EEEKER BIILFET &
4 1 34 8 B 11 H

FAEZ2SSR B

BEFBEER - AFHEREXRMEFETERE

|
L

TVvwRA=T (BEFHEKRZ) MAORBEEREET A FF7 4
(FERFEEEDORIEMF]) 2oV T

REMEEE LUEOREAFTEH 2016 (E284 6 A 2 BESBHEE) I8
WT EFMEERLOERORBELHEEZHAZ EBBVAFNZI L 2%
T RFHEEGRPEICLEREE RS T2 DR BERAMET A F
FAEERTHZEELELE,

SRR, 7w AvT7 (BETHEBRL) MA RER: 7YVaEETE
226 mg 'V V) IZOoWT, REAFREOREMHIZN L TERT IR
BEFEZIFOLBVHERR, RRFABRETRUVFIEOBFEEER

(B) RETBHMLELAEZOT, @THWEELLELR, B22EB~DA
mEFLALLBBEWVWLET,



AR R 0811 5 5 &
S f 348 H 11 H

#woE R
| PR P R E

i | mAETEEE (B & B
Bl X

AT A RS - TR R SR R A B R
( »~ H A B )

TLw AT (B x) RAORKEEREET A 8T A
88 JE VR D FIERIH]) (22> T

REMBOEE & WHEOIEARTE 2016 (FRk 28 4£6 A 2 A BRI E) I8
WL R EIR S O A ORECHEZX S Z ERBVAENTZZ & E2%
JCVESMERL 2 BN E e B IR T A 0 Rl HEE Y A R
TAVEEKRTDHZEELE LT,

LS, 7w A~T (BT z) BA (lRE4 0 7Y a BETFE
225 mg U V) ITHOWT, FEIEBIEOFIEMBNK L THEHAT LD
HMEFHZINKO LB EFERHEET A N4 ELTHRDELEDEL
72T, ZOMERICH > TIE, KTARFTA OV THESINLD LI,
EENOEBREE KR OEFIT T2 EmEBEW L £,


ETMNP
テキスト ボックス
㊢



BodtE s A R oA v
7L XX~7 (BETHBZ)
(R4 : 7TPa EETE25mg vV v o)

&

51348 A
A A

1



SYRPI
テキスト ボックス
別添



Bk

1. LI

2. ARHIOFE, TEREF

3. FRAREGRE

4. FEFRIZDOUWT

5. BExXGR L EBE

6. HHICEE L THET XX HIA

P2
P3
P4
P16
P17
P18



1. IXICHIT

I OGN « REMEDHEROT- DI, WA STEZFITE SVl E el 23R D
Bb, 52, IEORARFTOMEARNC L0 | JURE SRS O EF 728 R e T
EATHERLNDARENDIP T, 2NHDERNZEICHKNE L T 5 BEIETI R
THIENEBROBME 72> TEY | RFEMEGER & O IARTTEF 2016 (AL 28 4F
6 A2 HEERIRE) ICBWTH, EHNERLEOHEHOREIMEELZRL Z L s
TW5,

FHUERBF 268 2 ERME, KEEHOR ST 1 7 7 A VB FO EIK M & B
ONZERRDZ N D, 20D, AMERONZEEICET 2 IERNS oINS
FCOR, YERLOBEEZRS ZIT5 2 LN SN BEICH L TERT DL &
B, BIEF DR B LT- BRI LB G2 & D 2 & NATRE R —E DB Al 7= T %
MCHERTSZENEETH D,

L7eo T, KHA RTA4 2 Tlid, BIFERES 2V E TITHE LTV D EEIRZEN) -
BH2R RHIC DS & | LUTF O RIS O Rl 7ol F 2 HEdE 3 281800 & B 31 &%
F R OB FREHERT,

I, RHA RTA 0%, MSIATBAE NESR G ERE R O, —BEEA R AR
MR — AR N B AR . —BAERTE N B ARV P —RAEETEAN B AR
Jid AR AR K OVREE FE B FITE BhE N A AR AR I NIRIR 2 O 10 b & AER
L7,

KB L R HER T a U TFE25mg VY oY
(—f4 : 7L~ A~T (B THHLZ))

RIGERDRREIUIHE « PSR FAE O FIE I

WL AEERORE  BE, RACIE T LR A~T (BETERZ) L LT4EmI
1 [ 225 mg % & F#59 %, T 12 82 118 675 mg T
BHT 5,

Bl AR 9E ¥ F . RIS SH




2. AHN DR, TERBFTF

TYa bR FE25mg v vV (4 7 L~ X A~ T (Bl z) LLF TR
A1) i, BRI OEIRMIZ ALY b=V iBs FBEE 7T R (Calcitonin gene-related
peptide : CGRP) IZf5 &3 2~ U AHIEMAH kO v MEfE 7 v 7 U G (IgG) 2Aa/kappa
®) 7 m—FAHIKRTH D,

JrEESR OJRREAE B IE F 720 IS HREBE AU TR ] B 2D il A A R 0D 1fi 4 JE
ICHFTET 5 = XMROBRICEH T2 T, —RER==2—a OIFMEREZ Y |
PRFEAER 22D CGRP 0 7 A # o AP 7 & O MUEAFEIME DR T TF RAH S 4,
fE 51320 C ORI ME I DS S S 4L, IMAE OOt BE 2R PEaRI AR E P O 3 18 S 4
HZETEBMPELD EV IR TWD Y,

ZO X HIZ, CORP IR FROWREAIICEG L TRV, £/ 7 e —F AHURIZE D
CGRP DOAFIZ, FEBURBIEORIEZIGIT 5 Z LI EN D,



3. BRERARE
Jr BB FEAE DO FEAE AN O GBI Z RN 217 - 72 722 B R RER O Bl 2 7~ 97,

(1) 18 e R 2 x5 & U 7= RS [R] 6 11/ IAHERER  (406-102-00001 5X5R)
[FBR O]

AANOF N R O V2 T 5 B 181 7 8898 (Chronic Migraine, LA TCM )
BE 569 B (HARN 479 il G de) ZktG L UT-EEAL " EEM 7 7 & ARG
BR7s 0 A N Og[E o 67 sk ©Efi S i,

4EBDOA T ) —= T (R—=RAT A ) 1Tk 12 BEA _EHEHR&EGHME X
iz, “HERBEGYFICBT 21EBEORE - HEIIR 1 OLBY ThoT-, EERT
MEE L, —EERREGY 12828005 4 BdH -0 ofEEELL EoiERE H D~ —
ATA UL DOEEE SN,

&1 —EERERS5HREIICEITIARREORE - AE
M- HE
75 v R 7T RE 4 EENC 1AL 128 GE3E) KRG
WIENIAFR] 675 mg | LARRIZAFR] 225 mg & 4 #RIZ 1 [8], 12 B G
3[ED) K TF#EE
1 675 me/ 12 JHRE WIENIAK 675 mg, A7 T AR A 4 @ENC 1A, 12 385 GF3 =)
B s
) AR OARE AT HER O EIZ, 4 BEIZ 1 225mg, X3 12 /I 1 [H 675 mg DR THRE5TH

éO

A 225 mg/4 TAFE

< F R PULAED>
- 185k LA | 70 s LA T D B T Aotk
- [[AEEAS 12 7 A DL ERiC rEass ([ERREEN R 7% (International Headache Society, LA T
MHS)) @ ICHD %5 3 il p iICEE3<) DIREEA T 5, UIEERHIEHIC X v 8w
(IHS @ ICHD % 3 i)t B i L W L OFRBIZHEA L7RVY) BRBE NS BE T, 2
DREARDOFRIEN S0 LA T TH 5,
- A7 U —=V ZHIRFIZ, LD CM O MR i TR
- MBS ISBLUEDD
- O~@DWF A A 73 IR B IR SUI T BR OBV Z o 72 A
¥) M8 HULELHD
@ ICHD % 3 JR B iR 1.1 RED 2V R @ CHB XD
@ ICHD % 3 iR B> (1.2 FiJkDH 5 8K O BB LOUC
©® FEENLND (FEREZHEED S B, 1 D07 STV
@ MeEZMSNTEBY ., ERIC Y 77 U RER UIRAFT UKL L

72¥. ICHD % 3 B B WD 1.2 Rk H 2 FEES G (28 D B r: eah (5
FEVER OFENE) R OMMEYERTIE 2 ¢ 5 FrEadm (MR 88ss) OBEERE UL A PHE 2

4



BT 5BEITRBRIHAAN SRR -T2,

[FER]

<H >

TEEE Th D _EEMRREGH 12 8 To 4 B H -0 ORSERE L EoOER B K
DR—=AF A4 U NEDOELEER 2 ITRT, T ERREE R LU THlARREE b2, 4
HE & 720 OREELL EOBEFR HEUI R 2 H B R DR S iz,

2 _EERESH12ETO4EBRESGHE-YDOFREFEEZEL LEOEREBEO
R=RSA 0 bDEILE (FAS)

AH
225 mg/4 I FE 675 mg/12 HEHE 77 v AREE
(n=187) (n=189) (n=190)
NR—=R T A HED 13.2+54 13.4+54 13.5£5.0
CHEREGH 12 HED 93+5.9 9.5+6.0 11.2+54
NR—=R T A U E O ETE, iE3) —4.124+0.43 —4.14+0.43 —2.45+0.43
T RREEL DFEED) —1.67 —1.69
[95%/ & #E X i ] [—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 ke R THEEHOGIEEZBEEDR, X—RF 1 TOHE
FELLEOFESE H R O R SR RAERER A AR L L7z ANCOVA, 728, MEDLEMEZFHET S
72012, FIDIZARA] 225 mg/4 B L 7T B RO LERZITV, AEENRD LNEHEE, KIZ
675 mg/ 12 WRE L 7T v RO AT > 7,



2>
HEFRT, AF225 mg/4lHEE61.7% (11661) . 675 mg/12iEE61.1% (116%1) . 7 F
sz‘ﬁ%l 8% (118f) IZFBD biTz, “HEBRKEGEHMIZIHE WO TWF DR T2%LL k
IO LNTHEFRIIRIOLEEBY ThoTo,

£3 ZEERRSHREICEVTOINAIDET2RULIZRBELE-EEER
(REMEBITHRER)

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

TS AR A 33 (17.6%) 23 (12.1%) 24 (12.6%)
- NHEEZS 30 (16.0%) 40 (21.1%) 36 (18.8%)
ST AL EE 29 (15.4%) 23 (12.1%) 21 (11.0%)
R R AL ST 14 (7.4%) 24 (12.6%) 17 (8.9%)
TSR 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%)
TR 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%)

125(%)

A mm%fm‘xz}:oto HERAEFFRIL. AH 225 mg/4 87 3 41 [1.6% (i
i, PP, mEE) 1. 675 mg/12 #EE 1 41 [0.5% (A > 7= P) ] IZRB O bz hs,
W BRI L OBEME X eV Sl S T, B FIRICE T AEFLT, mAA
HETIERDO NS, TT72REET26] [1.0% (F8E. HEREREE N, A ifmERERm) ]
WO BTz, B, BIWERX, A 225 mg/4 HEE 29.3% (55 61) . 675 mg/12 #HEE 32.1%

(61 f5), 7 Z7AREE283% (54 B) TR BTz,



(2) EMFIEREE Z x5 L U7 FEEEILE S I/ MHEER  (406-102-00002 FX5k)
[FRBR O]

AFN DA INE R LM 2Rald 5 BT, KEMFEER (Episodic Migraine, LA T
TEMJ) #3356 1l (HARN 301 flaEte) Z2xtGe s LIEERAL _HERT 7 A%
FRELESERIBR 23 H A J OV [E 0D 67 Jiliak C FEhE S 7z,

4 \DOA 7 ) —=v T (R—RF 4 ) 1Tk 12 BENA _EHER&EGHM L X
iz, “EERESHMICBT 2EBREO ML - ARIIRI4DOLELY Thote, EEFE
ME AL, —ESEHRRESE 128185 4 BRHZY OFERAERDOR—2F A
HOEEE ST,

x4 _EEREBESHMICBTLAREORE - A=

Ak - HE
7T R 7T RE 4 BB 2M GH3m|E) FTEgRS
AH 225 mg/4 FHEE AH| 225 mg & 4 F'EJ Al GF3mE) ET#ES
IXAH] 675 LIMIE 78R % 43 1 123 3
A 675 me/ 12 R WA AH mgxh 75 Z 4 WM 1|, 12 AR GE3[E)
TG
< F gL TE >

+ 185k LA | 70 s LA T D B M ST 2tk
- FIERA 12 » ALLERTICHEER (IHS @ ICHD % 3 R B HUCHES<L) OREEZ AT
% XATERAEIENC X v FEESE (IHS o ICHD %5 3 R B U & v ooy BRI & L 72
V) BIRIBENDBE T, DO RIEROFRIEN 50 KL FTh D,
- A7 Y == 7 HIEFIT, LT O EM OREER - T B
- HWBE6 HULE 14 BLUFTH S
- O~@oWFhrEiE T R EERE Ak 4 BLLED D
@O ICHD-3f ZWrkk#ED 1.1 kD2 W EEF] O CB LD
@ ICHD-3f 2D 1.2 pidkodH 2 HEK) OB EBLOC
@ HEmNgEbD (FEEmR2 ﬁﬁﬁ@o% 1 D72 STV
@ MeEZMSNTEBY ., ERIC Y 77 U RER UIRAFT UKL L

72%. ICHD % 3 B B WD 1.2 Rk H 2 FEES G (28 D B r: eahs (5
FEMER OF M) K ONMERPERTIR 2 £ 5 Frgass (ISR EER) OBEERE X & OHE &
BT 5 BEITRBRICHEAAN DR > T,



[FER]

< B>

FEMEEE TH D, —HEREGH 12 #HTO 4 BEEH7- 0 O EEE B EOR— A
FAUIMEDEEEESITRT, TR B L THAFRE S bic, 4 BB H-
D O R BT A A E R DR S T,

x5 _EERESH12ETO4EEGELYDREREBBO
R=RSA 0 bDEILE (FAS)

AA
225 mg/4 B EE 675 mg/12 JHE#E 77 v AREE
(n=121) (n=117) (n=116)
NR—R T A D 8.62.5 8.8+2.5 9.0+2.8
CHEREGH 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 DL —2.98 —3.00
[95%/15 #E X i ] [—3.74, —2.23] [—3.76, —2.24] —
p fiE <0.0001 <0.0001

1) ERIE AR

H2) B/ HIE SRR S

W 3) BERE MR, ERONR—RT A VRO FBERE TRIREAOF A2 B EDL, X—2F7 A TORHE
iR O RS E R ER 2 LR’ L L7z ANCOVA, B, MEDLEMZ TS 57-D12, #)
OIZAFH 225 mg/4 WL L 77 B RO ZITV, AEENRD bNHEE. RIZ 675 mg/12 #
FEE 7T RHEOHIZIT -1,



<>

HEFERIT, KA 225 mg/4 BEE57.0% (69 #1), 675 mg/12 #HEE 62.7% (74 1), 7
7B ARHE 65.8% (77 #) IZFRO Lz, —HEEMBEGHMICEWTHTILNORET 2%
LEIZROONTEHAERFRIIER 6D LB ThoTo,

£6 —EERERSHREICEVTOINAAIDET2NULIZREBELL-EEER
(REMEBITHREH)

AFH

R 225 mg/4 HRE 675 mg/12 AL 7T B AREE

(n=121) (n=118) (n=117)
ST ERALRLBE 19 (15.7%) 14 (11.9%) 15 (12.8%)
TS BB A 18 (14.9%) 14 (11.9%) 12 (10.3%)
BRUEDS 17 (14.0%) 15 (12.7%) 16 (13.7%)
R SRR 2T 11 (9.1%) 16 (13.6%) 7 (6.0%)
HESRALZ 9 FEIRS 7 (5.8%) 2 (1.7%) 0
L 7Nz W 6 (5.0%) 2 (1.7%) 1 (0.9%)
TSR R AR 4 (3.3%) 2 (1.7%) 0
T2 3(2.5%) 1 (0.8%) 0
et 2 (1.7%) 2 (1.7%) 4 (3.4%)
TS ERAL H i, 1 (0.8%) 4 (3.4%) 1 (0.9%)
IR 1 (0.8%) 3 (2.5%) 0
GV 1 (0.8%) 0 3 (2.6%)
T 0 3 (2.5%) 0
i B A& TR 0 3(2.5%) 0
FFEMED 0 1 (0.8%) 3 (2.6%)
5 0 0 3 (2.6%)
BiIE5(%)

R ELITHERERAFFRIIRD N olc, HEGEPIICE S TEAFFRRIT, KA

675 mg/12 FRETIERRD H AT, 225 mg/4 BEET 1 6] [0.8% (GEHFHBALALED) ], 7T+
REET 14 [0.9% (HERIRRZEH) ] ISR BTz, 7235, BIERIZ. AHK 225 mg/4 Bt
26.4% (32 ). 675 mg/12 WFE 31.4% (37 ). 77 BAREE 23.9% (28 f#]) IZFEH B
720



(3) 1Bt EEm B At G & U [FEFRIL R B AR (TV48125-CNS-30049 #U5R)
[FRBR O]

AAN DA R OV 2 Etd 5 BT, CM B3 1130 41 (B A A 109 61 % & Te)
xtGrl LTEEAC ZEER T 7 At MEELEGUR AN E NSO 132 gk Tk S 4
776

BRI, L - HE, FEFH0IE H KO F 7@ IR B, 406-102-00001 #5k & [A]
kL S,

72%3, ICHD %5 3 WiE B hR> T1.2 AiJkDdH 5 HEESR ) (Z& £40D F et g8 (L
FEME R OV NE) B QWM PERTIR 2 £F 5 8adm (IR 580m) 0 BRI U3 A OFE %
BT 5BEITRBRIHAAN SRR -T2,

[#5R]

<H >

TEEE Th D _EEMRREGH 12 8 To 4 B H -0 ORSEEE L EoOERE B K
DR—=AFA PO DOEALEEZR TITRT, 7 BREEE B L TlAKREE HI12, 4
& 7= 0 ORERELL EOBERE B AU 2 A B2 23l S vz,

x7 —_EERIERSH12:EATO48RBH-YDFEELLOERBED
R—=XS5A4ohbDEILE (FAS)

A
225 mg/4 I RE 675 mg/12 HEHE 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
_EEHREGH 12 ED 8.0+6.3 8.5+6.3 10.4+6.4
R=A T A OB EE, E3) —4.56+0.30 —4.26+0.31 —2.46+0.31
TT R AREEL DFEED) —2.11 —1.81
[95%/ &5 #E X fH ] [—2.76, —1.45] [—2.46, —1.51] —
pfE <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

WD) CEEIE SRR

W 2) o Il AR

Bﬂ)&ﬁﬁ PRI, Mg N — R T A VO FEE TR OB A B EDR, X—AT A TOHf
SErE L) E O BB O SR BSIE SR ES 2 AR L Lz ANCOVA, 2B, MEDL B4 {4
DI, ARMEO EEFAME B K OEIKFEAGE B2 T, lmmﬁimmmw%htoﬁﬂ
225 mg/4 WL 7T B ARBIZOWTOEEFAEE, _HEERKE G 12 BIZBT 5 4 BEHZ0 0
Hﬁﬁﬁﬁ@N#X?4V#E®%k%\Dh@Mﬁﬁ&6Bmynﬁﬁ@ﬁA&77?Tﬁ;O
WCOFEEFMIER, 225 mg/4 AL 7 F B RBEZOWTO —EHEREGH 12 8I260 2 4 HMEH
720 OPEELL EOEETE B D 50%LL s Lf_ff}j'z%%%@%/\ 675 mg/12 HEE & 77 BRI OV
TOFEHEFMMIEB ONEIZLEEEZITV, BEICR ST AICROEEEITH Z & & &7,

3 4) Wilcoxon rank-sum & & (ANCOVA (T X 5572 D IEHLHE _Ob\’C Shapiro-Wilk & THE (p=0.0063)
Thol-7-D. FFTOHTITHE Wilcoxon rank-sum & E 2 B2 iihr & L7-)

10



<>

HERGT, AA| 225 mg/4 BEE 71.2% (270 ). 675 mg/12 EE 70.5% (265 #1) |
7T BAREE 64.0% (240 7)) IR LN, —HEBRKESHMICENTWTNORET
2%V IO NI AEFEFRRIIRSD LB ThoT,

£8 —EERERSHREICEVTLINADET2RULIZREBELL-EEER
(REMEBITHREH)

AFH

HRA 225 mg/4 HRE 675 mg/12 EEE 7T 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 BE 75 (19.8%) 80 (21.3%) 60 (16.0%)
R RGE R 16 (4.2%) 18 (4.8%) 15 (4.0%)
SRHEE S 15 (4.0%) 19 (5.1%) 20 (5.3%)
FFEMED 11 (2.9%) 9 (2.4%) 5 (1.3%)
TS ERAL H i, 8 (2.1%) 7 (1.9%) 10 (2.7%)
RSN Z D FEIRS 8 (2.1%) 6 (1.6%) 0
GV 6 (1.6%) 4 (1.1%) 11 (2.9%)
Il S e 5% 4 (1.1%) 10 (2.7%) 10 (2.7%)
ARt 4 (1.1%) 4 (1.1%) 8 (2.1%)
BiIE5(%)

FEIE, AA 675 mg/12 WRET 1 il GECICE - T-HEFSL  1SPEPAZEMMIRER) R
D BT, IRBRIK & ORI/ ol S e, OO EE A FEFLRIL, AH
225 mg/4 JFE 5 B [1.3% (56E - BeE54r - B3, BEm. BRRE. R A,
BIEZ UV —¥)], 675mg/12 KL 2 B [0.5% (@ F - FEBEEI. Mkl 7
TEARE 6] [1.6% (i - A B, BEREAE, WS, PERIAEE - B0 - R PRI -
YR BUE, EEEE, IR | IR0 b, 7T B ARBEO MR EE - EE - K
R MR - SR BUE 2 bR & | JRBRIE & OBEMEIT e ST ST, BEHIRICES
THERERIX, AK 225 mg/4 BEET 7 6] (1.8%). 675 mg/12 HHEET 5 6] (1.3%), 7
FTHEAREET 8 H (2.1%) D HIL, WTIORETHEEBNZFE D DIV HFRI TR AL
9% (225 mg/4 HEE2 B, 675 mg/12 WHE 2 ) TEGHERALALEE (225 mg/4 WAL 1 41,
675 mg/12 WEE 2 Bi) KO IR (FZ7BARBE2H6]) Thotz, 7ok, RIEAIZ. AH
225 mg/4 AHE 51.2% (194 6) . 675 mg/12 HEE 49.5% (186 1) . 77 & HREE 42.4% (159
B 2R LTz,

11



||

(4) AEVEF IR B 2t g & U7 [E BRI [E S AHEURR (TV48125-CNS-30050 FLER)
[FRBR O]

AFN DA IR O M & it 2 BT, EM B 874 5l (AAN 75 Bla&Te)
xfGr e LTEEAC EEMR T 7 At MEEEGUR AN E NS0 123 gk T S 4
776

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

72%3, ICHD %5 3 WiE B hR> T1.2 AiJkDdH 5 HEESR ) (Z& £40D F et g8 (L
FEME R OV NE) B QWM PERTIR 2 £F 5 8adm (IR 580m) 0 BRI U3 A OFE %
BT 5 EEITRRICHEAAN SN o7,

(53]

<H >

TEMER TH D EEREGH 12 B TO 4 W HZ0 OFEER KO- T
AUPLDOEACEERIITT, T BARREE i U CHlAKIREE B2, 4B HD
O R ERE BT A AR B DR S,

x®9 _—_EERESH12ETO4ERGE-YDRERBRD
R=XAS4 M LDEIELE (FAS)

A
225 mg/4 I RE 675 mg/12 HEHE 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
_EEHREGH 12 ED 49+3.7 53+4.0 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 DFEED) —1.47 —1.25
[95%/ &5 #E X fH ] [—2.01, —0.93] [—1.79, —0.72] —
pfE <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

1) TEE AR R

1 2) d/h CIREAE AR

H3) BHHE M, HUIRK ON—R T A VRO FriR PRSEEHOFEEZBEEDNR, X=X 74 TON
SEm B AR OV BRI RIE R AR A AR L L2 ANCOVA, 2B, MEDLEMEZRIET H-DIT,
A2 O FEFAMIE B M OFIK TG E B 1220 T, lmllﬁrillﬁﬁxﬁﬁb\%ﬂﬁo AFH 225 mg/4 1H
HEL T TR OV TORZEHMRTEE . —HERKRGH 1281280 5 4 BEH7- Y O R 8THE H &
28 50%LL B U= 4R oI 675 mg/12 RE L 77T B ARBEIC OV C O TEIEFEAMGIE H ONEIC ik
BTV, BEIZRSTEHEICROMEETT) 2 & & Shi,

11 4) Wilcoxon rank-sum 2 7& (ANCOVA 1T & 2 5% 72D IERIMEIZ DU T Shapiro-Wilk #E THE (p<0.0001)
THol=, FERTOBLEITHE Wilcoxon rank-sum i E & FEARfifhr & L7-)

12



<Lk >

HEREGIT, AA| 225 mg/4 BEE 66.2% (192 #i) . 675 mg/12 A 66.3% (193 #1) |
7T RARE 584% (171 7)) @O LT, —HERKESGHMICENTWT N0 T
2% EIZRBOONTZHERRIIR 10D LB ThoTe,

F10 ZEERREHREICEVTOVINADET 2% ULIZRBEL-EEER
(REMEBITHREH)

AFH

HRA 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 BE 52 (17.9%) 55 (18.9%) 41 (14.0%)
R RGE R 16 (5.5%) 11 (3.8%) 15 (5.1%)
NGRS 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 ERAL H i, 3 (1.0%) 9 (3.1%) 6 (2.0%)
97 2 (0.7%) 6 (2.1%) 4 (1.4%)
BiIE5(%)

FETIE, ARA 675 mg/12 FHFET 1 FIFRD ST 23, TRERIE & ORI An v & fflhr X
Nic, ZTOMOEELFEFRSIT, AHK 225 mg/4 HEE3 B [0.8% (RER, £HMH
EPEMPERIE, AREZ) ], 675 mg/12 HEE2 61 [0.5% (i, EEE) 1. 77+
AEET B [1.9% (G54 - FEBEEiEdr, RBmFH - wEEo v, FERRIEEME, 3K
YBBUE ., KImpE, EERT BARWE) ] RO LI, T T ERBEOEERETEY
225 mg/4 WEEO LG PEIRE MMM RIEL RE . TR & ORI X200 & S
Tro HBHHIEICE S T-AERFRIL, AAI 225 mg/4 BEE, 675 mg/12 BEL T 7R
FETH 5 BIRRO AL, W ORETHEEFNIIEE O & 172 TR T TE S H AL BE
(225 mg/4 HE 1 61,675 mg/12 WHEE 2 #1) . FH#1(675 mg/12 HHE 2 1)) | A% (675 mg/12
FHEE 2 1) LOYH 2% (675 mg/12 HEE2 #) Th o7z, ek, RWEMIX, &K 225 mg/4
TR 47.6% (138 f31]) . 675 mg/12 FEE 47.1% (137 1)) . 7 Z BAREE 37.2% (109 #i) |2

b b,
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(5) 1B i BFR o DM B B A 52 & L 7= R 4 53R (406-102-00003 3%
B)

[FBR O]

KA B G Uiz & & OREM R OERELZREFT 5 BT, FEEEE 50 4

(CM B3 34 ffl, EM BF 16 i, 2fIHARNIERF]) Zxt4 L Lo IEFEmEHE 55
DIEN O 11 Jiisk THEE S 47z,

AEMDOA T V== T (X—=RF A ) IThe< 52 WM& GHIM & S iz, 1%
WIFIZ BT D1RBEORE - HEIIR 11 OB ThoT,

11 BEHMICEIT5RBRECHZE - A=
ik - HE
AFK| 225 mg/4 BEE AAKI225mg P & 4 BRI 1A, 528 G 13 E) RS
AA| 675 mg/12 8Bt AAF| 675 mg & 12 FMIC 1 [\, 5238 (GF5E) FFi&EE
H) CMIIHIEIO & 675 mg, 7235, ARFIORKRB I N AEL ORI, 4 BWFIZ 1 E 225 mg, X% 12
12118 675 mg D FHRE5TH 5,

< FARTERFLUE >
+ 185k LA | 70 s LA T O M ST 2tk
- [FIERE 12 » ALLERNCHEER (IHS @ ICHD %5 3 i p hUCHS<) OfREE A9
% XUXEERHIEC & v FrEEs (IHS @ ICHD %5 3 il p ilIC & W o RIS L
72N) DIRIB IS BE T, DORNBERORIEN 50 L T Th D,
- A7 Y —=r WP CM ORHE (BEYE H 2205 15 AL B> R Em o 5% (T
FEO~@) OWTNDOFRMZHM-THER BN 8 BLL EH D) ik EM DI
(B A 4 ALLE 14 BELF O B OERE (TtO~®) OWT DS
i R By 4 BLLED D) Ziii7-,
O ICHD-3p WD 1.1 fAiJkDRWF IR O CEBLUD
© ICHD-3B 2l &HED 1.2 FikOH 58] O BB IO C
@ FEEmNEEbND (FHERZERERLED O B 1 D27 ST ZRn)
@ WeEZMESNTEY, HRIC N 72 o REAI IR AFERZE R L

72%. ICHD % 3 B B WD 1.2 Rk H 2 FEES G (28 D B r: eahs (5
FEMER OF M) K ONMERPERTIR 2 £ 5 Frgass (ISR EER) OBEERE X & OHE &
BT 5 BEITRBRICHEAAN DR > T,

[ R]
>
BEREGIL, AH 225 mg/4 BRE92.0% (23 1), 675 mg/12 HEEE 88.0% (22 ) (27
Do, BEHIFIZEWDTOTNNORET 5% EICEO b A EFRITER 12 O
LBy Thol,
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12 BEHBIZEVLVTVWINMIDETSRULIZKBEL-EEER
(REMBITHRER)

AF

G4 225 mg/4 A EE 675 mg/12 FEEE

(n=25) (n=25)
- nEEE 18 (72.0%) 14 (56.0%)
B ALEE 7 (28.0%) 5 (20.0%)
pas AT 3 (12.0%) 2 (8.0%)
B IR 3 (12.0%) 1 (4.0%)
RSN Z 9 PRI 2 (8.0%) 1 (4.0%)
H 1% N EEE 2 (8.0%) 1 (4.0%)
TS 1 (4.0%) 3 (12.0%)
% ik 1 (4.0%) 2 (8.0%)
L INx W 1 (4.0%) 2 (8.0%)
M e~ L~ 2 1 (4.0%) 2 (8.0%)
TR 1 (4.0%) 2 (8.0%)

BiI%(%)

FCIXERD b oTe, T OMOEERAEFEFTFRIL, KA 675 mg/12 HFE 2 151 [8.0%
(ZFUFPEM R REE, < BEEFHM) ] 1RO B, Wb IREREE & oBEME X200
R s NT, BEHEHIRICE ST HEERIT, AA 675 mg/12 HEET 2 6 [8.0% (FE4
ERACALBE, < BT HIM) ] B 6Tz, 2, BWERIX. A4 225 mg/4 HEE 44.0% (11
B) . 675 mg/12 FEE 24.0% (6 ) 12D BT,

<HhE>
SHMEE R TH D, 1RIERI 52 @ To 458 8MH 7=V O FEER A B OEEEOHER 1T FR 13
DEBYThHoT,

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+71 H 11.0+64 H 10.5+6.6 H
(n=50) (n=50) (n=50) (n=47) (n=45)

CPEME AR YR 72)
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4. HFRIZOWNT

ARFN DS & 72 5 B OB OG- ORI L, BN T b Z ENRD B,
AHNOF G- w872 A8 & N DS OBIRREAZENT 22 LB ETHDH, £,
AHNOFHIT L BEZBEWEHNRBI LRI bEU xS a5 5 2 & NUBERTZD,
UTDOO~@DT X T &/ Tk ICB N THEHT & Th 5,

O MERRIZ2OWVT

. JERIE O RE, #Ral & TR, 2l IR (B35 BB O T A R4 22013
) BB, AANZHOWTOFymmka A L TWBER (LT o< ERTE:
>ZM) PAANCET 2EROBEME L L TRRESNATNDZ &,

<[ Rl A >

LT OREMEE T3 Z &

> [EREFFEUS% 2 AFOYIIIHE 2 & T L1k, 8% 27 2 RE OB
S5AEU EOBKREBREZA LTS Z &,

> ARHFN O EHE 2 EHENCAT - 72 BT BGOSR IEIC OV T O W 2 i
UNZATHO ZEMTEH T L,

> BRERETOHEEODRICEET AU TORROEMEDEELZA L TWND
Z &,
- HARMR S
- BARBR 75
- BARNE RS (A
- AR

y

R )

. TRVETETR & ORI T8I MRI 2 K ANV S LS. Y
ST IT R B DO B P A2 G 3 D ERR &l U, MERFICEY) 22y T
X AIREINE S TWA T &

©@ BENDOEEMIEREBEOMEHIZOVNT

. B (> SE 28 O DA NME « 22 RS OSSP O S0 HFEHSNTRE LT
LA G 2 it & MRS 2 E Al T ) I L ERNEFREE, 15
FADREI DN S TNDH &y

® BWERA~DRIGIZONT

. IS Y A 7 EPEEE (RMP) ORZEMERFIFEICGEE S BIERSC, #H
FoEEICRESNZEWER IR LT, Mikhiak XU B RS o B 2
BT DHEREEEE L, BEHAORZE-OXHSIZE L THREEROIEZ%ZT, B
B 0B N T E DIRHINE ST D Z &,
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5. REXBRLLRDBE

[BEBEIR IOV

B OB HT= > TiZ, LTD 1.~4.0FT _XRTCEM-THRETHD L 2K

BT 5,

1. [EFEEERE S (ICHD % 3 i) 258+ a £ L, miJkod 5 Ixn]
KD 7RI OFEIEN A ITEEEILL BB L TV D, UTEERIERE TH D =

EDVHER S LTV D,
2. AHNOEEBRHT 3 I AL EIZIBW T, 1 A &2 O EE A8 4 B
J:’Gé?)éo

3. MER, BAVEORY, EIEAREOHER, A ML AR Ay NEOIERYEIEK
O BERBEEORMEIAREZBEICER L T HRETH Y, T b DOIR#FE A
TNAT > CTH HE RIS EEZ &7 LT\ 5D,

4. A TEARO FERBIEOREMGIFE (Fe 7T ) v— Vi, N7 ok
FRU DA, vRA Y PUERES) OWnThen, FiO~0n o Ho 1 Sk
DB X o TR SUIHEE T X 220,

O ZRBFZITHFELNLR
@ EFEMEDME N
@ o, XIIEWEHS OB D REE~DORNBREN D D

(55Ol « H1kiz>nT]

ARFNF G- HTIER ORI 2+ 2B L, 4 BN 1 [R5 056 135 5-5 41k
3 WA G EEE#) | 12 I 1 B GOEEIIARARGE% 3 VA (1 [E&54%)
Xz 6 A A QEERGHR) 2 BLIIHR EOARRMEZFHE L TIEROBEEDR D b7
WIHEITIE, ARORGHPIEZZET 52 &, 72T D% b EMICE Gk D EG I
DOWTHRES L SR FEMEFBL O « B L AR ARG e S s <ol
Hallid, ARORGTIEZEET DL,

B, BARANZHRE LIBKRRBRIZR N T, RO 15 U H 2l 2 %6 HkBRIE 72
A
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6. WEICBELTERETREEH

@

@

@ ®

AAN DT/ U EE R BBEUE DR DO H 2 BEIZHOWTIAR OB NS
Thodld, B LW &,

ThT7 4T F—, MBI, F @E%@Lﬂﬁﬁm@ﬁi§MTmé #l
Lxa ATV B Mw%Mt I EAE LIS LT D 7 EEY) A s
#ITH k.

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

AHKID RMP Z g L, R FHAZMHRET 52 &,
$ﬁiHﬁf%@@%ﬁ%ﬂ@t@@%ﬁf%étw\$ﬁ Z R DIRE I B %
ERE CTe BTl B U TaiaREZ WD Lo, BFICHRET L2
L,

4N 1 EIOEE S 12 BB 1 BloEs X 12 #8FIC 1 EoES56 438
W_le&ﬁ’ﬁﬁﬁé%é\ﬁﬁ%@@@&ﬁ@\ﬁﬁﬁwﬁﬁ&ﬁ%iam

S— =

1T52 &,

BE R
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