EEKEX 0811 F 7 &
. 4 344 8 A 11.8

AN BAEME #HAERE R

B S B ESR - AERERERFETRRE

TlwixAed (BEFEKRL) MAOREEERET A FTA
(FEERBIEDORENF) 22>V T

REPECES L REOEASH 2016 (TR 2846 A 2 BHBRE) 0B
WT BFHNERGLOFERORBILEELZRDIZ EBEVAENTZZ LER
T EHNERL P EICLERBE RT3 D ICREEREES A R
FAVEERTHI L ELELE,

SR, TR AT (BEFEBRZ) B KR4 7V ERTE
225 mg Y UY) IZHOWT, FEBEEEOREMG IS L TERTLIED
FEEELZHRO L BV EERFR, REFRETROEIKOREE LS
(F) BsiClBALELEZDT, BTAVEELL LELIZ, BRL2BE~DH
MELSLL BEVLET, |
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BEZBHEER - AEFEREELFETERE
( & B & B )

TJVvF AT (BT z) BEOREEAHEETA N4V
(FEERBIEDOREMNF) 2>V T

REMBES P WEDEARFS 2016 (ERL 2846 8 2 HERRE) T8
W EBFHWERSOERORBELHEYRN I LBV AENEI L 22
T EFHNEES Y EICLERBFICEET I DR BERMET A F
SAVEEBRTAILEELELE,

AR, TV RRA~T (BETFERZ) BA (KR4 TV EETHE

225 mg YU VY IZoWT, FERREDKEMMNICH LTERATIED
EEEELIROLBY REEAEESN A FIA VL LTRVELDEL
DT, FOERICY o TR, AHA RIS VIOV THEEBEENDE XS,
EENOEBRBELVCER YT 3 Aa2BEVYLET,






REERRETA PS4
7V A7 (BiaTH#Z)
(BR584 : 7V a ¥R THE225mg v Y )

S 34E8 A
BAF @A

Bl




B |

1. 1ZTU®HIT | P2
2. AEIOKK. TEREF P3
3. ERPREGHR P4
4, HERRIZOWT P16
5. BREXIBLRDBE P17
6. BREIELTERTNEFR P18



1. IZL®IC

EEMOFINE BREMOHEEDTZDITIE, B XEZICE SO IZBIERER R RD
Bhd, Ebic. FEORSERIROERIC LV . HAEKRS OB LRI EFRSE
%ﬁ?éEﬁm#%Méné¢f\:h%@@%%%ﬁﬂ%?&?é%ﬁﬂﬁ@ﬂ%&
TOILHREOREL 2o THY | BHMEEE L ®WEOEARTE 2016 (FiKL 28
6 A2 BIEHRE) LBV Th, EFMERSSOHAOREIEERRE L& sh
TW3,

FRIERBF 2R T sERSIT, BBEASCZEN T e 7 v A VBBRFEOEER & H
ONTRRZIERDH D, ZOD, AR OREEICET 2FRN+oERIND
ECOM UREELRORELZBIZRITAZ LPMHFEINIBEFIIILCTERTZ L L

BT, BIERARRE L ZBRIC L EeRtih g & 52 L BN —E DB - TERE
BCHERATAIZENEETH S, .

L7edS o T, AL KA 2T, BIREBMRZ N E TITB LR TV S ERESEH -
B2 R EO%\uTwE%m@%ﬁ&ﬁﬁ%%ﬁTé@ﬁ#BME&E#\%x

HTRUVEBBEEZTT,
BB, RAA RTA 03, BILITEIEAERGERESG S, —REFEARE
WRRES, —RIEEEA B RS, —REEEA BARNRI 2SS, —RHEFEAB AR

R AR e R O EIEE RIS ENE A B AR ENERZESDOH Db L 1ERE
L7z,

HREBRDERER : TVa bR TE25mgY Y o
(&% : 7 V<X X=7 (BETFHHEEEZ))

R ERDPEXIHR - A ERERAIE DR AEMH

NBLRARMERVAR: @%, RAIKIR 7 V<R3 X<7 GBEFHE#EZ) L LT4RRHIC
1[E225mg 2R TFHET2, X REMICIE67Smg Z#ET
®ET 5,

&R T EH  KERERASH




2. AHIOWKE. ERRF

FUa PR TE2Smg VY oY (—R4: 7 LR AT (BIzTHE#EZ) . ST IE
F11) X, BALOBROICINLVY b=V BETFHEENTF F (Calcitonin gene-related
peptide : CGRP) I/ &5~ 7 ABIBRAEED & MbsaE s v ) & G(1gG) 2Aa/kappa
E ) 7 u—FHETH D, ,

FrEESE DR BRABIT T 72+ MR SR TV RS, A 5 2 DRI AR O i B A B
CHEETASXMROBMBICERTA LT, —KREBEE=2—a VOFEEESEZD,
AR D B CGRP oY 7 A ¥ L AP 72 ¥ O MEVEBMWE DR TF RO KH S,
R T OMRFEAENER S ., S ORERIRICHEVAROMREAER S
AIETEBENELD EWVWHIABALNTNS Y,

“®D X5z, CGRP IIHEROKREABIZEES L TRY, T/ 77— KTl D
CGRP DAEX, HEEBRIEORELIH TS Z L8/ 5,



3. ERERRRK
IR REAEDFIEIMH O AFRRHIFEM 21T o 72 TR BERRR DR Z TR,

(D BEREREELRE L - EERLFRSE T/MEER (406-102-00001 3A5%)
[HBROHE]

KR OB R VL2 ERETT 5 BT, 8885 (Chronic Migraine, LA T TCM])
BESOB (BARAN4T9 BleETe) ZXRE LI EBIEALT Etffﬁjv)szﬁtt%aﬁ
BRAS B AR UHEE D 67 fEsR CEM STz,

4 BEIDR 7 Y —=v T8 (R—=RXT4 V) 12k 2 BEB_EERBZEHH L &
iz, _EERREHMIZBITIRREOHE - HEBRIR10EBY Thotr, TEF
MEE I, —EEREEH 128128175 4 BREIH7-0 OhEED EOIER B D~N—
RFGAUNPLDOELEE ST, )

x1 _EEERBRSPMICBTIEBREORZL - AE

fik - A&
75 R IR E 4B 1IE, 1288 GF3E) RTERE
. FENIAE] 675 mg T, CABEIZAR] 225 mg%4@ﬁ§ 1[5, 12 B8R Gt
225 mg/4
AR m/ /R o res
1% + B
A1 675 mg/ 12 SERE ziﬁjﬂmsmg PRI SER% 4 BREIIC 1 H, 12:@F§(+3 &)

) ARAORBEN-AERCARR., 4 BRI 1 225mg, XiZ 12882 18675 mg DX THRETH
50

< FERBIRIEVE>
- 18 IRLLE 70 BREL T 0 B X i &ttt
- REDE 12 7 AU LRI EER (EBREERE ¥4 (International Headache Society, LA TF
MHS1) ® ICHD % 3[R B hRICESL) OFRBEEHF T, XIIBEEHIENC L Y FEER
(IHS @ ICHD % 3 iR B hRIC X W b DEBIZEE L2V BRI D BHE T, 7b>
DB OFIEN 50 REL T TH 5,
« A7 V== ZHREYPIZ, LTO CM ORER - TRE
- BB HEEDN 1S EL;LJ::%Z;
- O~@DNTNNEWHZTREBEAE (FERXIIFEROZEVNEZ 57
%) N8HLUEDS
@ ICHD B3 R BRRD 1.1 AIJKDZRWHEERE] ® C B LD
@ ICHD B3R BIRD 1.2 Ak H B FEER] O BB ILUVC
® REREIELNS (HEEZHEED S b, 1 SRBEZIhTHRN)
@ FEEBWSINTEY, BRICN) 72 U RBEHIEZATEFELERALE

728, ICHD B3R BID 1.2 BiJkDH D REER] e TN b FMEMFTER (1
FHHEROFREMSE) ROBEMHRTREZED FiER (NERFER) OBRERXIIAHESY

4



BT 3BREIIRBRICHEAAN NS T,

[FER] -

<HHE> ,

TEIMER CTHIH _EERBEN 2 BETO 4 BREHY OREEL EOEER B
DR—RAFAVinbDELBER 2 1TTRT, 77 RBLLBRLTEAKBEE bIZ, 4
BRI 0 OhEEL EOFER BT 2 ARRBO PHER ST

%2 —EEREEH12EBTO4BEEH-YOREEL EOEERRO
R—XS5A4ohiDELRE (FAS)

A
225 mg/4 B 675 mg/12 W TN
(n=187) (n=189) (n=190)

R—ZF A ED 13.2£54 13.4%54 - 13.5£5.0
“EHERKRSH 28%ED ‘ 9359 9.5%6.0 11.2+5.4
N2 T4 b DEEED EI) —4.121+0.43 —4.14%0.43 —2.45+0.43
T eRFEL DOEED : —1.67 —1.69
[95%fEsR X H ] [—2.54, —0.80] [—2.55, —0.82] —
p B 0.0002 0.0001

1) ERHEIREERZE

E2) BA_REHERAERE

E3) BER. MR, BEROS—R51 VBONERFHREROAELEEDHR, —RATA TOFE
EDFoEE B RR O ERRELEREHERL Lz ANCOVA, 2B, REDLEMEZTET S
7Bz, TIDIEF 225mg/4 BEL 77t RBOHEZITV., FEERRD ONZHEIT, KIZ
675 mg/12 BRE L 7T ERROLLEEIT o T2,



<Z&H>

BAEFRIT, AHFN225 mg/41B8£61.7% (1166) . 675 mg/12i8#61.1% (11661), 75
T A EE61.8% (1184)) IZRD bz, “HEERKEGFHMIZBW T TR0 2% E
KROLNIEZAEFRIRIOEBY Thotz, '

®3 ZEEBRRSHMCSEVTVTANDET2%ULICRELE-AESER

(ReMRTHEER)
ZAF

BEHL 225 mg/4 BB 675 mg/12 B A Y 3

‘ (n=188) (0=190) (n=191)
BESTER AL RERS 33 (17.6%) 23 (12.1%) 24 (12.6%)
_FnREE% 30 (16.0%) 40 (21.1%) 36 (18.8%)
EESTERALALSE 29 (15.4%) - 23 (12.1%) 21 (11.0%)
HESTERAL AR 14 (7.4%) 24 (12.6%) 17 (8.9%)
EESTERALZ 5 FERK 10 (5.3%) 3 (1.6%) 5(2.6%)
TR : 5(2.7%) 1(0.5%) 1(0.5%)
AT 4(2.1%) 2 (1.1%) 3 (1.6%)
TH 3 (1.6%) 4 (2.1%)
e ’ 2(1.1%) 4(2.1%) 0
B 2(1.1%) 5 (2.6%) 2 (1.0%)
fEERE % 0 4(2.1%) 1(0.5%)

BlEK(%)

RETIIRO N2 oTc, EERATFRII. AH) 225 mg/4 BB 3 6] [1.6% (BH
i, PSS, WE) 1. 675 mg/12 @R 1 Bl [0.5% (£ TN F)] ZRBD bz,
WP B IRRIE L OBEMIZ RV EHIBT SN, REDPIECE > HEERIT, BAS
BTIIRD LT, TS RRBET 261 [1.0% (V5. AEREREEM, B sk ]
B o, 28, BIERIX. A% 225 mg/4 BEE 29.3% (55 #1) . 675 mg/12 HBEE 32.1%

(6141)., 77 EREE283% (54 #)) 2D BT,



Q) FEERERBEEZNR L LIZE %,\I‘J% I /MAEERER  (406-102-00002 FRBR)
[RBR O1E]
KEIOANER VLML RET 5 BT, KEMFEER (Episodic Migraine, U—F
TEMJ) fB# 356 6l (AAA 301 laEty) ZHHRL LIcBERETEERT 7 EAH
R LB ERER S B AR OEE D 67 HEfR TEE S LT,

A BEDOAZ ) —=V TH (R—RTF () i 12 BREAP _EERKREHAR L =
hir, —ESKREEHEICE T 3HRBREORE - ABIKR40LEBY Tholk, EEFF
MEEL. —ESHRESH 1282875 4 BELEY ORERBEDOS—RAT A5
LOEEL Iz,

x4 _—_EERBEHMIETLAREOCEE-RE
BE - RE
AN ISRy 4BMIC1E, 1288 GF3E) RTRE
AH 225 mg/4 BB AKI225mg & 4BREIC 1 E, 128/ (Gt3E) RTHE
PIEIAH] 675 mg, LA 7SR Y 4 BRI 1 E, 1288 GF3E)
KT#HE

AK) 675 mg/12 BEE

< ERBIREEE>

- 18 LA L 70 UL T O BHE TR ' ‘

- AEHRA 12 » ALLERNCH TR (HS @ ICHD % 3 i p iRICESL) OFBEEZET
% XUTEERREINTC X 0 A EEE (IHS o ICHD % 3 iR B ARIC L D L DR BITHEA LR
VW) AR ENDBE T, BONEMORIED 50 UT TH 2. |

- Ry ) == ZEIFRIC, BT OEM OEEZNCTRE
- BERBEN6RALEMMBLUTTHS

Q~@DDNFThZEFTRERBAEN 4 BULED D

@ ICHD-3p ZHrE#D .1 RikDRNWFEERK] O CRBLTD

@ ICHD-3p BHiE#ED (1.2 AikodH 3R] PBBLUC

@ KEBEAEbh? (FERZEEED Y b, 1 2BWR I TR

@ WMEZWSNTRY, BRI M) 7Y U REANIZAFTEALER L

s, ICHD % 3 IR pHEO> 112 BIJEOH 5 KT &2 N5 AREIATER (L
SEME T OSEHRNE) T OMERERTIE & 0 5 TR (BT BR) DBEEE A IHE S
H4 5 BERRRICEZ AN bR T,



[FE&]
< B>
FEFMEATHD, _EERBREH 2ETO4 BRSO EBAKDOR—2X
FAUNEDELBEEZRSICFRT, IO ERELEBR L TCHAFIEEL bIC, 4 BRI
D O FEE BEICH T A AR RBY B S,

%5 —EERESH12ETO4BMHEYOKERDRD
R—Z254 ohbDEILE (FAS)

AH
225 mg/4 @& 675 mg/12 BEE 7T AR
(n=121)  (@=117) (n=116)
NR—RF A ED 8.6+2.5 8.8+2.5 9.0+2.8
ZEERREH 2B 49+3.0 5.0%3.3 8.2+3.7
NR—=2F5 L b OELRE. E3) —4.00+0.37 —4.02£0.38 —1.021+0.38
T RRFELDOEEY —2.98 —3.00
[95%(ERER ] [—3.74, —2.23] [—3.76, —2.24] -
pfE - <0.0001 <0.0001

1) EHEHEERE

¥ 2) B/ REEMEIERERE

3 ®EFH, B, BRON—RF74 VEBORBERTHERERAOFELZBENR, \—R 54/ L TORE
AR ERBERFREHXERL Lz ANCOVA, 2B, RENZEMEZRET 572012,
DIZAAE] 225 mg/4 B & 7T e RFHOLLB TV, ARELSRD BRBEAIE. RICT675me/12 18
BT RO EITo T,



<TEHE>

HEESIT, AH 225 mg/4 BEE 57.0% (69 1), 675 mg/12 BEE 62.7% (74 ). 7
S5 REE65.8% (77 B) ICRBD bz, “EERESHRICBDTWTRNDOHT 2%
UFRICRDONIEEERIR6D LB Thotz,

%6 —EERREHBECELTOTIAIDOHET2%ULICRALLEEER

(REMMITHRER)
A#

BERA ' 225 mg/4 BB 675 mg/12 BEE 77 ARRE

(n=121) (n=118) (=117)
TSR ATBE 19 (15.7%) 14 (11.9%) 15 (12.8%)
e ERAL AR RS 18 (14.9%) 14 (11.9%) 12 (10.3%)
LGRS ' 17 (14.0%) 15 (12.7%) 16 (13.7%)
SRR 11 (9.1%) 16 (13.6%) 7 (6.0%)
EREMIZ 5 e 7 (5.8%) 201.7%) 0
L7 Y . 6 (5.0%) 2 (1.7%) 1 (0.9%)
B ER AL RERR , 4 (3.3%) 2 (1.7%) 0
i 3(25%) 1(0.8%)
B 2 (1.7%) 2 (1.7%) 4 (3.4%)
FESTERAL H L 1(0.8%) - 4 (3.4%) 1 (0.9%)
EREEE 1 (0.8%) 3 (2.5%) 0
B 1 (0.8%) 0 3 (2.6%)

- FH 0 3 (2.5%) 0
EETR 0 3 (2.5%) 0
HEMEDEN 0 1(0.8%) 3 (2.6%)
st 0 0 3 (2.6%)
B (%)

FLEIBEEREERERIRD LN o, BEFIERE>TFEFRIL. AH
675 mg/12 WEEETIZERD LT, 225 mg/4 BWHT 1 41 [0.8% (EFWACLH) ], 77
FEET 1B [09% (ERIRZEH)] R bz, 2, BIEML, A% 225 mg/4 @R
26.4% (32 ). 675mg/12 BB 31.4% (37 ). 77 EAEE23.9% (28 f) IZFBDH LN
7o :



Q) BREEEEENS L - ERLFENHEER (TV48125-CNS-30049 FR5R)

[RBROEE]

AR OEFER CEEMEZRTTT 2 BT, CM B3 1130 ) (AARA 109 Flz &)
EXRL LIEEAME_EERY 7 A RLKRARBENS O 132 B TERSN
77,

HEREIM, Ak - HE. Igﬂiﬁrﬁﬁlzoa‘:t@%}igf‘é %, 406-102-00001 RER & [A]
BeXhi,

723, ICHD %8 3 fiE B WL F1 2 kD H 5 REER] &S DA REEAER (L
MR OFHEN) ROMMESMERTkZ 5 K IR (MER KR ORERUIAESY
BT 5BEZRRIEAAN DN D 5T,

[#ER]
<HhE>

FEFMEEAE CTHEZ _EEREBSH 28T 4 BEH-0 ohEEY FOBERAL
DR—=RAFAPOOEMEER TITRT, 77 2RBELEB L CHARRE LIZ, 4
SER 7= ) DR EE L) OB BT R B AR RBO SRR S,

K7 ZEEHERSH12BATO4BESH-YOPEELLOBEEAHED
R—RF4 M DELE (FAS)

AH
225 mg/4 AEE 675 mg/12 A 75w AREE
(n=375) (n=375) (n=371)
NR—R T A LED . 12.8+5.8 13.2+5.5 13.3+5.8
_EERRSH 2BED 8.0+6.3 8.5+6.3 10.4+6.4
R—=RF AU nbDELEEY. E3) —4.56+0.30 —4.26+0.31 —2.46+0.31
TOEREEL DEEY —2.11 —1.81
[95%(ERRX ] [—2.76, —1.45] [—2.46, —1.51] -
p f& <0.0001 <0.0001
p EES <0.0001 <0.0001 —

E D EHEIEERE

E2) B/N_REHECIERERE

3) |EBE, MR, MBEUN—R 54 /ﬁ@ﬁaﬁr%%%ﬁﬂiwﬁﬂ%lﬁxﬂ% R=RF A L TOH
SEU OB BBRRORERREREREZLLTRE L Lz ANCOVA, 2B, BREDLEMZHET
B0, BZhEOEEFHEE B R OBIRAFEME B 12T, EEJ'EF?%JIE&WV\ bz, AE
225 mg/4 BREL 7 ERBEICOVWTOEETMER, _ESHRESH R BIZBIT3 4BV 0
FERBEOR—2 74 D EOEE, 225mg/4 BEEL 675 mg/12 BEOHE & 7’7421*332 iz
WTHOEEFMER., 225 me/4 BEEE 7T ERFICOWTO_EERFEY 2Bz T2 4 BRS
72 0 DR EEEED] b OFERS A B 50%LA B U= 3B OBIE. 675 mg/12 L 7S ERBIZOW
TOXEHEEE ONEICHEERITV . BEIC2 - BACROEBETS = & & Shiz,

I 4) Wilcoxon rank-sum 3R E (ANCOVA IZ & 5 RZEDIEHMEIZ ST Shapiro-Wilk ﬁﬁfﬁ%‘ (p=0.0063)
Thotfzizsh, BRIOBEIZHEY Wilcoxon rank-sum MEZ FEARMBHF & L)

10



<REM>

HEESZIT. AF 225 mg/4 BEE 71.2% (270 B) . 675 mg/12 F@HE 70.5% (265 Fi)
75 R 64.0% (240 i) ICED b, TEERBSHBICBVTOTRNORT
2%LJJ: IRDLNIHEERIIRENDLBY 'Czboto

#8 —EERBSHMICBLVTOTALORT2%ULICRRLE-AEER

' (REMETIRER)
A
B4 : 225 mg/4 WEE 675 mg/12 1BE A 4 ¥ -3
(n=379) (n=376) (n=375) -
HESERALE T 99 (26.1%) 114 (30.3%) 104 (27.7%)
A ERALRR RS 90 (23.7%) 74 (19.7%) 68 (18.1%)
SRR AT BE 75 (19.8%) 80 (21.3%) 60 (16.0%)
FRERY 16 (4.2%) 18 (4.8%) 15 (4.0%)
BIHEER 15 (4.0%) 19 (5.1%) 20 (5.3%)
REMED FE 11 (2.9%) 9 (2.4%) 5(1.3%)
TESTERL H i 8 (2.1%) 7 (1.9%) 10 (2.7%)
ESTERLZ 5 EERE 8 (2.1%) 6 (1.6%) 0
=D 6 (1.6%) o 4(1.1%) 11 (2.9%)
Bl g 4 (1.1%) 10 (2.7%) 10 (2.7%)
R R - : 4 (1.1%) 4(1.1%) 8 (2.1%)

Fi%(%)

FET 3. A 675 mg/12 BEET 16l (BEICE->HEFR  BUERAEEMERE) 8
b%ﬂtﬁ\%&%kmﬁﬁ%m&wk%%énto%@ﬁ@i%&ﬁi?%i\ﬁﬂ
225 mg/4 @EE 5 B [1.3% (GH - BB - REB. TFR. BRESE. REKA.
BEEZ Y —¥)], 675mg/12 BRE2 6 [0.5% (K@FEH - FEBESHE. MRl 7
S REE6Hl [1.6% (Fi - HBEH. BRAE. W, PREE - ER - RigE7E -
EYREUE, FEFRGE, FER)] TR o, 77 e RREOMREE - @ﬁ xR
PPV IE - EWRBUE 2R E . VAR L OBEMEI RV LM Sz, #EHIRIC
A EESIT. 4K 225mg/4 BREET 76 (1.8%). 675 mg/12 WEET 5 F (1.3%), 7
SERET A (2.1%) 3D HiL, WTNLHDOBETHEEMEED b= ERITEHRERML
%35 (225 mg/4 WA 2 #i, 675 mg/12 JBEE 2 ) . VESTERALALHE (225 mg/4 BB 161,
675 mg/12 R 2 ) RUOKERR (FoERBE2H) Thol, i, BUERAIL. AHA|
225 mg/4 JBEE 51.2% (194 ), 675 mg/12 BHE 49.5% (186 B) . 7" 7 LA 42.4% (159
) TR b,

11



(4) REHREEEEEXRL U EERARFMIERER (TV48125-CNS-30050 ER)

[RBROFE]

AR OFIEROEEMEZ RT3 BHT. EM %% 874 5l (AARAN 75 Bl & &)
ERRE LILEEBL_EERY 7 A BLEERBRBENSD 123 R TEBEIH
72,

RERYIM. B - AR EEFMEEB RO E/58R LRI, 406-102-00002 3ER & [
RE Sz, ,

728, ICHD B3R BIRD T1.2 BidkDH 5 FEERB] (TS EN 5 HFEEAEE (L
%ﬁ&oiﬁ&)&v%%ﬁm%%#ﬁﬁﬁf(Mfmﬁﬁr)@%&WXiAﬁr%
BT 3BERARICGABRAN BN 2D 5T,

[#2R]

<HihHE> |

FEFMEE THL _EERBREH 2B TO4BEADZY OFERBEDOR—2 5
AUPODEEBEZRIICTT, 7T eRBEL B L THARBEL iz, 4 8BS
DREEFE BB T 2B BB PR SN,

R _EFERESH 12BTO4BEH:YOREERHRD
R=R3A b DELLE (FAS)

. ZAH) ,
225 mg/4 BRE 675 mg/12 BEE 77 RE
(n=375) (n=375) (n=371)
N—2RF A E] 89+26 92+2.6 9.1+2.7
“EERESH 12 85D 49+37 53+4.0 6.5+3.7
RNeERTA b ORE(LEED, #3) —3.66+0.25 —3.45%0.25 —2.20£0.24
T EREL DEE) —1.47 —1.25
[95%fE 3R X ] [—2.01, —0.93] [—1.79, —0.72] —
p & ' <0.0001 <0.0001 '
p fEES <0.0001 <0.0001 —

E 1) EHEEIERERE

32) R/ FEME B ,

H3) BB, MR, HIREUR—-25 1 /H#WHHEF%WJ‘%{&%@%M%@E%% _R—2Z A4 /T(Dﬁ
FRBBR O ERREREREZILLER L Lz ANCOVA, 28, REDSEMLBET B0
AEMED FEFETE B K BIRASTEHE R | u.’Jb\T El&’lﬁ%‘ﬂlﬁ?ﬁﬁw Liviz, AAEl 225 mg/4 A
BLITERBICOWTOEEFMIER, BERESH 12812815 4 8RH- Y O EERK
3 50%EL i L= giBRE 0 BI4. 675 mg/12 @Eié: 7T B ROV T O EEFEMIE B ONEIC Lk
BTV, BRICROTBAICROEEZTI 2 & LSk,

¥ 4) Wilcoxon rank-sum R (ANCOVA 1T X 5 B2 DT HMEIZ >V T Shapiro-Wilk B THE (p<0 0001)
Tholzizth, FERIOREICH Wilcoxon rank-sum HEF TEALMEH & L)

12



<ZEHE> .

AEEST, AK 225 mg/4 BEE 66.2% (192 Bl). 675 mg/12 R 66.3% (193 Bl) .
75w REE 58.4% (171 fl) KKRH bz, —EEREEHMICBVTHTRHORT
2% LIZRBD SN AEFERIIR 10D LBV ThoT,

£ 10 —EERRESMMICEVTOTIALDORT 2% EICHRBEL-BEETER

(REMMITHRER)
- AH
HHA 225 mg/4 BEE 675 mg/12 A 77 REE
(n=290) (n=291) (n=293)
TEFHERLETR 87 (30.0%) 86 (29.6%) 76 (25.9%)
ESTERALAR RS 71 (24.5%) 57 (19.6%) 45 (15.4%)
FER B ALHE 52 (17.9%) 55(18.9%) 41 (14.0%)
FRERY ‘ 16 (5.5%) 11 (3.8%) 15 (5.1%)
BIHTAR 11 (3.8%) 11 (3.8%) 9 (3.1%)
PR B R G -7 (2.4%) o 10(3.4%) 4 (1.4%)
[EXK 6 (2.1%) 4 (1.4%) 3 (1.0%)
B> 4 (1.4%) 7 (2.4%) 5 (1.7%)
Bl SR 4 (1.4%) 2 (0.7%) 8 (2.7%)
VESERAL H L 3 (1.0%) 9(3.1%) 6 (2.0%)
e 2 (0.7%) 6 (2.1%) 4 (1.4%)

B3 (%)

Fr-Ix. AH 675 mg/12 WEET 1 BlFR0 b7z s, TRERIE & D BEMIZ AR LIS
N, TOMOBERAEERIL. KK 225 mg/4 BRI [08% (REX, g8 g

EHERMI/E. AR ], 675 mg/12 BEE2 41 [0.5% (BHim, BRE)]. 77 %
HBEET 6] [1.9% GEE - FHEMHEH. S@RER - 2O IV, FEERFERER, R
WRERE. Kk, EMET. BREE)] RO bh. T ERHOBRERFRD
225 mg/4 WEEDEEWREMMRERIEZRE | RRE L OBEEIZV EHlT S
7. BERICE - A ESELIE, AH 225 mg/4 BEE, 675mg/12 BER VT 7R
BTE 5 FIRD LN, WTRAOBTEEEICED b FRITESEALALK

(225 mg/4 3BEE 1,675 mg/12 BB 2 f1)  FHI(675 mg/12 &R 2 #1) | RZZ (675 mg/12
FEE 2 F]) ROV o (675 mg/12 WBE 2 ) Thotz, 723, BUWERIZ, &K 225 mg/4
B 47.6% (138 #1). 675 mg/12 @B 47.1% (137 1), 77 & R# 37.2% (109 fi) i
BN, |
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(5) BHREEROCREMAERBEEZ IR L EHRERER (406-102-00003
B
[RBR =]
AR zRYRE LI ZOREMROBEEEBRFTTEBH T, FEBRE 50 4
(CM B#& 34 61, EM B¥E 16 ], 2FIBARNEF]) xR E L= ERENBRERR
NEAND 11 R TEE S,
ABRIDRZ V== TH (R—RF 1) ZFi< 52 BREABTREHE L Shi-, 168
HMICB T 2RREDOHE - AEBEFR 11 0LEBY Thol=,

£11 BEHMICHETIAREORE - AR
, R - RE
K225 mg/4 BR#E AF225mg® & 4 BB 1E, 5288 Gt13E) RTHRE
AH 675 mg/12 BEE KA 675mg & 12 BMIC 1E, 528[ GtsE) KTREs
&) CMIIHIEIDHA 675 mg, 728, AFOERBSNAERVCARIE, 4 BRIC 1 E 225mg, Xit 12 8/
IZ1E 675 mg DR FHRETH 3., '

< ERBIREYE>

- 18 AL 70 UL F OB &tk :

- [AEWRE 12 » AU LEANCHEER (HS @ ICHD %5 3 iR B HRICESL) OB A+
5. XIiXEEARHITIC L 0 FEEY% (THS @ ICHD %5 3 R B hRIC L D B BRICEA L
20 BRBRINBBET, DORBEBORENSOBUTTH B,

* A7 V== THMTICCM OEHE FEF AL 15 BU LR EROEYE (F
FLO~D) DNTNIOFRE KT HER AN 8 B EHB) XIiZEM 0k

B B %S 4 AU E 14 BUT REROEE (TRO~®@) ovihirng
HEM-TRERBER 4 BULHB) =T,
O ICHD-3p ZKiE#D (1.1 BRkORVWAEER] © CIBLUD
@ ICHD-3p Wif#D M2 fikodH s FEER] OBRLIVC
@ RERBRZEOND (HERZMEED S B, 1 SRS THRN)
@ FEEBW SN TEBY ., BERIC N 7F¥ VREAUIEAFTEEALHEH L

723, ICHD 3R B T2 Rk BB HEERE) e FELEATER (L
MR ORENE) RUMSRERTIK 26> FIER (MER S ER) OBEFEX TEHHER
BT 3BEIIRRICEAZAN LR o T,

[H#]
<TafE>
BEFRIX. A 225 mg/4 BEE 92.0% (23 #1). 675 mg/12 ERE 88.0% (22 ) 1238
Do, BEHMIZBWTHTNROLOBET 5% U LIRS b NE-AEERITIE 12 O
LBV ThHoT,

14



%12 BEHECENTOFIAORT 5%ULCRRL-AESR

(REHETTRER)
A
BHHA 225 mg/4 AR 675 mg/12 @B
(n=25) (n=25)

EiREER 18 (72.0%) 14 (56.0%)
S ERALALBE 7 (28.0%) 5 (20.0%)
HESHERALRERE 3 (12.0%) 2 (8.0%)
BRER 3 (12.0%) 1 (4.0%)
TESERALZ 5 BERE 2 (8.0%) 1 (4.0%)
B iR REERE 2 (8.0%) 1 (4.0%)
TR 1 (4.0%) 3 (12.0%)
A% Wk ' 1 (4.0%) 2 (8.0%)
AT R 1 (4.0%) 2 (8.0%)
AR~ LA 1 (4.0%) 2 (8.0%)
HEE 1 (4.0%) 2 (8.0%)

B145(%)

BT IR bR o e, ZOMMOEERBEESRIT, AHF 675 mg/12 BEF 2 51[8.0%
(FUFLE MBI, < BIETHM) ] RH 5. W bIRERE & OBEEMEIZRW
L ST, BEPICES EEEESIE, AH 675 mg/12 @R T2 6] [8.0% (FEH
MAATEE, < bIATHM) ] 3B b, 2B, BIVERL, 4K 225 mg/4 BE 44.0% (11

). 675 mg/12 BEE 24.0% (6 #) ITBWD LT,

<HHE>
SAER Th 5. TREH 52 BTO 4 BRSO FBE RO PHEOHEBIIR 13
DLBYTHoT, '
13 #5# 52 B0 FEBEROHER
R—=RF AV 11 A% 3 A% 6 1 At 12 7 A%
13.9+55 H 98+6.6 B 11.8%7.1 H 11.0%6.4 A 10.5+6.6 B
. (n=50) (n=50) (n=50) (n=47) (n=45)

(FHE IR RE)
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4. HERRIZHOWT

AEIDEIG & 72 2 B OBIR KR OB OMIBT, EEIIThh s 2 L BARD S,
KB DR ENENZRBEFE L TNUNOTEREBLERN T ERAMETHD, T,
AR OFFIZ LY ERLBHERASBRER LB bBY 2xR 2T 5 2 L BUERTD
UTDOO~@DT RTEMETHRRICBWTHERTRETH S,

O HRIZ-OWT
. REEROIRRE, R & T4, ZH. 16K (3% BB OZEI A K51 2 2013
D) BRAL, KFNTOWTOFSRMmEER L TVWAER CLTFO< EBEL:

>ZR) PAFNCETOBROBRMEE L LTRESh TSI L,

<[ERMEH>
UTOREERRH-TZ L,
> EMGFRISHE 2 FOMBITHMELZET L-RIC, AR 2T 35RORIC
SEUEOBERBREAELTNSZ L,
> FRIOYRBIEEEMNAT o 72 £ T, BEMGEDRIEICOWVTOHIM A
TNZATHO Z N TEB L,
> BREZETHRBODRICBEETIUTORSOEMEDRERXHB LTS
&,
- BAWMRTES
- BAERZFS
- BARRFES (RAEAREME)
- BB RA R ZE

. ZIRMEERTE & DEERID 7212 MRI 212 L BHRENSLE LB U84, Y%
RIXNABERBEOBEME L2 AT HEM & EH#E L, LERET 2SR T
X ABEINESTHNB T L,

@ BENOEXKLEFREHROEHIZONT
. i%ﬁ%%m%wﬁﬂi;aé&%m%%M% BOBFES, FEFRNFKE L
BB 2 R L MEEBE R C2ECONATI Z L E0EXRFHEHE. &
J%OD{Z!EFEIJZ):%«D TWAZ &,

® BUWER~DRRIZHOWT

. ERm Y 27 EHEE (RMP) OXREMRNEERICEH SN-RBIERC, HH
FOBEBICRBESNABERICH LT, MR i B E R o B P %
BT L5EMEEE L, BHEROBE-CGIZBE L THERVXESZ T, B
WCETRAE R TE ZERAES>TNWEZ L,
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[B&BRIZONT]

ﬁ%@%@@%ﬂ:w@mm UTD1.~4.0F _RCEHETBETHD I L2l

BT 5, ‘

1. EEmEESE (CHD % 3 ) 22Ei+H SRR ER L, ko ®H B XAl
Sk 72\ F RIS OFAER B IR ERBE LT\ 5, LBEAEIRTH ST
LRFEREINT WD,

2. AFIOREREEET 3 VAL EICEWT, 1 A OFERBEN TS 4 B
ETh B,

3. EEIR. EAEORYE BEREOMRE. A FLRTRIVAV MEOHEEMRIER
OHERERECAMIERELRIIEBL TVWIBETHY. %namﬁ%%ﬁ
fT->Ch BEAFICXEEZ XL TN,

4, AR CEERROREREEORENGE (FnrT ) o—VERE, ~V7Tolik
FRYEA, vRYDUEBES) onThal, TRO~@n 55D 128k
DBEIC X o THERASUIHHE TE R,

O PRBFHIEELRZ
@ AREVEIME
C>mu\Xi%¢m£®ﬁ5#6ﬁéﬁmwﬁw%ﬁﬂ%é

[ 5 DHkiE - ikizoWT]
 ARIRETIEROBEE AL, 4 BRI 1@&5@%Aﬁ$ﬁ&5%%&
3w A GEEER) . 12 @RI 1 EREOBAARRIEMRE 1A (1 EREH®)
Xiz6 A QEEER) FRRI %ﬁ:mﬁﬁé%ﬁmufrﬁ@&%m 20 B ALTR
VAT, AFIOBREDIEZEETS I L, T 0% D BRSO ESIC
omfﬁdb\ﬁr%ﬁ%ﬁ@ﬁ% BIREIc L0 A AR KB & &R Aol
1. AROBRERIEZEETS L,

&k AAARRS Y L BRRRBICE T, AHID 15 0 A 282 5 HARBILR
A
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AHFN ORI LEBRBBIEDOERERD H 5 BEIC OV TIIAS DB ENER
ThHdH, 5LV
TFrF74TF—, ME #E EMPEOBEEMBEERGABESNTVS, &

BE /T RENED SN BAIIRERE IR IR 5 72 VEE R AE

2T 2 &,

AT CEIT 2, BUEIRTEHEE BN IREET 2 BEHEIC E S & A K 0 85t K OB IE4E
DIDITHBERERE BB L ChLERTSZ &,

AK|DORMP 2 #F L, BEMRHBEELER T L,

AFNI AR EIEDRIEMR D= D DIEEITH 5 72, AFNC L BB FICEERER
ERAECTBEITIE, KBS CTAMMRREZRAVA LS, BficigET 52
to N

4B 1 BlORE»S 12 8HIC 1 BofE, Xt 12 B8EIC 1 BoRENS 458
R 1 EORECERET 256, EREEOHEREIL, EEMOKEREFERIZ
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