723, ICHD % 3 R B R 1.2 AiJkDd 2 Friafa | (2 & £ D FRgrE R sam (I
FEME R OF M) e OB ERTIR A0 2 Frofdm (MIET R 5808) OBEIERE LA IHE %
HIT5EEFTRBRIGHAAN SN2 o T2,

CEES|

<A itk >

FEFMEE CHL _EERKGH 2 BTo 4 B HZY OFBERHHEEOR—2Z
AMEDOELEEZE IITRT, 77 BRBEE e L ClAKIREE bic, 4 lEH7-D
O F TR B AU KT 2 B BRI D3 R S vz,

x99 _—EERBESH12EBTO4BEGHYDORERFEBHED
R—RFA4 hbDEIEE (FAS)

ENG
225 mg/4 WHE 675 mg/12 AR 77 R
(n=375) (n=375) (n=371)

NR—2F A LED 8.9+2.6 92+2.6 9.1+2.7
“EEREGH 12 HED 49+37 5.3+4.0 6.5+3.7
NR—=2F A D DOE L ETE, iE3) —3.66+0.25 —3.45£0.25 —2.20£0.24
T T RREEE DAEEI —1.47 —1.25
[95%(= #E X [#]] [—2.01, —0.93] [—1.79, —0.72] —
p i <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

D) SEEIE SRR =

1 2) f/h T S AR R

3 BHRE, MR HIER ON—2 T 4 VEFO R BUR PHIEREROF B2 B EDR, X—ATF7 4 TORF
SEI H B VR EEIR S IE B A A WS L L2 ANCOVA, 728, MEDLEMZ BT 57012,
B HMED T EFMIA H & OBIRFHEIE HICSW T, [WEIEFFIEA RV b, AH 225 mg/4 17
FEE T T ERBICOWTCOZEFMMIELE, —EHEREEH 12818175 4 BRH720 O 8\ A %K
28 50%LL LJBb U7 wiBaE o FIE . 675 mg/12 WEE L 7T R ARBHZOW COEEIHEE B ONEIS Ll
ATV, AR ST-HBAICROEEZITH Z L & a3z,

7 4) Wilcoxon rank-sum 1 & (ANCOVA T & 2 735D TEHMEIZ DV T Shapiro-Wilk BE THE (p<0.0001)
Thol-T-H, HEFIOHEIZHEV Wilcoxon rank-sum f&E & LI & LT7)

12



<ZAEME>

BERZIT, AAI 225 mg/4 HEE 66.2% (192 ). 675 mg/12 #EE 66.3% (193 i) .
77 B R 58.4% (171 f) ([ZF8® b, “EERKEGHFIZEHNTHITINORT
2%V RICRBO ONTZAFFRITER 10D LB ThoTz,

£10 —EERESHMICEVLVTVINODET 2% ULICREL-EEER

(REMFETRER)

AFH
T 225 mg/4 HHE 675 mg/12 FARE 77 AR
(n=290) (n=291) (n=293)
e RIS VAL S]] 87 (30.0%) 86 (29.6%) 76 (25.9%)
bas SREIYIvA T 71 (24.5%) 57 (19.6%) 45 (15.4%)
TESTEALALEE 52 (17.9%) 55 (18.9%) 41 (14.0%)
RRGE R 16 (5.5%) 11 (3.8%) 15 (5.1%)
L EEDS 11 (3.8%) 11 (3.8%) 9 (3.1%)
PR G 7 (2.4%) 10 (3.4%) 4 (1.4%)
R[E IR 6 (2.1%) 4 (1.4%) 3 (1.0%)
HE 4 (1.4%) 7 (2.4%) 5 (1.7%)
Fill S PE 2% 4 (1.4%) 2 (0.7%) 8 (2.7%)
TESTEBAL H i, 3 (1.0%) 9 (3.1%) 6 (2.0%)
97 2 (0.7%) 6 (2.1%) 4 (1.4%)

B%(%)

FETCIE, AK) 675 mg/12 WAL T 1 FIERD DALY, 1REREE & O BIHPE 1T 720 & &
Niz, FOMOEELAEFRGIT, AHFI 225 mg/4 BRE3 B [0.8% (RER, 2HMER
EPERICPERME, ARGEZ) ], 675 mg/12 AL 2 ] [0.5% (BpHim, BEE) ], 7%
AHEET B [1.9% (HsfE - P RAgiE T, Q@mFi - wEEo v, IR IEERE, 3K
YEmuE, KM, BEE. BRWEE) ] RO L, T ERBEOEMER R D
225 mg/4 BREEORL PEREMAEMAERELRE . BRI L OBEMIT RV L s h
Too BEWHILICE S T2AERSRIT, AK| 225 mg/4 BEE, 675mg/12 BEEL VT 7R
BHETH 5 HERD LN, WO TEEFNIIFE O b7 R E R AL AL
(225 mg/4 FHE 151,675 mg/12 HHE 2 151]) . TH1(675 mg/ 12 FHE 2 4) (A% (675 mg/12
TEE2 F) VD 2 (675 mg/12 HEE 2 ) ThoTo, 723, BITEAIEL, &K 225 mg/4
TEHE 47.6% (138 B) . 675 mg/12 RE 47.1% (137 ). 7 F &R REE37.2% (109 B) 2
R bz,
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(5) & T8RS ONKAENE Fr 88w AR & it B & L 7= R 5308 (406-102-00003 34
B

[FRBR O]

AHa BB LTz & 2 OREER ORAENEZ T2 BT, FEmEE 50 f
(CM /B3 34 f5il, EM B 16 B, 2 A ARNIERF]) Zxig & Lo FEEmE & 538k
ENO 11 fEf CEE Sz,

AEMDOAT V== TH (R—=RATF A ) 1Tk S2 BN G & S, 16K
HIFICBT DIEBIEORE - HRIIR 1L OB Tholz,

x 11 EEHEICEIT5REORE - BE
- H&
AFKN 225 mg/4 WRE KK 225 mg ™ & 4 WIS 1A, 5258 GF13[E) &S
AAI 675 mg/12 HHE  AKI 675 mg & 12 I 18], 528 GF5E) & TF#&E
) CMIFFIEIO A 675 mg, 7235, AFI OGRS iz HTEK O EIE, 4 B 11225 mg, 0% 12 #H
IZ 1A 675 mg D THRETH D,

< FE PR E >

-+ 18 kLA I 70 5k LA T D A ST A

- FIERE 12 » AL ERTC A 8EE (HS o ICHD % 3 i p iCE <) OFREZ A
B SUTEERBEIWNC X v FEE (IHS o ICHD 55 3 il P iRIC & 0 i od B HIZE A L
72VN) DRI BE T, DO I ORIED 50 mLL T Th b,

« A7 Y == 7RIS CM ORI (BRI BB 15 HLLE SRR O R (T
FO~@) OWT N DOEM AT R EEH B 8 HUL Ed D) XL EM D FEUE
(BEJR B2y 4 BLLE 14 BELR 22 FEE OBEHE (FRRO~@) OV hnongs
AT IR RN 4 B LS D) iz,

@ ICHD-3B 2D T1.1 Aiko2WR IR © CHBLUD

@ ICHD-3B 2k 1.2 Ak dH 5 EEH] OB RBILUC

@ FEER LIS (FHRZHIEED 5> B 1 D ST

@ FeEZkrEnNTEBY ., HEFEIC MY ¥ RERI I L MFER AL L7

723, ICHD % 3 iR B hRD 1.2 iJkDd 2 Friifm | (2& £ b Akt gm0
FEME B OF M) e OREPERTIR A0 5 Frofdm (ISR 5898) OBEERE UL A IHE %+
BT 5 BEFRBICHAAN DR D 5T,

[R5 2]
<ZaeiE>

BEFEGIT, AH 225 mg/4 BEE 92.0% (23 ). 675 mg/12 HEHE 88.0% (22 %) (238
O oz, BEWHRIZEBOTWTIORET 5% ISR b A EFRITER 12 ©
By Thot,
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x12 BEHBICBEVTOIADIDOHETSRULEIZRBL-FEER

(REMBmTRER)
A

R4 225 mg/4 A EE 675 mg/12 HEE

(n=25) (n=25)
WalliS DS 18 (72.0%) 14 (56.0%)
RSN ALEE 7 (28.0%) 5(20.0%)
TSR A 3 (12.0%) 2 (8.0%)
BIHR 3 (12.0%) 1 (4.0%)
TR 2 9 FERK 2 (8.0%) 1 (4.0%)
A R R EEE 2 (8.0%) 1 (4.0%)
ESTENLIE TR 1 (4.0%) 3 (12.0%)
AT 1 (4.0%) 2 (8.0%)
AT 1 (4.0%) 2 (8.0%)
8~ LA 1 (4.0%) 2 (8.0%)
B 1 (4.0%) 2 (8.0%)

Bil% (%)

FETIIREO B> T, T OMOEE 2 AGEFRIT, AA 675 mg/12 BEEE 2 41 [8.0%
(LR REIERIEE, < BEEFHIL) ] D Hiv, W HIRERE & o BIEME X720
TSN T, HBEHIRICE ST ERGIL. AHK 675 mg/12 HEET 2 61 [8.0% (E4
EACATEE, < BB FHIM) ] 380 HiLtz, 72k, RBITEMIX, AAI 225 mg/4 AL 44.0% (11
B). 675 mg/12 FHEE 24.0% (6 Hl) 1258 BT,

< F >

FHMITEE T D, 1REM 5238 To 4 BB 720 O R R BB OYEHEOHERITE 13
DEBYTHoT-,

& 13 RE5H 52 B D HEEFEBERDOHER

R—=RFA 14 A% 30 A% 6 1 At 12 4 A%
13.9+55 H 9.846.6 H 11.8+7.1 A 11.0+6.4 A 10.5+6.6 A
(n=50) (n=50) (n=50) (n=47) (n=45)

CELIE A7 R )
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4. HERRIZDOWT

AAN DN & 70 D BT ORI O ke OB, @mONCiTh s 2 & 23Rk b,
KRN OG- w878 FridfE & 2N DS OBRREZERT2 Z EBARETH D, Ei,
AANOFEIZ T BEREWEANEE LRI b2 xinz 425 2 L BN ERT-0,
UTOO~Q@DFT N TE I MW THAT 2 XETH D,

O MERIZONT

. JrERIE O RE, £l & T, 2 IR (B2 BUERROBZIET A K74 2 2013
D) BREL, KANCHOWTOF0 2 mi#a2 A LTV D ER (LUT o< ERFEM
>ZH) BAFNCET2REOBEMLE L L TRESNLTWDSZ &,

< ERMEAE >

UTOREZR-TZ &,

> [ERIRFFERSE 2 FOYIHE ZE T L7c%I2, BHREZ 2T 2HEBODEIC
SHELLEOBRREREZE LTINS &,

> ARENIOHENE Z ENAT o 72 BT, BHAEROEIEIZ OV T O % i
UNATHZ ENTE Dk,

> BHREETHARBODIFICEET LU FTOFEZOEMEORELZA L TVND
ek,
- HARMRR T2
- HARBUR Y=
- BANETS (RS
- ARV

Ny

PRHEEF )

. TRMEERIR & OBERIOTZDIZ MR FIZ L DAL Ll L7256, MRk
R OUT A BRI O REPI M 2 A9 D PRAM &l HE U M ERR Y] 225828 T
EHIKHPES>TND Z &,

@ BRAOEELEREHDOMEHIZONT

. SRS D ORI - ZoMEOIFHIHFHROEHL, AEFEFZNRBAE L
Lra ) e bt & A EE 72 EREOMNIIT Y T EEOEKNIEFREHE, 15
FADIEHRI NI S TND &,

® BIHER~DOXIGIZAONT

. PEEES Y A 7 G ERENE (RMP) DM F IR S - gIER e,
FOEBRICEHE S RWERICKT LT, YRR ST R R B O BRI I &
AT 5 AT L EHE L, BIEROZERORICE L TR OREE %), B
(YR LE N TEDERHBESTNDE I L,
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5. BEXRLERHBHE

(g NI |

BEOESDHMICHT-> TE, LLTD 1.~4.0FT R CEli-TARETH DL Z & 2

BRI 5,

1. [EFRIER > %E (ICHD 28 3 W) #2BlsHnkeisiEa2Eh L, ko d 5 LA
JKD 22 FEEIR O RIENS HICEEKELL BB LT\ D, B RIERE CH D =

LR STV D,
2. AFNIOEGBRMRET 3 AL EIZRBWT, 1 BAHIY O 8 D4 4 B L
J:.VC\‘%E)O

3. BEHR, BAEORE, M EREOHER, A ML ARV A2 NEOIERYFREK
O B S ED BB RS A IR L TV D EETH Y . TND DI
PN T > CTH HAEIRIC KR s 7= LT\ 5,

4. ARIRCTBEARO FEMBIEOREMHII (FnrT  a—VIGEE, V7 o
FRU DA, v DUERRES) OWFRsn, FieO~0n ) Lo 1 DLk
DI X o TEEH SUTARRE T E 220,

O BHEB+FITHELNZN
@ AAEMEIMERN
@ =, MIEIERSOBLEN B LEEVE~DIRONEEN S 5

[#¢5-Dikfe - hikic>nT]

ARG HIERORE 2+ 2B L, 4 I 1 IR G OHE AR 5B 4%
3A QREEEG#) | 128MIC 1 EESOEEIIARARGRE% 3 A (1 B 5%)
Xix e mA QEHEE) & HELIZIER EOFEMEZFHE L CEROBED RO H 72
WIHEIZIE, AFIOREGPIEEZET D L, £t D%k b EMRNER Gk O BRI
DWTHFHS L, BUERIERHE O - BHFIC LY AFARIC R oS RoTl
Lalid, AROBREGFIEEZEET LS L,

B, BARNE G L LIZERRRERIC W T, AFIO 15 1 1 288 2 % SR I
VY,
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6. REICEL THBETNEEH

)

)

©@ ®

AAFN DA U EEZRBEUEDBER O H 5 BEICHOWTIIAFI D& G- 1 A2
Thdld, &5 LN &,

TFT7 4 TR — MEERE, HHEEOEEMBBUENRCAERE S TWD, #
BHETDIATO, BENRD NG AICII RS2 E ISP IR 72 Sy 2 AL
TH &,

IS 2, LG AR FE 35 DR~ 2 BRI H D & ARF O e K O 1
DI DITMEIRERE B LT bEHT5Z &,

AHKID RMP % #hii L, e EEE2 MR T2 &,

AFNT R IR RAIEORIEINFE] O 72D DIEH T 572D RHNZ & D155 I FHTRHE
ERA U 58103, BEIDS U TCRatEinREL WD Lo, BFICHEET L2
L,

43BN 1 EOF G506 12 8B 1 EloFS 0% 12 HEC 1RO 4
M 1 BOBRGICEETLIGE, BEZOYEHERGIL, BEATOREEETFERIC
11952 &,
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