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CHER RSN Z 3D D08, FERICIEE R O D AERoRkE & 135 e o 7o ETE RO
BEFEIER D & % BF

5.2 SEIEME R RN AR ANFEME R BRI R B 8 2 WO IR AT RS 1 B O

BEIZTHRE LT &

<t >

51%)7&/ﬁﬁﬁrﬁﬁﬁpﬂ BOFEEFETHD,
AANOEERRBRIL, EFRER AR LD FEm2I AR Y (kv TRk z b2 VW EER] &
DL THIIRE M S FroadE | kf%ﬁéﬂt%%%xf%&k L CHEM L7z, EHESEmRPSIC X D0
I8 DAY M OV HEUE DN 3T S, [EIFRER 0055 2 il (ICDH-T1) & L TAERSIN-Z Lickk

S&E TRIRORWRERE] HHWIE TRkOH 2 HEERE) & otz iz, %’ﬁﬁuﬂﬁﬁ%a@_

B LIS OFETR kT D ARFIOF B « ZAaMEITHEST L TRV, ARFNE, [ERREER
4R EYE Y 12k ROV S5V TRk & 5 FEiE ) &E’éﬁ? L)TZP
TonEBBICoREESTHZ L,

B A ETICHEREZWDNHE L2 L DR WERE | TRHIEREZ SN2 L13d 508,
BRI IE T A D 3L B FERSORRIE & 13 A o B R OBEFER DO H B HEFE ] TIE, < HETF
HH 1055 0D i 1. A P foek@%%%ffyé@%ﬁﬁT%éﬁ{%iﬁETODT*ﬁﬁiﬁbé@f‘ A HI 5
AN, 2%, MEEZ 22T > CEROIRR Z R L. A EER & OZBEE L Th b

H4rz b,
VI-2. Z22NEEFOHE 2.3] VI-6. $EDEEEZHTHEEICEETLEE 1.3] 23R
THI L,

FEEfE D!

(&%) HEERY2ICE D FEmaWikE] 220752 L,
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(%)

AHNE, BRI FEE 7 & OSFEMERR BRI 9~ 2 SR L BR IR AUEETR (S IR A 720,

F IR OMEERZ W 2 TICARAN 2B 592 2 E13, RN W00 h, SR ORI & 72 % 2 E M
PRI T DR AL D Z L1220, FEFITBRTH D, LIn-T, S TICHER D7
Wi B L CWDWVRWARESC, FERE SN2 L 1xd 5 00, FEERISETE B 5D IERS
TR & 1T 7R o T HEE M OREFEEIR O & 2 BH Tld, AFIR SN2, 28 AL +0121T0,
WTRERTHAIZLEZHRELTHLERETEHI L,

REMEBEESROBER
PUFORERN A LTz & X 3a 8RB L DB ORISR H H DT, REDZREZREHE.
BRAICEMEICHET S L,

1. S ETITIELVGELEESE

ZERES DI LR — < BRI, A S

SWEICHEA T 28R B, MR, BRI SR

IR 2 (AT 2B Mg, 1S VEREE I, R, SRR S
2. REARSRIEBIRA B 5 EESR

Bl Mge. MRRRIE. MUSREDARZ. AMEIRIFMARIE, RISEses
3. MR E M S BRA

BEBAREIER DS 5 & D —>< BT, B, RS

D SIMFIAD S 5 & D SN, MR I, BT, MRS
JRIFTHRE AR Z A 5 & D SRR, AR, ISR AR, e
FUWNAZES B O SRR, AR, NS, A

HEEDH D H D —RMMAEREE . e, AR, IR T LA, s A A

5.2 b)) T2 RRERABRRICEEDIESTETHD,

FIGENE P R BRI . IR T BRI B . X IECTR T SRR & 2 WO IR AT R BRI 1
I o 5 5 5 55 0D HR XA R R FR D BRI 2 W 03 IR S 7295 R oD 5 C L RRERAR R & KId T
Bo T ORERT R EAR ORBUZ OV TIE, BIAELE L TWb EEZLNTWS, D7
B, D OFEII U ORI IHEER 26 3 2 A O FILEIT 5 ~Z & ST\ b,
KRN OB TlL, O OB ER OO S 5 BEZHBEBEENSBRI L=,
ZAL D OIFANT 5 2 ARF O FRRERIT 72 < L AE - VTS L TR, L7e o T,
FIENE P R BRI . IR T BRI BRI . I ECTR T SRR & 2 WO IR AT RSB BRI oD £,
FITE, KAl LnZ &,
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EREEREERIC & Do EEY

Rt RS EE% (familial hemiplegic migraine)
HiJkD & B FiER, EERE () 2&teridkod 5 iR T, BUEERE E-I3EERHE D DR L BN
MNEBEE (L) 2 Et R IERRkE R T 5,

(2l 2 ) A. B K OC il - 9 HAm s A EAs 2| L L& %
B. Ak, sEar Witk OEBHE (i) &, D LU TOUHANGRS
L. PPEfE (X HE 5 L7 /- 7R L) BRO - o @REHEK) 28T

e A M DR TERE IR
2. Bt (27 F 27 /%) B XU Tcidarke (T 23 Tma it D/RRE

3. KBV SRR E Coa e Witk
C.o< LB U TO2HEA ZmM-T
1. H7e EB1IDDRTIKIES L ENT TR A IZHERT 220, 8L FRIF R 2EHO
ARG & e & 54 P BT TR+ %
2. FNENORIEOFEGERIL 5 /3 BL F 24 R R
3. 1.1 TRDRD W EETE ) DR W EMEB~D A7 T8 A, Ak HBIHR S L < IZaTIkBHAs
%6057 LANIZAET
D. 07 &b — ADEUEY L ILHE2EEBE (CA~EZ T T IR EIEN H D
E. ZOMOEBIZL & 720

PNF 1% A RREETE HEESE (sporadic hemiplegic migraine)
Ak & B Fiam, EBFRE (M) 2 &Taidkod s M . SUETERE £ /23828 fE ES R (i
1) EETLRIERORIKEZETD HOBRNRN,

(W7 HLvE) A BE L UCZ -8R FEAEA 2mILL L& %
B. fiiJkIZ, sE&AHPEDOERFE (BiS) L. DR E LU TOURANLRS
Lo BB (&b LIt - ML) BRU - E7oiTparkmde (REHK) 280

A2 AL DR RAE R

2. BESME (F7 F 27 BLO - £i@vEdiE (RSN 25 Teree it o RITiE
EIN

3. AR MMED KRS RS

C.07e< & B LT D2 E 257z
L A 1 ODOFIIRIZS L LT TIRA IR T 50, BLO - 73872 5850
AR B &k &5 L BT T RT3
2. ENENOFKORHIRFENIL 5 /3 LA E 24 R AT
3.1.1 TRIRD 72 JTE8R ) DO REB~DA 7= 38R A%, Ak B & U < iXaTJkBALE
%60 LINIZAEL %
D.BBIE S U< TS 2 A ICA~E2 T 7= TEER B ED 2
E. ZDOfOBEBIZ L 7220
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FXER FrEESE (basilar migraine)
AIJRD & D 8, F IR ORDIEOFTIRED, M E 72X R EER (B2 WIEZF0TT) EExond b o,
TEEERE () DR TH 2L AIEEE R,

(W 3 1E) A. B~DZilii 72 T HUR A3 2B 1 d 5

B. 072 < & G LT D20 D5EAEFWMEDRIIKN H 523, EEFE (B1) 1XE bbb/
1. R

[RIEEME D F
Hg
IR
R
IR O BAlE X OV o Nz 2o 7= 2 TR AER
TEE) S
B L ~VKT
. AR P 0D J i s 2
C. 07 &b UT 2 A il

L. 27 EH1IoORIIKITSF L, LT Tha ICHEET 20, BEO - F73 82 5850

AIRAN B & Fe & 557 LL BT TR 5

2. FNENDORIEOFHGRHIL 5 47 LLE 60 23 LA

D. 1.1 THIJKD 7R\ EEIR | DOB~DAii7- 3B A, AR MBS L <IXRTIEHZ605 LANIZAE
L%

E. ZDMOBEBIZ L S0

© @ N> oo W

IRFFRRE L A EERE (ophthalmoplegic migraine)
IARLL EOHRERIMAAR (— BT EE ML) ORI Z (5 Fr5Em OREE A L7 B IEEREETH Y | MRI E
DB OZEALLIAMTIT O D2 B HHBEIHRZE R8O LR,
(o ne) A BE 72 TRAED2[EILL Edb B
B. FrEERERER IS, BAE XM D 5 HIARLL EORERREE LS 2>, 71T I
KRR B4 B NS R 2R 2 4 C D
C.HEI R L VEF b al, IRERS I OREEEORELZLRETE D
B

) EBREER S8 #2h (ICHD-11) « HAEUR A2 CHERER TR ZERR) - EAEGBR AN (IR O A
RZ A B3 20M988E) R & 0 ke
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3. HERUVAE
(1) RERUVAE DR

6. RiERUVA=E
WE, AT RY T /e LC 1 [5] 20mg % J 5ER D BER A HIG ICR O #5935,
B, RPARFSRGEITIX, BINEEEZT 52 LN TE L0, giElOEENG 2 KLl E
HITFHZ L,
F72. 20mg DR OAFGETRHENR D TH - ZBEIIE, KEFER RIS 40mg 280
BHTLZENTED,
72720, 1 HOME &% 40mg IN & T 5,

<S5 >

[#)EI £ 20mg)

E N e O E G AR GRBR O 90 & 2t 2 ARG L7 ks R, A E&SOSHERBRIC B 5 KA
ETHD 20mg HEIZBWT, 77 BRRECHIR L TAREIZEWHRER L IR L REOL A
PEVRHER SN TND, ZTHHDORERN G, 20mg ZH)EIH&E &% E LT,

[BRF+57DIHFEDEMES]
FEER ClT. TR ICER OWEN —ERO N TH, Z0%, BRA/ERTIZLNH 5,
HMEBRARFRERIZ IV T BB L, 20mg IRAHZIC 20mg iBANARM L7z & & D 2 FFEZICBIT 5
SHIR OUGEREZ MG LTz, T ORER, 20mg IBMBA T, 77 R RBEMARA IR L CREHICA
BREEROKERPRD LN, 2. BIRAIICE T 2EBWEAORBRROEEIMITZRD Siied-
770

HARNDMEFER N A2 x5 & LT T AHRBROFER, K 20mg % 2 R ORIRET 2 BIRA L7z & &
Ol MAEFIRE (Ch) X 5dng/ml LFHE 4L, 40mg % 1 [HOARA L7 & & D C,,,70ng/mL LV
BN Z EDRFER SN TWD, F7-, FIEFREG#% 2 BRI BN G L7 RER AN 2272, FlElo
RS &b 2 BERILL LR A H T TG4 5 Z &,

1HDEE
40mg

_,;,J%H,\_, ...................... . %
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[(REIZEETHIEE

[EPN K O EIRRRERER I 30U T AHIAR 2 B2 OB O BRI I BEOSIEDTR O bt TR
D AHI 40mg TiE 20mg (ZHEi L TENLTZAIRA RSN TV 5, SMERRRRERIC VT, 1] 20mg
TRBAT I THoTE, 40mg (THEE L TH, BIEH O < ARM 2 REfdl R O iR O s
D EABRD SN, e, 1A 40mg ~MEETLHE1E. HMOMRMN S 24 BFLLERGE L 72k
[ A ERIRIE BN 22 D & 72 %,

1HO&EE
40mg

?JJ%ZH-Q—» S— é

RADOBRAMN 5 24 FfE Ll L@

(20mg IHETHMRF+H2 o 1=158)

1BDAEE

(808

g

(1 B#&REE]
AFNL, ENE THERRERIZIV T 160mg HiAlERG £ TREVEORET 21T > TV D3, AFIOF
DL R EBRE L, 1 HOREG R 40ng &% E LT,

(2) RERUVAEDRERRE - RN
'v-3. (1) MEXOHEOMEH . TV-5. (3) HAERISEERHER] OHESR

KAFN DA EIN WD HELUCHEIZROBY Th b,

MEH. BRAIE= L R 7L LT 1 (A 20mg % FEASR QSRS EMRICR D595, ok, RS F+
DR GEAITIE, B GE2 T2 N TE L, HRIORGHE 2L LESTHZ L, Fo. 20mg OO
BETHRP AT TH T2 HEITIE, REIFBERBEEENS 40ng 2R ARG D52 LNTED, 221,
1 Ho 5 8% 40mg LIN &35,
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4. RERUVHAEICEHET HIE

1. BERUVHAZEICEET 5EE

1.1 AANFEDE R BRI OMERN L, FHRICIIER L2 &,

1.2 AFGAZ X0 B BRDBED DNRWIGEIT. TOREITH L TR 2 LgnZ &,
ZDE D RGEIT. HRED L, @F®ﬁl%ﬁ5?é &

< i >

1.1 N 72 R RIREANC I EOFEEFRETH D,
AFNI IR OFRIERFOIRER TH 5, AMEBRRRBRICB N TH, AFO TR IIMAL LT
WRWDT, BURBBIRFICORMER 2 2 &,

1.2 MY 7 X R AERIGEAICIEBEOTFEEFEHTH D,
AAFE G L0 2L BEPRD SN WA, M EEESD ﬁ/rﬁ (LR T % B
J SRR AAN OFSREPESETR CTd D ATREEN B 2 b D DT, EOFRIEIC LTLW&E%L&w
&, ZOXHIREAIF. BREDS X, BHRORNEMERTLZ L
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5. ERERAUAE

(1) BBRT—R2/1\yH5—
20094 4 A L VRAIOEARTHDHT-0

(2) ERPRZFIEAER
DRMRER

LR,

1) BEEESHAE (EWNE 1R, A% No. 106-701) ¥
@%Wﬂﬁ@%m%ﬁ%u\iVF)75/%m\%mJM@1%%Xi77?f% ©
WCHRRRO®REG L, BIEAL, 77 BAR5R, —HERRBRICBWT, BMREFTR, B
T, BERER 217572,

AT w162V FY T H L 20mg, 2B TR

ATy 72 6L N Y T H L 40ng, 2 BT T ER

AT 3 6B NY X 80mg, 2B TR

2T w4 6B L b FZ L 120mg, 2 BN T TR
L M) FE L OREBEBEE SN WEERES L LT 40mg Tl E Y L8014,
S0mg THEJE 1 14, m¢t)wb/ﬁm1#&Uhmwfﬁ%1##mw5ﬂt# WL HER
FEXIIPEETHY, WEEVLELTHZERHEAL, —BETho7z, EERAERS,
ﬁEt wu@%ﬂf(ﬁ?ﬁ)oﬁo
WRMRAEREE OB, =L R 7% oL ORFEEGRAEE SR WA R E 1L, 40mg
THHEY O B 1RO 80mg TRE VY LEED EH 1 (ZAUCEIL Tk, Y EMAA
ERG LML) BAREOLNEN, WINLREKRT 7T HRICGRO N DO ThHo T,
FRLHORAS Tl IUREINIILE @ AUEC, ¢, \23B W T, 80mg & TR EDMICHEENED b
7=o F7z. PEEHIMED AUEC, o M Ok EFIZB VT, 80mg TN 120mg & 7T BAR DL T

HEEDE w%nt#iaﬁbﬁﬁﬁﬁ AUl oYEESINE FRICL b EEZD
iz, Fofh, IrdEEK OV ERIZ R BRI &&éwm TRD N7,
1SS /N IV%J7&/1mmiT®$E&5 B DEEERR AN Bk 2 22 eI

TN & DR S T,

URHEHA - HEERAAME D AUEC) o B VR SRIEN 5 DA LF
UL N TE )
77 'R

20mg 40mg 80mg 120mg

Bl # 6 6 6 6 8

B E AUEC, g, (mmHg + h) 2.3+23.03 | -0.7+51.68 | 34.5+60.33* 6.9161.62 | -13.6+66.29
IHE A FE e K B 5 (mmHlg) 6.4+2.88 10.2+4. 41 12.9+8.80 6.6+8.16 6.8%7.95
JEREIIME AUEC, ¢, (mmilg + h) ~7.0%27.45 | -1.0+38.08 | 41.7+23.59* 21.3427.06% | -27.4+38.21
JEREM M E R K 5 (mmHg) 3.4+1.26 7.1+4.59 12.4+3.56% 9.4+4.00* 3.4+6.85
%o pe0.05 (7L E DILEL SRR (8 5-A TR L 1= A R )

a) HAT v I DT TR EEE
AUEC : i — W R i f

KAHIDOHEFE S TWD HIER CHEIZROE

,.
\_

BHETCHENPR+ S ThHoT28 X, WEF

1E®ﬁ&5;%mmumkféu

D ThHD,

MEH ., AL MY 28 LT [a 20mg & FEETR OFERIEHBHIR D& 595, 2B, R I1ZAR+
IR AT, Em&@%ﬁé &#T%é# Bl OB LS 2 LI EH T 5 2 L, £/, 20mg DA

SRS EIE N D 40mg 2RO REG-95 2 &N TE D, 1220
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2) REHZRSHE ([ENE 1R, 175 No. 106-703) ©
RN BE 16 Bl 2RI, =L MY 7% 40mg 2+ 1 H 3 (120mg/H) 7 A XX 7 7 &R
Z1H3ET7HM, &A5WI=L F) FZ28mg Z 1 H 2 H (160mg/H) 7 HE XL &R
Z1H2ME7 BMERD&EES L, ®ELL, 77 B RAR, “EHERRBRICK W T, BT
OBERRA, BRIRRA R AT o T,

AT w716 HNZ=L R 7 X 40mg 2 1 H 3[A (120mg/H) 7 BHIE, 2677 ®HR%Z2 1 H3ET7TH

M (B HO#E 2 RefZRIC 2 B HZ2 &5 L. 2 B Ho®b 10 REFE#ZIZ 3 BIE 285 L,)
ATy F 26BN L Y X 80mg &2 1 H 20E (160mg/H) 7 HRE., 267 ®AR%42 1 H 21 7H
Ml (1[EHO%E 2 Kl 2 B 2% 5 LT,)

T M) FE L OREBEENEE SN WAFERELR L LT, 120mg/ H CHAR 2 £, 58 1 1,
MPEYAEHEMI, 7TI7=2 T b7 A7 27—, BEBE 114, EiH#
LoULDOIRTF 1RO SR L HERRO LR, WTINLREThH -7z, TDHH, £
IFEMER B I3 G 4 B BICRBL L, 521352 bicky, FIE2 BRICHK L, £
OffIE, WEZNEELTHZ ERIHRL, —lMETho7e, BEERAFTHES, HCITHREOLN
AL
PRE2ADRAR ClE. FEIRMAME D AUEC, 15, 1B W T, TR & il LT 120mg/ H &Y 160mg/ H
THEREIZ ESA Lo, DHEH & OIRBER I E DR K EFICB T, 77 AR Lk LT 120mg/H
KON 160mg/ H T EH- L, 2O 120mg/H XV 160mg/H TREL, BETHEXIVREG1H
HCREMo7e, WL OV ERICERRINCRE & 22 2T USRS b7z,

UbEXy, =L U Z7HZ 2 120mg/H (40mg 1 H 3[A) KON 160mg/H (80mg 1 H 21[A]) D 7 HH
REH G T DR AN BT 22T REIZ W2 &R ST,

URiEHA - ok A M E DAUECo-10n & SR S RIEMN 5 DERA LR

TR FE )
77 'R
120mg/ H 160mg/ H
% 6 6 4%
e #5510 H | 56.6+61.45 29. 6+54. 77 -44.9+116. 08
AUECy_,o;, (mmHg * h) —
e ARHImAE #B57HH | 17.5=18.84Y | 10.6£52. 19 24.4+50.16
VG RIICC IR LT WEMIME B51HH | 74.4%54.24% | 58.2+41.91*% 15.2+54. 48
e NP a4t o4, a4l —lo. 2= 04.
SR A EAR 22)
WESIME #%57THH | 70.0+£49.13% | 52.3+16.06 5.1+24. 27
INAES T #4518 B 9. 2+6. 65 13.5+5.65 2.3+6.95
R B (mmHg) g #5570 H 4.8+2. 95" 12.8%+6. 31 4.8+4.92
CEEME + AR ) WESILE HE51HHE | 10.2+6.68 14. 3%5. 01 2.343.59
JRMME #5570 H 7.2+5.12Y 15.2+4. 54 1.8+1.26

% :p<0.05 (FZ7EARLDOLEL
a) BAT v TDTTEREL
FFF] R T 1A

AUEC : IfJF—

oy AT
At b) Hil%k 5

MKAANOAGEIN T HELOHEIZROBEY TH D,

T"\i‘ﬁ’f%ﬁ%?)\rﬁ“ FTHo-
15@%&5;%@mUW&T5u

(3 &A T L hYZZ L LT IE 20mg & FHEERR OB ORET S, k. RN/ R+
IREEIT JEDD&’@‘%ETZ) 3:75 TEXZ0, RO 2 FKEEL EHITHZ L, /2, 20mg O

iE. WIEEE BB D 40mg 2R ARG T 5 ENTE D, 2L
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(3) AERIGERHAER
ENEE T AERBRIC B W CTREBERR N . XUIAMERRRREBRIC B D TN EREFE T L N T & v
20mg~80mg O i EFiPH CREIC L 2R S, SAEAEKERBR =L Y 7% 2 20mg, 40mg
KO 80mg THESISMHEN RSN TWS Z LD, EWNIZIS T HaiHSE TARERREBR S L THER

JEPRFRFABRITAT > TV 7R,

RAAIOARB SN TN L MIERCHBEIIROED TH D,
#E% . A= L R Y 7% 2 & LT 1 20mg % R SER OFER BB 1R 515, B, BRI+
HRBEITIE, BMEEE AT 2L RN TE A, MEOBRENS 2 BRI EHF2 2, E72, 20mg OFED
B THRNT S Th o BAITIL,. REFHRREBIED S 0ng 2R OB EGT5 LR TES, LEL,
I BOKRESE% 0ng LINE T 5, |
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(4) #REERIEAER
1) AEREEER
EAEAILLETRAERIGHER
ENICI T 55 T EROSHBRIE, SME ARG D B AN ~O S Al REME 2 #9572
ODOT Y v P ZRBRENLEM T THEM LT, 7ok, 7V v P IREERBRLE LT, ENOFHI
FA RS ERBR & A U (20mg, 40mg, 80mg K ONT T & R) Z T2 RN &5 AR F B it
AR M UK [E S AR 77 2 78 0 IR 8 M Pl 2R L 7,

OF DA ESAB (EWN, 1585 No. 160-901) 7 —7' U v Vv 7Bk
[E BREEIR 222 O LRI K 0 B2 S U7 BB BB & ek BT TR U ELE o J BER R A
WL, =L U7 H 2 20mg, 40mg, 80mg XL 77 &R A HEIRE O TR &8, Skt
A, BAEAL, 77 A%, ZHEERIATREM GRS T, IR 2 R T 2 580H O
BERE R L,

mBRT A

Zitizk LR, HIEAL. 77 AR, CEERITA TR AR

(FEhEE : BA)

P SHEM O R EER R

BRI R (TTTY) 3214, 22 EAmEF]321 41

TR GR ALE « 185k LA 6555 A

- BRI S (IHS) O FEEZ Wi EEIc X0 . ok (RiJkZ&rE S JUrik%
PV s hizbo %

TRt AL < SR TL BIZTRIBL LD R RS OB 2 60 L T D b o

- B 70 B TR O R IBFRRIC KR LAV EEZ bNE b O

- BYRBALTY A gFm (THSAY4HL. 2. 2) | SEMRME R R 8/ (THSA3JHL. 2.3) RN
BB T EESE (THS0 %81, 2. 4) @b D, XX BFEAIC & 2 A% (THS3 AL 6. 2)
OEFEDOHBHH D

c EEIARE R, DAL, BRAICRIE E 722 2 FEIOUIBERIC Tay fa—
SINTWARNWELEEZEJF LD 0 %

Bk 7 1A T L MY X 20mg, 40mg, 80mgK T T iR & H 4B X EE O FEER R 1E%6
FERILAIN D TX A 720 ORI IR L7z,

TRBRIENR A #4 2R R LA IZ B O UGE DS - DAL 72 WA TR, 2R DARE |2 88 3845
DO OIEEROFEH ZFRD T,

T ZEETAMIE B HEWE « SR O

BIYGETHME B B R OWR, HROFRE &

et AEFRS, BAREEETLD %

*ITT : Intent to Treat

KARDOEKE SN TN HERHEITKRDOEY Th D,

F@E, RAIE= L hY 7% L LT 1A 20mg % f BRI OFR B BRSO B 595, e, RS+
SIRGAITIE, B R T A Z ENTE A, FMEIOELMND 2 R EdiT 5 2L, £z, 20mg OFEA
BETHRBA+ ThH oI EICIE, RIETEREDR 5 40mg ZFEREGT 22 ENTE D, L,
1 H oG &% 4omg LN &5, |
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(RER)

Ak
FERHIE A TH MM 2 MR RSB 5508 DS, =1 b )75 OVTho iR
BV THL 7 TR EHBK L THRICE» 2T GBI p<0.05), £/, MEMICHR
IRHARSUSHENRRD Sz (B 2T 4 v 7@ : p=0.0011),
RA2EMRICHE T PEROREE (TTY)
TV YT E .
77w
20mg 40mg 80mg
64%” 67%" 76%* 51%
(51/80%1) (51/764) (56/741) (40/7941)

% 1 p<0.05 (FT7BAREDWE, OB
1) ITT (Intent to Treat) : HFIRAEFMENH Y
HDHTXTORENRS,

v O EEFIRRNRICA 72 < & B URIOFHf DS

M

TR L DR BEUR NG E SNARWEEFL ORI RIL, 20mg T 16.3% (13/80 i) . 40mg T
32.5% (26/80 f5]) . 80mg T 45.5% (35/77 i) QY77 &AR T 15.5% (13/84 ) Th -7z,
FrbolE, EIR[20mg T6.3% (541). 40mg T 10.0% (841). 80mg T 16.9% (13 ), 7
TEART3.6% GH), LLFREINIE], MREK[3.8% B #). 7.5% (641), 10.4% B #l)., 2.4%
2 ) 1, mAEL. 3% (1LF]), 2.5% @ F)., 11.7% O F). 1.2% (16 1, WEH:[1.3%
(Lf), 2.5% @2H)., 5.2% AH), 1.2% (1 #) 1, B2 (&) [06], 3.8% BH)). 5.2%
@), 1.2% Q) IThol,

TR & R BIR NS E SR WD bivie o 7z,

HELRAERGT 1 OO (=L hY 7 & 80mg ARAZICHER L7 & PESE R 23 1
),

KAKNOEBEIN TSI HIEROCHEIZROEY Th D,

M@, RACE=L MY 7 &8 LT 1 [E 20mg % B QIR RBBRFICR O 575, 22k, RN AR+
FIRGEITIT, BNREGE2T 52 LN TELD, AiEORGENG 2 MU EHITLHZ L, /2, 20mg DFFA
BETHRP AT ThH T HEITIE, REIFBRBEEN S 40ng 2R ARG T 52 LR TE D, 2L
1 HO#I 8% 40mg LIN &35, ]

V. 1BRRICEEd 5 IEA 24



@FE NMHARESHBR GMNEAT—# ., 155 No. 160-314) ® — 7' U v ¥ v 7k 5k
[EIBRSEYR 7 O W R B 1 0 BT S L7 B R A kPGS P LT EE O Frim A
Wkt L, =L b U 7% 20mg, 40mg, 80mg, A~ b U7X 100mg XiX7 7 AR ZHERKA
TR &8, sk dtF]., EEA/L, 7T v RRR, —E eI TR bisGRBR I T, IRA
2 REfEITZ 2 381 T 2 8RR DGR & gt L7,

Sl LA, MAEA L, 77 BR R ORI, HE R TR i R
(EhEE : EE, vy, 7702 %)

PO 2RO R IR B

BRMEREAMRES] (ITT*) 69141, ZeaM e FI6924]

TR HUE - 185 LA 1

CEEOHENS, GEEICIELL EoSE o FEEREE @Ik E LD AT
EREDR) BRI ETRIND L O, 28, FEREOZWNNL., EREREES
(IHS) DEHEIZHESWTNBEZ & &

T pBRAN BTl AIZTRIBL LD IR OIER = &0 L T D b 0

- FEBAIRY 72 B T O R BFRIGIRIEICRIS Lsn e EZ bnd b 0

- ARSI F B (THSA 41, 2. 2) | ZRIRME R BREL R 8E (THS/3 1. 2.3) KDY
B IEEEY 8RS (THS /3381, 2. 4) @b O, XU B IS & 2 A% (THSZ3 L. 6. 2)
DBEEOHHH D

AR A5 L U FH 2 20mg, 40mg, 80mg, A~ kU FZ 1 100mgh (T T R & R 3

LD IR ASIESO R RILAN D T & 2 721 RO IR L 7=,

IR £ 24 BF R LAPRIC BER 2N FEJE L7235 (B A1) IIBMIRA 24T - 7=,

FRENZIT 2 BRI, FIRRAN D72 < & b ARFERREEZ OFFRIRFE L,

HIEIARI & [ — D 3H & L=,

AR A 4% ST BINAR A #5222 B LA EESRE O BB 0N 4 D L2 WA,

2R ] DI B | 2 B SR 5 oD i oD YRR D i FH 2 5B D 72,

FEEHIE H HEWE « SR O

BIYGETHMTE H B R OWR, SEROBRE H

et AEFRS, BAREEETLD %

X ITT : Intent to Treat

REBRT A v

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, A=V MY 7 &8 LT 1 IE 20mg & R QOB BB ISR O& 575, 228, 2RB A+
NIRGEAITIE, B GE T2 N TE LA, HRIORGHG 2 U LESTHZ L, F/o. 20mg O
B THENPARTTHoI2GEITE, REITIRRBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#REZESE% 40mg INE T 5, |

V. 1BRRICEEd 5 IEA 25



(RE5)
A

FERHIIEE TH DM 2 FFERICHIT DR OWERIT, =L M) TFX OnT RO ME
WZEWTH 7 IR &L THREICEN > T GE0H T - p<0.0001), £72, =L MU

SRS B HREUSHEDR RO bl (R YA T 4 7 [l - p=0.0001),
RABSRIRICH 1T BEEMOBER (ITTP)

L R TFEY A< bR N
77 R
20mg 40mg 80mg 100mg
54%* 65%* T7%* 55% 24%
(70/129431) (76/11741) (91/11841) (63/11541) (30/126/31)

% 1 p<<0.0001 (FF&R LD, AT

+4++:p=0.0002 (A~ hVU 7% 100mg& DL, H5HHT)
7£) ITT (Intent to Treat) : HAIRMAEAIELH V. M OEAIRAZIZD 72 < & HIBIOFHEAH 53 TD
BE DS,

M

RRIE L OREBEENEE SN WA ERGZORBRT, =L U 7 ¥ 20mg T 26.4%
(38/144 f51]) . 40mg T 24.3% (33/136 f) . 80mg T 37.6% (53/141 fl), A~ K~ U 7 &% > 100mg
T28.7% (37/12945]) RONT TR TT.7% (11/142 %) ThHotz, T b DL, EIE[~
L RYZFHZ L 20mg T2.1% (34]). 40mg T 2.9% (4 %), 80mg T9.9% (14 4), 2~ KV
TH L 100mg T3.1% WD, 77'AR (06, LATFEIE], BEmEl4.2% 64, 2.2%
BH)., 7.8% (1141, 5.4% (TH). 1.4% @CH)H 1. MEK[2.8% AH). 1.5% (24,
7.1% (10 %), 3.1% (), 0.7% A f#) I, HFEW2.1% @B FD. 3.7% G Hl). 4.3%
64, 3.9% GHD, 0.7% (161 I, HHR[2.1% @HD., 0.7% (1), 4.3% (6 4,
4.7% 66, 0.7% (1) ]ThH-oT-,

TRBRSE & RIRBGR AN E SNV TEE R EFRITRD oo T,

KAFN ORI WD HELUCHEIZROEBY ThH b,

M@, A=V M) 7 &L LT 1 IE 20mg % AR QOFR BB ISR O& 5T 5, 228, 2RI AR+
DIRBETIE, BINEREETDHZ LN TE DN, EOBEENS 2 FEFLLEHIT 52 L, £/, 20mg OFEO
B THENR+ 5 TH o I2GEITIE, REITEIFHEBREN S 40mg 2R ARG T2 N TE S, 2721,
1 HoE 584 40mg LIN &5,

V. 1BRRICEEd 5 IEA 26




B ER

OFEMAM 77 A% R EEHRIERRE GMEAT—% ., 158 No. 160-102) ¥ —7' U v P> 7%t
GikR
[E BREEIR 222 O R UE I K 0 BB S U7 BB BB & ek BT R U ELE o J BER R A
WL, =L U7 H 2 20mg, 40mg, 80mg XL 77 &R A& HEIRE O TR &8, Skt

[, EEA, 77 BRI, ZEERIATRER LEGRIC T IRH 2 Ref#& 12361 2 80 O
BEERE G LT,
SRR ZhaskdLE, BIEAL. 77 B ARMR, HEE R TR iR
(SEhiE - KE)
PSES BRI o B R
BRWPEFEAAAES] (ITT*) 119041, 24 PEEEARAE 11190451
TR ERILUE - 185 LA B

CBEOFEN G, BB Lo o FEEIEE @EE ML O XAk
EEDRY) BEZD ETFHEND L O, 2B, FEROZKNIT., EHERER S
(IHS) OEAEIZESNTNB DL %%

FEpbRAp LU PR LTl RICTEIBL Lo FER A OFIR 2 G0 L TV D b D

« MR 70 BT T T BEIRTAIRIC UG Lisn B X bbb o

- BYREBAEY A g (THSAXEL. 2. 2) | SEMRME R BRBLA B8 (THSA3HHL. 2.3) ROY
BT 8RR (THS /341, 2. 4) @b O, XU B IS & 2 A2 (THSZ3 441 6. 2)
OMEOHHHD %

RER 7k NENEEIIE

T L kU T H 20mg, 40mg, 80mgf N7 T &R & W X EE O T S VET%6

RFRILAIN O T & B 7200 ORI HImIR FH 21T > 7=,

WIEIAR A AR LANIC B O BN 4 DR WIS (FEF) | SUTdEN A~ S

NSRBI AR A 24 RF F LAPNIC BEIR AN B L7235 (FFRB) ICIXLL T ORI T

B 21T 572,

- JESNE . WIEI IR 4R 14
< BEB  MIEIRA S Ae < & b AR O TR R

TBNARFH 14 2R R AN IZ SRR OB 03 A DV WA 1T, 2R DA IS B 3R o

MOTERILDEH Z BT,

2[8] H } O3[a] H ¥ 1E

1B B F 1R & R — oA kT - 72,

FEFEE A Ak« BER O dE

RIVEHGE B B - BRI, SR O %

et AEES, WARAEERT LY %

) ITT : Intent to Treat

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, A=V MY 7 &8 LT 1 IE 20mg & R QOB BB ISR O& 575, 228, 2RB A+
NIRGEAITIE, B GE T2 N TE LA, HRIORGHG 2 U LESTHZ L, F/o. 20mg O
B THENPARTTHoI2GEITE, REITIRRBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#REZESE% 40mg INE T 5, |

V. 1BRRICEEd 5 IEA 27




(R

A3

FEFMHEE CTH 5 1 BIHBIEICHT 2 0EIRH 2 FEE#ZICBT 23R 0cERIL, — L b
U7 HZ L DONTROHBIZBWTHL T 78R ELEBE L THRICE > (G080 : p<
0.0001), F7=, HHMIEEBELHAERIGHERTR® 5172 (Cochran-Mantel-Haenszel OAE[AME
FE : p<0.0001),

RA2ESRIRI S 2 EROBER (ITTH)

L RN TFHE R
77 'R
20mg 40mg 80mg
47%* 62% * 59% * 22%
(129/2734) (174/28141) (170/29041) (60/276451)

% 1 p<0.0001 (F7&RLEDLR, L5585
¥E) ITT (Intent to Treat) : HFIRMEFMEAH 0 . M OEAIRMZ I 72 & b 1RO H 53
STORFE VIR,

rge ol el

I BIEEECBW T L R 72 20mg ZIRALIZEEFED S B, WIRIRHAOHRIT- T BE
(E20) . ®IEIIRA & BIARA O 5 217 > 7o 83 (E20/P Je ONE20/E20) O REERNEE S 4L
ROHEEZORRBRT, FHFN 20.4% (29/142 f5]) . 20.5% (17/83 ). 24.6% (16/65
) ToHoTz, [FERIC E40 12 37. 1% (62/167 $1), E40/P i 28.8% (17/59 ), E40/E40 |
24.3% (17/70 1)) . E80 1% 45. 7% (95/208 f51]) . E80/P 1% 27. 8% (15/54 i) . E80/ES0 I 36. 0%
(18/50 fil) Th -7z, TV Y 7 ¥ OHEEGIIMEEETHM L7228, WFhof&
WZBWTH YRR OBIT - 72 B L il U GBI 217> T2 BB O EFRORBRIT
B oo, El RAEBICEL L TWT ORI bl LTGRO b ERAEHGIL
MEIE, B, B, DFWVEOMHARTH -7,

2ETEH KO3 EERBIEIZHBNTS L RIEBBEL FERRIC, WTOHEIZBW T, FIEIR- O
HITHo - BFH L U GBI 21T 72 BE O EFZORBRILEL o7z, 1 BH~
3 HHFBEICBNTHE 2 ORA L2 BERNC R EBRAEE SN WA ERFRORBERE K
L7clZA, WIS 1 EREIES i LT 2 [BH L 3 [ HREETRARNEIMNT D
N e A R Sl e

AR A B OV EEIENC B & T 30E L TR O LN R ERBR A B E SN WEFEES
WX, B, ER. OFVWEROHIRTH -7,

TRBREE & R TE SNV E T EE A ERGIIRD Lo T,

KAKNOEFE I TV AEM OHEITRDEY ThH D,

L@, AT L Y 7°# & LT 1 [E 20mg & FEER ORI HRICR DB 595, k. SR/~ 1+
IR AT, Ebui&“ﬁf%#é }:75%% LM, BRI OGNS 2 U LEHITDHZ L, E. 20mg OO
B THENPART 5 THoI2GEITIE, REITERBBREN S 40mg 2R AOKET 52N TE S, L

I HORE 5 8% 40mgUV\]<‘:'§“50J

V. 1BRRICEEd 5 IEA 28



Q@AM 7 7 & RxE _E ek UMEAT—%, 1A No. 160-305) ¥
[ BREER 2 ORI 10 32 S A7 P SR R A XIS TP B S o IR R A
WXL, =L F U P& 40mg, 80mg XX 7 T &R ZH[ERE 0 TR &8, ShgkdtlE, &
EAAL, 77 B AR, ZEERIATEER LGB <, IRA 2 R I2 36T 2 50R O dEsR

ZfREt L7,

AT A v

LR ILE, EERL, 7T BRI T EERIATHF ERGEAR
(FHEE : KE, P4V, 7T %)

PSES

SEI O Fr R R E
AWERHIAEG] (TTT) 115141, 22 4R AhAE ] 1152451

e B AL

- 18 LAk

CEEOHENS . GABICIELL oA o FEEREE (k&L S IRk
D) BEZD ETHEIND LO, 723, FEEROZKNL, EREIER SR
(IHS) DFEYEIZFESNTNWBZ L %

ERAN 7P 81

OEEL Tl BIZTEIEL L R U OBE 2 &0 L T b H o

- FEBAIRY 72 R IR CH D B IAREEIC RS L e Ex bbb 0

- BJKTEBRET R (THSA3HAL. 2.2) | SEHRME /T RRBEL TR (THS43 481, 2.3) KOt
AR AU Fr iR (THSZ3HE1L. 2. 4) Db D AT EEIC & 2 it 28 (THS/yA1L. 6. 2)
DEAEDH D H D &

AR5

NEEESE

T L N7 H 2 40mg, 80mg K VT T 2 7R % HR A I I ER I O BRI 6 RE] DA
WD TE 5 72T ORI HIEIIR A &2 17 2 72,

WRIAR A #4 2 R LAPNIC BRSO BB N 2 DIV WIS () | Tk BEn & 5
=D WIE R 2 24 I LA IC B S 3 L 72356 (F52861) ITIZLL FORF R T
B 21T 572,

- MEShME] - RIE R A 2RE [

- FEFA - WIEIARA A & 2B R LB 1% O TSI

JEINAR A 4 2 RERI LA NI BRI O YN A B AL W aid, 2R R AR I B0 35 o
fh D IRIEIE O & 78D 1z,

200 B % O%3[a] H 3 1E

WERRA I, LEHRBIE L [F— DR FETIT- 72,

L2TOEBEENR, UTOWTNOIEBIZ L > CEIRE %17 - 7=,

- WA IR A 2R R AN B O UGB N B H LR WIS (2 4)

- FIEI R A 8IER AN IC BB AN B8 L7235 (FRgsf)

RO TYiEERE LcEE (WIRIARA%S~ 16IFHE DT rIHEZRBR b BV ReEH)

st ARyl

B - IR D

Rl R RFATIZE H

AE - SR OWR, BFIROBIE F
LV AEFER, WARAERTLY %

) ITT : Intent to Treat

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, RACE=L MY 7 &L LT 1 IE 20mg % R OB BB ISR O& 575, 228, 2RI A+
DIRGEAITIE, B GE2 T2 N TELH, HRIORGHE 2 U LESTHZ L, F/o. 20mg OREN
B THENPART 5 TH o I2GEICE, REITIREBREND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#R®FES &% 40mg INE T 5,

V. ImRICBET 5IEA
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(R

R

FEFMEHEE TH M 2 FHZICH T BROWERIL, =L M) 77X OnTnoHE
WCBWTH 7 TR EEE L THEICEN -T2 G5 ESH : p<0.0001),

RAEMRICES  ZEROREER (ITT2)

L RN TEY N
7 7R
40mg 80mg
62%* 65% * 19%
(265/430141) (288/44614) (44/23241)

% 1 p<0.0001 (FFBRE D, 58S
) TTT (Intent to Treat) : JAIARMAERMENH V. 2 OHHFIRA %I 7L< & HIROFHERH 5
FTRTOBE NG,

e

1 BIHEEZBWTZ L R P2 4omg IR L7ZEED S B FIEIIRH O BT > 12 BFE
(E40) . #IEIARA & BINARA O 5 %47 - 72 B3 (E40/P K TN E40/E40) OREBIRENEE S 41
ROVHERZORIRIT, TN 33.8% (74/219 #1) ., 25.6% (31/121 f511) . 39.8% (45/113
) T o7, [FAEICESO 1 52.9% (135/255 f51]) . E80/P 1% 30.8% (33/107 f5) . E80/ES0 |
41.4% (41/99 #5l) Toh 7=, =L F U 7 ¥ L OFEFEGIIAEERGEOIEIM L=, WTh
OHEIZB VT HBIIRA O T T2 BE LB 21T > T2 B O EFRORBIRITK
IRETRO N o7, £, RABREIZED ST WTFhoffic b b@E L TR b E
REFEFERIL, BIJE, ER. OFDWEKOEIRTH 72,

2EA KOS EHBEEICBNTS T EEBEEFREC, =L b 77X OFERESR I EIKT
FITHIM L7223, WO EIZE N TS, FIRIRHOARIT - 72 83 & ik U CGEINRA 217
ST BEOFEFEGORIRICIRE RETRD NN T,

1 [\ H~3 B HRBIEIZBWTHE 2 ORA L2 BERNC K RBERAEE SN2 WHEFROFBEILE
EHELIZEZA, WTNORED | BIERIEE i LT 2 B H KO 3 [B] B 3/E THRIARNE
45z 3otz

AR A [R5 K ORI B D & 9458 L TRO bR EBERA G E S AW ER A ERES
X ESE, EK. DFEWVWEOMEIRTH - 72,

TREREE L RRBARREE SNRWRET TR b o Tz,

TU MY X EOREBEERGETERVEERFEESRN 1 FlRO LN, IBAGEORE
EDHHEZE T, 3SEBARER/RICTL MY 72 80mg ZIRM% 4 B> & T8 o WEAMER LR
DFEBLL ., IFHSEEMRAEE EA (AST - ALT E&) 23580 SN 73, WAMER IR I FHL% 1 FERH
TS L. AFRERERAIEITN 1.5 » H IR YEMEFEPA PN I [EE LTz,

KAFN DA EIN WD HELUCHEIZROEBY Th b,

M@, A=V MY 7 &L LT 1 IE 20mg % R QOB BB ISR O& 575, 228, 2RI A+
DR GEAITIE, B GE2 T2 N TE L, HRIORGHE 2L LESTH L, F/o. 20mg OO
B THENRF 5 THoI2GEITIE, REITEIREBREN S 40mg 2R ARG TN TE S, 2721,
1 HooE 584 40mg LIN &5,

V. 1BRRICEEd 5 IEA 30



OB —EHERERHAR GEAT—¥ . 1A% No. 160-318) 'V

[EBRIER 7 O W MBI 1 0 B2 S L7 BRI R A kPGS P ST EE O Frim A
kL, =L hU 7% 40mg, 80mg, A~ KU 7 X 50mg, 100mg X (X7 7 &A% Hi[alfE N
TR &8, Sk 3tF., EEAL, 77 v RRR, —E S TR bisGRBRIC T, IRA
2 RfEI12 2 381 T 2 8RR DGR & gt L7,

Sl LA, MAEA L, 77 BR R ORI, HE R TR i R
(EMEE : #EE, R4y, 7702 %)

PO 2RO R IR B

HEMEEMRER] (ITT) 7736, ZZAMEHmREEI7734)

TR HUE - 185 LA 1

CEEOHENS, GEEICIELL EoSE o FEEREE @Ik E LD AT
BV BRI D ETRIND B O, o, FIROZENL. EEEYS
(IHS) DEHEIZHESWTNBEZ & &

T pBRAN BTl AIZTRIBL LD IR OIER = &0 L T D b 0

- FEBAIRY 72 B T O R BFRIGIRIEICRIS Lsn e EZ bnd b 0

- ARSI F B (THSA 41, 2. 2) | ZRIRME R BREL R 8E (THS/3 1. 2.3) KDY
B IEEEY 8RS (THS /3381, 2. 4) @b O, XU B IS & 2 A% (THSZ3 L. 6. 2)
DBEEOHHH D

BRI NENEEIIE

oL MY FH40mg, 80mg, A< kU FH L 50mg, 100mgRKk NF T R & R EE %

EIE O R IERRBIERRHLIND TE 2720 BRI AIEIIR A 21T 2 72,

WIEIAR A 14 2 B AP I BER DL 4 B e Wi (IBhB) | XULER A 5

AT DS PEI R A #24Rs B LANICBESR S B8 L7235 (BRI ITIXLL T ORGSR T

BN 21T 572,

- MBI - HIRIAR A 2RE [ 12

o« FRRAGE - PIRIAR 2> B 2BE [ U 7= 5 D R F

TBINAR A 14 25 T AN I BRI OB 03 2 DV WIEA 1, 2B DA I 8B 3R o

ORI OMFEH 258D 7=,

2[5 H L O3[E] H 3 1E

1A BHAE & [R—ORHAITIETITo 712,

FHEFHEA A« TR O UE

BRIVt B B BROWR, BROTRE %

LM BEES, WAREERTED %

) ITT : Intent to Treat

REBRT A v

KAKOEBEIN TSI HEROCHEIZROEY Th D,

G, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR QSR R BUREICAR N4 595, 7eds, R+
SIRBEAITIE, BINESE T2 ENTEDL, mBlORSGHG 2 U EHTHZ L, Fo, 20mg ORD
BETHRP AT ThH T HEITIE, RETRBURBEEEN S 40ng 2R ARG T D52 LN TE D, 2EL,
1 HO#IHE% 40mg LIN &35, ]

V. 1BRRICEEd 5 IEA 31



(RER)
Ak

FHEFHMEE Th DA 1 KIS

CBWTH 7T BREHLEB L CHEEICEN-T- G5B : p<0.01),

AR 2 BRI

B AEROUWERT, =L N X oo

BB OHKERL, =L M) 72 OWTHOHBICBN T IR L

el U CHREIZE o7z GG - p<0.0001),
RAZIZEITZBEREOHEER (1TTY)
= P N A Ny TS H v .
7 7R
40mg 80mg 50mg 100mg
[i5858 30%* 37%** T 24% 27% 12%
1R[] % (52/17241) (58/15741) (43/17741) (44/16541) (10/8241)
H&ﬁﬁ 64% sk, ++, 4+ 67%**, ++, +++ 50% 53% 31%
2R (108/1691) (107/16041) (88/176431) (85/160%1) (25/801)
% 1 p<0.01, *%:p<0.0001 (7 &ALk, L5

+: p<0.05, ++:p<0.01 (A~ hUF ¥ 250mgé Dk, HGHHT)

+4+4:p<0.05 (A~ FU 7 Z100mg & DOHEE, LB

7£) ITT (Intent to Treat)

R,

et

D HEAHIRAERMED S 0 . 2OHHIR A% I

D7 &b 1B ORI 238 5 9~ TOHBEH

LEIARECBWN T L MY 74 2 40mg ZRA L72BE D 5 B, FIERRA DO T - 783 (B40) |

WEIARA & BIARA O 5 217> 72 3 (E40/P L ONE40/E40) DK FBHEAS

BOFHRIL, FHF 37. 7% (40/106 1))
FRIZ E80 13 43. 8% (46/105 1) . E80/P 1% 24. 1% (7/29 #1). ES0/ES0 iX 40. 0% (12/30 i) TH

ol U MY TE L OREEFEFZIIMEKAARNTHIM L7225,

27.3% (9/33 451)

HEINIRVEESR
22.2% (8/36 f5) ToH -7, [A

WTNOREIZBW T, #EAR

HOBIT -T2 BH LB 21T > 1B 2 ik L CTHEFSORBRITE L hoTe, £,
ARFAEEIZ B D SR N ERFEEFLRY, =L M) XU RRA- M) XL (i)
JE, ER. DFEVEMEIRCTH -7z,
2 H L3 EHBIECIS N TS LRIEBREL FRRIC, =L M) 7% o OFEESLIIHEKRS

BITHI N L7223, WP iud l &I

DAFEEROFEIRTES oo,

1 [al H ~3 [a] B 3&1E
bt Lz Z A,

4% Z Lidehrolz,
AR IR K OSFEAERIEUZ B0 & 374508 L CRR O BNV RIRBIR S E SV W ER A EFRIT

iV%UfﬁV&@XV%Uf&Vk%Lﬁﬁf\Mx\WEW&U@ﬁT%OKO

TREREE & RARBIRN G E SRV T UIEE A FFRIT

ZBWTH 2 ORRA LIZ#ERIN
WTNORES 1 BIEFEMEL B LT 2 BIHK&KO 3 [\ H R THRERHE

IR BEGR 2N

mu &b ’Z)hifi)‘o 712_.0

BWTH, FIEIRMOHAT - 183 L BIMIRM 217 - 72 85

E SN WA ERROFEBLHR

/\fot D \_

X, BnEEET5 2 &#T%é#\
BHTHRENPR+STho =LA
1 HO#¥5.8% 40mg AN & 45, |

KAFOEFEIN TV HEROHEIZRDOEY ThH D,

N@HE., A= L R FZ L LT 1 (Al 20mg % B8R QSR R R A% 595, 723,
HIEIOEENS 2 KL LT 52 &, F7z,
W, RETBERFEHRED D 40mg 2R O#F 53252 LN TE 5, 72720

HFDI A
20mg DOFE O

V. ImRICBET 5IEA

32




@I —HEERERABR GAEAT—¥ . 1A% No. 160-104) 2

[EBRIER 7 O W MBI 1 0 B2 S L7 BRI R A kPGS P ST EE O Frim A
WXL, =L hU 7 ¥ 40mg, 80mg, A~ kU 7¥ > 25mg, 50mg XiL7" 7 EARZHEREOIZ
TR S, ZhitiakdtFEl, WIEA(L, 77 AR, —EERIITEE B <, IRA 2
REH 21238 1T D UHR O UGER A Gt LTz,

sk ILRE, BIEAL., 77 B AR OFEERSR, ZE BRI TR s
(FEMEE : kE)

PIES 2RO R IR B

HEMEEMRER] (ITT) 818fl. ZeAM:EHAEFI8 184

TR HUE - 185 LA 1

CBEOFEEN S, HEBIC1EILL oM EM O FEEREE @Dk E M5 Xk
BV BRI D ETRIND B O, o, FIROZENL. EEEYS
(IHS) DEHEIZHESWTNBEZ & &

T pBRAN BTl AIZTRIBL LD IR OIER = &0 L T D b 0

- FEBAIRY 72 B T O R BFRIGIRIEICRIS Lsn e EZ bnd b 0

- ARSI F B (THSA 41, 2. 2) | ZRIRME R BREL R 8E (THS/3 1. 2.3) KDY
B IEEEY 8RS (THS /3381, 2. 4) @b O, XU B IS & 2 A% (THSZ3 L. 6. 2)
OHEOH LB D %

R 7k NENEEIIE

L U FH 2 40mg, 80mg, A~ N U TFH L 26mg, 50mgM T T AR & AR

EIE O R IERRBIERRHLIND TE 2720 BRI AIEIIR A 21T 2 72,

WIEIAR A% 2 LA NIC B O SBE0N  D N2 WIS (5 | SUTEN S

AT DI WIE AR % 24 e AN IS BRI A3 B3 L 72356 (FF3801) 11X F ORER T

BINARA 24T > 72,

- MBI - HIRIAR A 2RE [ 12

« FRFRAG - PIEIAR 2> B 2BE [ DL_E R H D R

TBINAR A 14 25 T AN I BRI OB 03 2 DV WIEA 1, 2B DA I 8B 3R o

ORI OMFEH 258D 7=,

2[5 H L O3[E] H 3 1E

1A BHAE & [R—ORHAITIETITo 712,

FHEFHEA A« TR O UE

BRIVt B B BROWR, BROTRE %

LM BEES, WAREERTED %

) ITT : Intent to Treat

REBRT A v

KAKOEBEIN TSI HEROCHEIZROEY Th D,

G, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR QSR R BUREICAR N4 595, 7eds, R+
SIRBEAITIE, BINESE T2 ENTEDL, mBlORSGHG 2 U EHTHZ L, Fo, 20mg ORD
BETHRP AT ThH T HEITIE, RETRBURBEEEN S 40ng 2R ARG T D52 LN TE D, 2EL,
1 HO#IHE% 40mg LIN &35, ]

V. 1BRRICEEd 5 IEA 33



(RE5

HEME -

FHEFMGEE Th HMRMA 1 REMBZICE T 28R O%ERIX, =L b 7 2 80mg IZBW T
TR LI L CHEICE N> GRS« p<0.05),

fRA 2 B ICB T 28 OUERL, =L M) 77X OV ThOHEIZBWTHL T 78R
L CHBICE o T2 QR EHT - p<0.001),

RRA%ICE T+ SBEFEOHEER (ITTH)

LR THE Y A~ NY TS H v R
7 7R
40mg 80mg 25mg 50mg
A H 22% 35%% * 24% 27% 22%
1IRF[EI % (38/17641) (61/17441) (42/172451) (48/17741) (20/8941)
A H 62% ** 7Ok A 53% 56% 40%
2RIt (109/175) (119/17041) (90/171451) (98/1754) (34/86131)

% 1 p<<0.05, k3k: p=0.0007, 3k % : p<0.001 (FTEARELDHE:., LSS

+ :p<0.05, ++ :p=0.0007 (A< kU7 ¥ 25mgd DL, o)

+4++:p=0.0040 (A~ VU7X 50mgd OLEE, H3HHT)

1) ITT (Intent to Treat) : HAIRMERIELR &V . 22 OFEAIRMAHZIZAH 72 < & H1EIOFHEN H 5T X TOR
SR SE

e ol la ol

1 FEBECBNT=L R X 40mg ZIRAL7CEED S B, HIRIRHAOHRT- 72 B

(E40) , ®IEIARA & BINRA OS5 21T > 72 835 (E40/P Je ONE40/E40) O RIREIFENEE S 4L

ROHERERORRBR T, FHEH 26.6% (33/124 45]) . 24. 2% (8/33 5i]) . 22. 2% (6/27 1)

Th o7z, [FAIERIZ ESO 1L 42.0% (58/138 f4]), E80/P 1% 27.8% (5/18 f4]) . E80/E80 % 25. 0%
(6/24 f5l) Tohole, =L N 7 OFEFGITHEKRFNIIEIM L2, WIho &

WZBWTH WIERAOBIT - 72 L i L CBIMRA 21T > - & OB EFERORHRIT

B o lz, Tl RAEEICEDL L TR ONT-ERFEFERIL, =L M) TFTHX U KLUR

~ M) 7L BIER,. DEVWLKMHIRTH -7,

2WEA KO3 EHBEEICBNTE T EEBEEREC, =L b 77X O ERELIIHRIKTT

IS L7228, WO EIZE W TS, #IEIIR- O AT - 7o 83 & el U CGEMARHA 217

STBEOAEFEROBBRILEL 2ol

L Bl H~3 [ EBIEICB W T~ OIRA L7 BRI R RBIR BB E SR WA FHEGORILE

EHELIZEZA, WTNORED 1 BIERIEE i LT 2 B H KO 3 [B] B 3/E THRERNE

M35z Lid7enrot,

AR A B OV ERIENC B & 308 L TR O SN KRB A B E SN W ELFEES

i, TV MV FEZUROA~ R 7R BICER,. OFWEOMERTH - 72,

TR L R RRNEE SN2V E TIEERAEFRIIRD LN -7,

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, AT L Y 7L LT 1A 20mg % F SR QSR ECR OB 595, B, SRR T+
SIRGEIT, BINRE AT D2 ENTE L0, HiRlOKREHG 2 HU LEHIT D 2 L, £72, 20mg DA
BHETHRNAFGThH > 25E81E, REFFRBIEFND 40mg 2R ARG T2 LR TE D, 72720,
1 BOMEFSEL 40mg LINE T 5, |

V. 1BRRICEEd 5 IEA 34



O@F I —EHEREEHABR GEAT—¥ . 1A% No. 160-307) ¥
[EBRIER 7 O W MBI 1 0 B2 S L7 BRI R A kPGS P ST EE O Frim A
kL, =L b U 7% 40mg, 80mg, =/L I X I AEAFRIE 2mg - MEKH 7 = A 1 200mg X%
7T AR A AR OIS TR &8, ZhaakdtE, WIEAL, 77 B ARRR, ZHERICITER
PEGRBRIC €, AR 2 BRI ISR D HER O ER A Mt LT,

REBRT A v

ShtiaxdkFl, BEAERL, 77 AR KR OFHN IR, HE RO TR AR
(FEHE : HE, PV, 7702 %)

PSS

Ao EER B E
HWESIAEF] (ITT*) 73201, Z22VEEAIE F733 41

e AL

< 18 LA E

CBEORENS, 6EBNCIEILL EoAEMI o FEEREE @ik EE S Uik
PEDR) BRI D EFRIND O, ok, FEEROZKIL. ERERSS
(IHS) DEYEIZFESNTWVWBZ L %

ERA T4 S

BTl AIZTRIBL LD IR OIER = &0 L T D b 0

- FEBAIRY 72 B T O R BFRIGIRIEICRIS Lsn e EZ bnd b 0

- ARSI F B (THSA 41, 2. 2) | ZRIRME R BREL R 8E (THS/3 1. 2.3) KDY
B IEEEY 8RS (THS /3381, 2. 4) @b O, XU B IS & 2 A% (THSZ3 L. 6. 2)
DBEEOHHH D

AR5

Tl MY X 40mg, 80mg, T/ H I AR 2mg « MK A T = A L 200mg B O
7T B R e PR T E O F BRI R 6 REHI AN O T & 5 720 BRI )R]
RAZIT -T2,

WIE] AR #% 208 B AN Z R O SR ns & H LR WGE (B f1) | UIENR 45
AT DI WIE AR % 24 AN IS BRI A3 38 L 72356 (FFF861) 11X FORER T
BINARA 21T - 72,

- e REIAR FH 2T 1%

< BEFA - WIEIARA A 6 28R R LB 1% 0O RIS I

JE AR A 24 2 RERI LA SRR O UGEN A B ALV WA, 2R AR I B0 345 o
ORI OMFEH 258D 7=,

FEEHIE

AL -SSR Ot

Rl EFATZE H

AE - SR OHK, RO %
wEM  AEFER, BARAERTLY %

*ITT : Intent to Treat

KAKOEBEIN TSI HEROCHEIZROEY Th D,

G, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR QSR R BUREICAR N4 595, 7eds, R+
SIRBEAITIE, BINESE T2 ENTEDL, mBlORSGHG 2 U EHTHZ L, Fo, 20mg ORD
BETHRP AT ThH T HEITIE, RETRBURBEEEN S 40ng 2R ARG T D52 LN TE D, 2EL,
1 HO#IHE% 40mg LIN &35, ]

V. ImRICBET 5IEA

35




(R

R

FEHMIEE THDIRM 2 FERZRICBIT 28RONERII, =L M) F2ronThnofE
WCBWTH 7 TR EEE L THEICEN -T2 G5 E S« p<0.0001),

RABSRIZICH 1T EEROBER (TTP)

UL RN THE T IE I EAERYE L
77 'R
40mg 80mg KT T A
54%*# 68% * # 33% 21%
(111/20645) (142/20945) (65/19741) (21/10241)

% 1 p<0.0001 (FF&REDHB, IO

# :p<0.0001 (==X I EARRE - KD 7 A v O, 58T

) ITT (Intent to Treat) : EFIRMAERIELH 0 . M OEFIRAKIC A7 < & B URIOFHERH 5
TRCOBE DG,

TV

PERAE LT=L M) P X ZRALIZEED S B, WIRIARA DT - 7283 (£40) . FIEIAR
FH L BMARA O 5 21T - 7283 (E40/P, E40/E40) DR FEEURNDEE SR WEEFRORLL
HIL, 35.4% (35/99 ). 29. 1% (16/55 1)), 28.6% (16/56 f41]) . [FIA£IZ E80 1% 51. 2% (66/129
1) . ES0/P 1% 28.9% (13/45 f5]) . ES0/ES0 1L 35.0% (14/40 f5)) ToH -7z,

AR AR B D & T HIEIARH & ORI RBEROEE SN2 WA EFROBHEFE T, =L 7
22 40mg, 80mg, T/L I X I EATEME 2mg + KT 7 = A > 200mg KON T BRTENLEN
31.9%. 43.5%. 34.5% KN 34. 0% ThH-o7, ERbDII=L M) FZ KR4 Il
FWRYE 2mg + MK T 7 = A 2 200mg & HIZHETE, TRKL PO ENTH T,

TRBRIE &L ARG E SNRVIEC THEERAEFEFRIIR O bR o T,

MKARNOEBEIN TN EROCHEITRDOEY Th D,

M@, A=V M) 7 &L LT 1 [E 20mg % AR QBRI ISR O& 575, 228, 2RI A+
SR GEAITIE, B EE2 T2 N TE L, HRIORGHE 2 U LESTHZ L, F. 20mg O
B THENPRTTHoI2GEICE, REITIREBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#REFEG &% 40mg INE T 5,
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@HMAM 77 &A% EeRbkRAR UMEAT—%, A5 No. 160-103) ¥
[ BRI 2 O MR X0 2 S L7 SR R A PRI, PR XIEE O R RO 2
BIHREIEICH L, =L MY FZ 2 40mg XIE 80mg Z R 0IC TR &8, ZhkdhFE, HEES
b, 77 vRxE, T EERIATRR GBI T, IR 2 BRI BT S EER OH LR E R

L7,

REBRT A v

Zltiax L, BAEA, 77 B AR, ZE SR TR iR
(SR : KE, BT 5)

PSS

SUWEHI O R AVERHIAEG] (TTT) 304%™, 22 4xMERFAMhEF163 145

E e B GRLUE

- 185K A 1

CEEORIE B, BB ORI O F SR FEIE (REZ £ 5 LAk
ZHEDRV) BEZD L TFRIND O, ks, FEROBZEN, EREF YR
(THS) DHAEZESNTNDHZE &

e bRoh A YE

LTIy AIZTRIBL ED RERUA DB~ &0 L T D b D

 FEMIRIAY 70 BRI T BRRIGRIRICE LW EB 2 bbb O

- BYREBAEAY A g (THSAXEL. 2. 2) | SEMRME R BRELA B8 (THSA3HHL. 2.3) R OY
M 7 BESR (THSZ3 AL, 2. 4) O b O, XU EENR I X 5 Mt %E (THS/y¥H1. 6. 2)
OMEOHH D %

BT 1k

NENERENE

BB =L MY X A0mg Kk T TR

TRBRIE DT D F P45 B X E O R IR R ER 6REFI AN O T & 5 7217 R ke
NIRRT > 72,

WIEIAR A 14 2 B AP I BER DL 4 B e Wi (IBhB) | XULER A 5
AT DI WIE AR % 24 e AN IS BRI A3 B3 L 72356 (FF3801) 11X F ORER T
BN 21T 572,

- SRS - B R 2R

« FRFRAG - PIEIAR 2> B 2BE [ DL_E R H D R

TBINAR A 14 25 T AN I BRI OB 03 2 DV WIEA 1, 2B DA I 8B 3R o
MOIRRIEOFEH 2RO T,

20\ B FEAE

BB =L MU 7 F 2 40mg & U80mg

LB B3 1E & [A— DA ETIT o 72,

T E A

HRWE « B DTHK

Rl RFATZE H

AE - SR OUGE, RO F
LM AEFER, BARAERTLY %

*ITT : Intent to Treat
kk c1EEARETZL Y S X 40mg ZRA%., BHREOERBEGONhoToBED S B, 2 FIH%
TEICIRBRE A IR L 7o B

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, A=V MY 7 &8 LT 1 IE 20mg & R QOB BB ISR O& 575, 228, 2RB A+
NIRGEAITIE, B GE T2 N TE LA, HRIORGHG 2 U LESTHZ L, F/o. 20mg O
B THENPARTTHoI2GEITE, REITIRRBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#REZESE% 40mg INE T 5, |

V. ImRICBET 5IEA

37



(RE5)
A

EEAHIEE T 5 2 A RARCK 2 DIEMR 2 KR OB O K,

v 40mg & 80mg [ CH B R ZEITRD

bivieotz (R HoIHT) .,

FRA2EFRARICH (T HBERDERE-2BBHE  (ITTY)
Tl Y FH 2 40mg Tl kS X 80mg
20% 26%
(28/13841) (41/156/)

) IEARBET=L MY 7 ¥ v 40mg & IR,
B, 208 H IR BREE A IR L7,

FHR OHEN GO D> L BED S

RAEALICH T PEROBEE (TTY)

T L MU T H L 40mg WA N
58% * 30%
(283/49217) (36/122171)

L U TH

AR 2 BERIZ ISR I 2R OWERIL, =L M) 77X 40mg 17 7R LB L CTAREILE
No Tz GBI - p<0.0001),

% 1 p<0.0001 (FFE&AREDLE, L4538
) ITT (Intent to Treat) : AR ERMENS H 0 oA % IZD 72 < & H1n]
DOFHID & DT X TOBEENPIIER,

e ol la ol

1 BIEHFBEZBN T L Y 72 2 40mg Z HIERRF O HAT - 7283 (E40) . #IEIARA & BiRH
D5 24T - T 83 (P/E40 K TN E40/E40) DIRIRPIRINEE SIRWVEFEFRORIRIL, TnZ
AU35.3% (95/269 f5if) . 18.1% (17/94 ). 23.5% (56/238 ffil) Td-7=,

2 [AI B BB W TR O AT - 72 BF Tl E40 T 30.8%(33/107 i), E80 T 31.7%
(39/123 #5) ToH v | FIEIRA & BRI 5 %47 - 723 Tli, E40/E80 T 19. 4% (18/93 )

E80/E80 T 14.4% (13/90 ffi)) T -o71-, WTNOEEL =L U 7% L 80mg A BMARA L7~
FNIWIERRA D BT - T2 83 & Wl U CHEFROBHRIIEL 2otz

F7o, LB EFE L e LT 2[5 H BB WO CTRREBERAGE SN2 WE ERFROIBIEH)IE
W35z &id7enroi,

AR A [R5 R O AEIRIE B o & 9745 L TR D IRREBUR NG E SN2V ER B ERFLRIL,
ONE R, TER. DFEVWEMERTH - 7=,

TR L RRBRA R E SRV UIEE A EFZIIRD b o7,

RAAIOARB SN TN L MIERCHBEIIROED TH D,

#E% . A= L R Y 7% 2 & LT 1 20mg % R SRR OFER B 1R 515, B, BRI+
SYIREEITIE, BINEEEZTAHZ LN TE AN, FiRlIOTELDS 2R EHITAZ E, £7-. 20mg OFM
B THRNTE S Th o BEITI,. REHFHREBED D 0ng 2R OBGT5 LN TES, LEL,
1 H O R% 40ng IN L T2, )
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AR RABRRAE £ & 0

V-5, (4) -1) EEAHTHECEER OKOO®, V-5. (4) -1) tiKEER O~O©0F®

P& TN 5 72 D147 » T2 E N SO0 K O9MESE 1T/ ARG R RER OplE %2 TRICE &

oY

BRAE 2 BERERICH T HEERDREE (%) (ITTH)
E PRUCEE (%)
g | DR LRy T 2 N YT H TV AH I AT S5
(W] O.
20mg 40mg 80mg 25mg 50mg 100mg

E v 64%* 67%* 76% * 51%
W 160-901) | (51/80) (51/76) (56/74) (40/79)
Bk | HIARY 54%* 65% * T7%* 55% 24%
N (160-314) | (70/129) | (76/117) | (91/118) (63/115) (30/126)
PR GER 47%* 62% * 59% * 22%
(160-102) | (129/273) | (174/281) | (170/290) (60/276)
Bk | B4R 0 62%* 65% * 19%
N | (160-305) (265/430) | (288/466) (44/232)
Mk | ASIFE Y 64% * T 679% 50% 53% 31%
N (160-318) (108/169) | (107/160) (88/176) | (85/160) (25/80)
K| AR 2 62%* 70%* 1 53% 56% 40%
(160-104) (109/175) | (119/170) | (90/171) | (98/175) (34/86)
MR | IR 549%*# 68%*# 33% 21%
N (160-307) (111/206) | (142/209) (65/197) (21/102)
k| BIE Y 58% * 30%
(160-103) (283/492) (36/122)
k1 p<0.05 (FT&R LD, LAEIHT)
+  :p<0.05 (A= U TF X 26mg & DL, LS EHT)
+H :p<0.05 (A~ FUFZ L 50mg & DHEE, BT
HH+: p<0.05 (A~ F U7 Z L 100mg & DM, 58T
#  :p<0.0001 (==X I EARE - AT 7 oA ok, L5800
) ITT (Intent to Treat) : HAIRMEMENH Y . 22 OEKAIRAZIZD 72 £ 1 BIOFEMRH 5T X TORBERRE,

RAAIOERB SN TN L MIERCHBEIIKROED TH D,

#E% . A= L R Y 7% 2 & LT 1 20mg % R SRR OFER B 1R 515, B, RN+
DRGEIIE, BIEEGET L2 LN TE LN, MEOERENS 2 BHI LdbiT5 2 &, £, 20mg OFEH
BECHRBPAFITHTHEITIE, REFERER G A0ng ZHABGTHZENTE D, 221,
1 B o % 40mg LN &35,
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2) BEMRER
RW#GRB GMNEAT—% . 185k No. 160-108) '
EBRER T O W I L0 W ST ABR B 2RI, P SUIEE O AR AE
WXL, HEREHM (1~6 BIHIREE) ROHEEEWRE (12 5 H) 28\ T, TEROH W
PP IES < FEERICATT 5 — 972758 (Physician Optimized Treatment ; POT) | & bl
L= Zhtisedhln], BAEA b, FEEM. WATREM R, BWRGRBRAITV. 2otk O 2hik

PRE LT,
A e ZhEax LR, MEA, FEE M. WATEERIIbE, R 5500k
AR T A . R
(FEhilE : KE, BT )
x5 e o frEER BE
FWESEAAEG] (ITT*) 112341, 224 FTAthE 51112341
E e B GRLUE < 1250

CREORFREND . GEBICIEILL EORMEM O FEREEIE (FiJkEE S Xikmik

EEDRV) BREZSETHRINDG B O, 728, FEEBOZENL, EFRERE S
(IHS) DFEYEIZHASNTVWBHZ & %

F 7R bRAN AR R LCLy HIZTEIEL B FEREUAOFREE &0 L TV D H 0

- IR 72 FEEJR CH DO A BRRIEREICKE LW Ex bbb D

- BJRERERY Fr s (THSAYHHL. 2.2) | FHEMEFA BB A 8 (IHSAYHHL. 2.3) ROt
MBI ERYR (THS/3%EL. 2. 4) @b O, U BRI IC L 2 iM% (THS %A1, 6. 2)
OFFEOHL LD %

RER Tk TR
L MY H o 40mg, 80mg XITPOT & U CIERMAS Y] & Il L 7-fth.od ;i BEIR 5K
A%

1B HZBRHS, T X TOBF T L R 74 2 40mg XITPOT DWW TN D R M
ZAZEID HT B, = b U T E URRILLT O FIEICHEV Y, POTREIZALS S v
FEANOMRAFTEDIEFRIANES Z & & Lic, 7238 POTREIIAE MR OV et 2 B E L,
PERTASE ) & U7 S8R R 5 2 L 2 ATRE L LTz,

AR EMM (1~3[8 H3&/E)

1[e] B #AE

PSR S B OO FEEIR SRR 6HF R LI OO T & B 720 DB @I EIAR A (=1 b
VB A0mg) EAToT,

WIEIR A 2R LN BRR O BN A D2 WS (oG | USRI R %
24FEEI LANICSRIR DS TR L7256 (FREH)) ICITBL F O CBIIRA 21T - 7=,
7L, PERAREE R—HRE L,

- M) - MIEIIR A 2IRE [

< A MIERA O < & b 2RERE R 0O PR

TB AR FH #% 20 P AN I Z 8RR O LB 3 4 DR WA 1T, 2R LA IS R 3R o
L DIREIEDH ] 2R 7=,

2[81 B } O'3[al H ¥ 1E

1\ B3 AE & R —ORA T ETITo 72,

V. 1BRRICEEd 5 IEA 40



AR5 ERHREHIM (4~6EH IR

() 1A B 1E L F—DRAFIETIT- T2,
INSEIH%W@‘J“/\“’C@%VEﬁ D L BEREOHERE £ TUESNT, hoo%k
RICRIEN 2o T2 5E12iE, 4~6[a B RBIEOMEIRA K OENRHZ=LV F Y

7 A L 80mg~HE & Al H bk Lto

HEFEEHR (125 A #H)

1B B 31E & R —DIRM 1L TIT > 72,

TBERIET (FFIE) £ CRI—M&EE Lz, 4~6EIBRIEC L T= L h U 7% > 80mg
R L7 BE T 2RI 6O MER H - 72855 1340mg ~HEFIRE & LTz,
G TRt AEFESR, BRRERRELEY 5

ARME - BR O, BR O, RO F

(RES

=L kU T7Z Y 40mg LT 80mg DR ORMIZE N T, IRA 2 FrfikICE f%ﬁﬁf@ﬂﬁz%
ROEBORII/NEL, —B LEENRD bz, iz, BWERARREROEIMERIZRED
o iz,

BRAE 2 BERRICE T ZEEFBORER (ITTAY) RUBMERARERE
(%) - . TL kY FH40mg

100 =0 1 TL k1) TR 280mg
FE] 80 -
"% 60 |-
L 40 |-
$ 20 |-
0 B | | | | |
0 10 20 .30 40 50
(%) %4 B &
100 - o=
- —— I L k!)TH>240mg
g 80 [ w0 Tl k1 S48 2 80mg
1% r —— : POT
g 60
X w0t
$ 20 |-
%0 10 20 30 40 50
¥ /F B %
W 1) ITT (Intent to Treat) : HAIRMEAMEAH Y . 2 ORAIRMAHZIC A2 L 1 EIOFERH 5+ ~TD
R,

VE2) 2 [EIHFRIECIHVT 80mg Z IR L72 3 i+ N TIZBWTRITEH R b,

KAKNOEFE I TV HER OHEITRDEY ThH D,

MEE ., AL RY P& & LT 1 A 20mg & F IR OBREBRRICR OB ET 5, 2B, RS+
DI EIIE, BINEEET LN TE LD, AIRIO#EEND 2 R EHIFHZ &, F72, 20mg OO
B TORPTHHTH 125G, REIFBIRRBREND 40ng ZRAKET LI ENTED, 12ZL
1 HO#RESG % 40mg INE T 5, |

V. 1BRRICEEd 5 IEA 41



M

1~3 [FE BREIECBNT, WEIRAO&RIT- 7283 (E40), HIEIARA & BMARA O 5 217 -
B3 (E40/E40 KLY E40/E80) DRFEBABENEE SN WAEFROBERIL, N
26.5% (240/906 ), 30.3% (90/297 i), 220. % (115/522 B]) TH V. T2 b DIFEE,
ODENLKMEIRTH > 7,

4~6 [A] B FA/EICI T, E40/E40, E40/E80 DRIEEMR NG E SN2 WA EEROREBIRIL,
FHLFEI18.8% (53/282 f5i]) . 30.1% (151/502 f5il) T v . F72 b DOITES)NE, B, IEX.
ODENLMHIRTH > 7,

MAEREHMMICIBNT, =L ) 72 0 ERRBRAEE SR WA EFZOIBLIERIL, 40mg
T 32.1% (80/249 f5i]) . 80mg T 39.2% (162/413 ) TH V., HFEICHWTIEL TRD 5
AVTZRUERBIR DG E SNV A EFRIT, JI)E, B, R, OEFWVER IR Th - 72,
T MU FE U EDRRBEBRPEE SRV TILRO b o7z,

KRB N G E CE ARWEE LA FRE (—BEMEMIEIE) 23 1 BERD biviz, AREFIL,
SMOFBIEITH LT MY 7 & 40mg % 5 Rk L, £ D% 26 [BIOFRIEICH L T=L ~Y
FH L 80mg & 30 R L7~y =L hU ¥ 80mg ZRM% (WIEIARA26 386 HH) ., iiF
DI TR & TR o TR B B S RBL L 72 B A VLB LT 5 2 L7 ZDHD S BITHE
L7z 2O OMERIE—EMEMELRIEICEELZbD L S, RAZFIEL, 91 5 A%
OSEBIREE I X OMRI ATV TS IERE Th o7z,

MKARNOEBIN TN HEROCHEITRDOEY Th b,

DE@E, RAZIE= L M) 728 LT [E 20mg % R OFURERMBFICR OB ET 5, i, 2RI+
DIRGEITIE, BINEEET L5 LN TELN, FiEOEENS 2 MU EHITHZ L, F72, 20mg OFFN
B THENRT 5 THoI2GEICE, REITIRRBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#REZES &% 40mg INE T 5, |
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(5) BFE - RERIFER
OEHEBNC I T D BRI R BR A ©

EWNHEKSHEBRTCoO L N 7% UIRA 2 FERZIC 1T 25 OSER %2, 18~40 DR
F & 41~64 O EF CTHEMF L7z (65 %L EOBFIL 653D 1 flOHTHY | Z DIEH]
X7 7B RERMA L, RA 2 R CHUR OWEITRE O b o 7o),
AR 2 B IC B T AEER OWERIL, =L M) 7 X2 OO FARIZBWTE 18~40 %
DHEE & 41~64 O BB ORI CRIEE TH -7,
REBRNEE SN2 WA EFRORIRIT, 18~40 T 33.1% (55/166 f) . 41~64 % T
26.8% (19/71f]) THY ., FEETH-T-,
W OEEREIZIBW TS R EFRIIER, HEROIER Th o7z,

SENT— &

AERERRAER (TRER) @ oL b)Y 7 ¥ AR 2 BRI D8R OWERE 18~40 1%
DHEFE ., 41~64 D BE L 65 Ll LB THEMEF L7,

AR 2 B IC B T AEER OWERIL, =L F) 7 X2 oI NOFARIZBWTE 18~40 %
DB, A1~64 5K DB K65 sl EOBE DR CTRIRE TH -7,
REBRNEE SN2 WA EFROBIRIT, 18~40 % T 33. 1% (726/2191 B]), 41~64 %
T32.4% (712/2200 f31]) KON 65~T74 1% T 19.5% (8/41 %) H V. RFRETH 7=, 75 mkLlL
ETIE 3B L FHCRRBRAEE SN2 WA ERERBED b,

18~40 & M O 41~64 % CE2 A HFFLIIMIR, BIPEK NEK TH -7z,

7eB. 5L E CHEHERAEFRIRD LN oT,

a) V5% No. 160-314, 102, 305, 318, 104, 307, 103

RA2EEZICE T HEROBEE (ITTH)

[E PN S SO 7R S ERER R £ L0
i TL M) FHE D L hYTH P
20mg 40mg 80mg 20mg 40mg 80mg
180 63% 1% 72% 57% 51% 62% 64% 27%
™ (36/5745) (36/5141) | (38/53%)) | 29/5145) | (96/1874)) | (586/9414%1) | (454/712451) {(130/4814%)
A 65% 60% 86% 41% 48% 58% 68% 21%
e (15/23%1) | (15/25(1) | (18/2141) | (11/27%1) |(101/21141) | (529/909%3) | (452/667H1) | (115/536f5)
0% 50% 55% 79% 1%
6575L
AL (0/1431) (2/4431)) (11/20f1) (11/14451) (5/761)

a) J&%No. 160-314, 102, 305, 318, 104, 307, 103
) ITT (Intent to Treat) : JEAIRMAERIELH V. 2> 2FARMAZITD72< & H1URIOFAMA B 5T X TOBEDBXIE,

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, AT L Y 7L LT 1A 20mg % F SR QSR EEHECR OB 595, B, RN T+
IR EIT, BINRE AT D2 ENTE L0, HiRlOKREHG 2 HU LEHIT D 2 L, £72, 20mg DFEA
BHETHRNAFGThH > 25581, REFFRBBEFND 40mg 2R ARG T2 LR TE D, 72720,
1 BOMEFEEL 40mg LINE T 5, |
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@B LN I D WA R BR A o
ENHEMSRBECTOZL N 7% ViRH 2 BERICBIT 28ROk ELR L2 B0 RS L &
PO BE CTHMRE LT,
IR 2 REfEI#Z I 36 1T 2 BM O ERIT, BB CRRE TH 7,
RERBIRN G E SN2 WAEEFEFROREBLERIT, B M T 30. 2% (19/63 f51]) . 22T 31. 6% (55/174

pl) THH, FRETHT,

B & bICERAFEFRRIIMIR, WK OESIETH -7,

HNEANT—X

SMEIEERRER (7B 0 ToxT L b T X IR 2 RIS 2 B O dr R

FH Ak B TR L7,
IR 2 REfEIfZ I3 1T DER O ERIT, B CRIRE ThH T,
RERBRN G E SN WA EFRORELRIL, FMET 27. 7% (193/696 f5) . 2T 33.4%
(1301/3901 5l) TH bV, FRRETH -T2,
FREEFRIT, BETEDEW, BHERNERK TH Y, METITENDE, EIRETD E

TH o7,

a) 1Ak No. 160-314, 102, 305, 318, 104, 307, 103
FRA2EFERICE T PEROHEE (1TT7)

(N & SO SNERERRR @ £
el L M) TFHE R L M) TFE .
77 'R 7 7R
20mg 40mg 80mg 20mg 40mg 80mg

4 62% 47% 81% 74% 58% 58% 63% 19%
> (16/26) (9/19) (13/16) (14/19) (38/65) (164/284) | (115/184) (28/148)

pan 65% 74% 4% 43% 48% 61% 66% 25%
(35/54) (42/57) (43/58) (26/60) (161/337) | (962/1586) | (802/1209) | (222/876)

a) Ir%RNo. 160-314, 102, 305, 318, 104, 307, 103
) ITT (Intent to Treat) : FEAINRAERMENH Y . 2> 2FFIRAEZICD 72 < & B UEIOFHIiA & 2 T X TOREDVKRIER,

KAFNOAGE SN TV HELTHEITKRDOBY Th b,
G, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR OB R BUREICIR N4 595, 78, ZDRBAR+
SYTRGAITIE, BN ETAHZ ENTE BN, FMEIOELGND 2 LI EHIT 5 2L, £z, 20mg OFEA
B TORP AR Tho725E12IE, RIEFETREBLRE S 40mg 2R NEETLH5Z LR TE D, EL.
1 B G-8% 40mg N &5, |
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@ A RIAR Lotk B 31T D R A BR R ¢
SNENT —H
SAEERARRER (6 38 Y 1B\ T THRRBAMA 1 HRih S BH4s 4 B2 ORNZIEEL L 7= iE% C
b5 LEE LTk é%%%ﬁ%&k LT, =V MY 7 H AR 2 BRI B UETR DUER
Rt Uiz, ARREIMHICHE L2 e Icx+ 2= U 7% > 20mg, 40mg K Uf 80mg DR
2 REZ 2RI 28 OUGERIL, IR L THEIZED T,
Fo. TOBROUERIL, BN ERSHER K OSNERRRRAZ £ & O & FRETH
-7,
b) 155 NO. 160-314, 102, 318, 104, 307, 103 (J&% No. 160-305 Tl A RITHOWTOER 21T 27 »
7otz FHliOxHRE LishroTz,)
RA2ERMZICH T HBEFEORER (1TTP)

SMERGRRERY £ &0
L M) TFE o e
77 R
20mg 40mg 80mg
47%* 64% * 68% * 26%
(35/75) (176/274) (132/194) (40/155)

% 1 p<0.05 (FFBAREDLIEE, HL5HH)

b) JABANO. 160-314, 102, 318, 104, 307, 103 (}A%ANo. 160-305TIEH IO\ T OEMEFTH 20
ST), Mtk G E Ligdotz,)

) ITT (Intent to Treat) : HAIMAEAMESH Y . MORAIRAZ D72 < & HIRIOFEERH 5
TRTOBENRFE,

KAFNDOAGR SN TV HELXCHEITKRDOBY Th b,

M@, RACE=L M) 7 &8 LT 1 [E 20mg % R QIR RBBRFICR O 575, 228, BRI+
IIRYGEITIE, Ebﬂ?ﬁ“ﬁ%ﬁ‘é J: MTELN, BIEOKREND 2 R EHiT 2 2 &, £, 20mg OFFA
BETHRPAFS TH T2 HEITIE, REIRFBERBEEEN S 40ng ZR ARG THZ LN TED, 2L
1 H O b4 40mg LN M‘éoJ

V. 1BRRICEEd 5 IEA 45



(6) AEMIEM

1) FABERE (—RERARERE. FEFEARGERE. FARBLERE). REaRTET—4
R—XFAE. WERFTREBRABROAS
FRARKERE
AFNOfEHFERE T CTORWEH OFARN L OF ZEOE, WL EEL 52 5%
ZbNDERGEOIREE B L LTS % i L7,
LEARMERRATRISRAER] 1072 FlICBWC, BWERRBBUEFIHEIX 7. 1% (76 ) Th-oT-, EiwE
BIRFERN O BIVERIL, RS 3. 5% (38 fil) . RHFEE LK O 5 RFTERE 2. 1% (22 f) .
BIGREEE 1.6% (176)) TH Y, AR E TOENKOSES I /MAHRBRICB N TSRO
NI g B BIRFER ORIEA & el L TR E BT R o Tz, Bt EE2 RITTREY
mATE LT, MR 2 3w Ao FEERBEIEEE. IRHRNERE (M) 72 R3EH) OF
ME\Z LV, BIERISSHRICHEENED BN, W S H7- A RS OB 220 & f b
S,
HIZIEMAT R SUEF] 1024 BV T, FIRIRAFFOFZHEIL 87. 6% (897 i) . #IEIARHEED
SHIRTH AR (THRRIE R &Rl S TEFI DOFIE) 13 42.4% (434 fl) THY . WT &R
I £ COENERRRERO A2 [20mg #f 63.8% (51/80 f1]) . 40mg £ 67. 1% (51/76 fil) ] K *
SEYRTE G (IR 2 WEf#IF% @ 20mg #F 23.8% (19/80 f51]) . 40mg #F 22. 4% (17/76 f5) ] % Flal%
H O TR o7,
B2 a4 28R (UNR, A, MEkm, BHEEREEL G848, FSEREL2 A
TLHRE) ~ORABNTVETH Y | ABIOL 2N, AMEE AT DITIEE DL o288,
BURF U CRFRL T R E HIH T e & STz,

BESEAKERE FHREE)

KA B U7 REO R MR O o2 4 B i) & U CREERE H BGRERA 2 920 L 7=,
LNERAT R SIER] 186 B\ T ., RIEHFRBUERIZIT 10. 8% (20 i) TH V| E2RIEH
X, IR 6 1, R4, BFEMEDEV 2 Th o7z, AKlEEHIMEAT LS L2k -T
GBI =EWER X2 o T, BT EE RITTREE RN L LT, fFREAIO
HEEZLY . BHWERABRBRRICEEZNDRD bz, ARIOESERICE L Ceett B4
XHE IRV E SR,

B INMERRAT (T SRIEF] 134 BIZBW T, A%1ER1T 80.6% (108 ffil) Th -7z, EHIFEH LGS
DA NZITAEREE TOENERRRBRICI T 26203 (20mg #f 63. 8%, 40mg # 67.1%) % T
B2 6 DOTERD o7, Eo, ARREICB O TBIEEHIR 24 WU ETh o7 86 FllcBIT 5 A
hE1T 89.5% (77 ) TH Y, 24 WARTEDANE 64.6% (34/48 f5l) % FlED & D TILAed
-7,

Rl 72 a9 288 (REE) 2OV T, FR S OREZM 20 Ll S v,

HFEAREE CPK 2348 H 9 H)
https://www. pnda. go. jp/drugs reexam/2011/P201100166/671450000_21400AMZ00463000_A100_1. pdf

2) RRBEHELTEBPENHERFEMR L F-RE - HBROBE
A% L
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(1) Z0it

B¢ 5720, EWNABRGHER D R OYNES T /IHERER (7 38k © ~W 25 L
776

ENARSRER D Cik, FEREHED 1 BIOFRIEEL G E LT, =L MY 72 20mg D5 S
7= 80 fil, 40mg NFH 17z 76 il K TN 80mg A E- En7- 74 il FFAMER TH D FEERIEE
R DARM 2 BEMZICB T 2R OWERIT, 77 AR & L OREIICH ZEISE WS

HEohi-,
SAEE I/ MAERRER ¥~ ¢4, 1 B O IEREEC T 2 9EIRA 2 R 381) 2 58 Ok
BRIT, =L b U7X 20mg, 40mg KON 80mg DHAEICEBWTH 7 7R & il U CREFHOICA &

ZmEWREREF DT,

ARFA2ESRAEICH 1T HBERBOBEE (%) (TTF)
RA AN
- %‘ﬁ L N THE 7SR
20mg 40mg
] 64%* 67%* 51%
: B RRER
P PG FBR (51/80) (51/76) (40/79)
] 50% * 60% * 24%
S ZHE 8) ~14)
SIS T/ ARG (199/402) (1126/1870) (250/1024)

% :p<0.05 (FTBREDHE:, 3T
L BAIRAERMER H 0 . S oBFIIRAZICA 722 < L BIRIOFHEN 5 5T~ TOEEIRS

{£) ITT (Intent to Treat)

MR 2 SR IS B ZBROBEE (%) (ITT2)

752
80mg

) 76%* 51%
: B e
[E N A &SRR (56,/74) (40/79)

) 66% * 24%
S SR 8) ~14)

MV E T/ TIAR AR (917/1393) (250/1024)

% 1 p<0.05 (FTBAREDHE:, LHEHT)
1) ITT (Intent to Treat) : FEAIRMERIFELH Y . 2 2FAMRAEZITAD 72 < & BRI & 25T X TOREDBRIER

MAKIOEREN TV D HEROHRITROEY Th 5,

DEE. RACIZ= L N 722 & LT L Ial 20mg & A EER OSRE R HBCR O 555, 2ok, DRI T
HIBATIE, B S AT 5 LN TE LA, HIEORENE 2 BRI b5 2 L, £, 20mg OO
B THRNE T3 Th o EAITIE, R FHRREEIED D 0ng 2R OBET5 LR TE S, LEL,
1 H O E% 40mg BN &5, |
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(SRR DL E=R)
SR OREEEN THRE) SO% TSR] 26, TR 33 T L) IS8 LI ER 0855

BERDEE (4 RS TEE) BEROUENER
D EHEOFENEL TERWVIEE DM
WO B EEORBINAL TEARE L O R - > mow
OB W OEB IR S D A
hEE L FEE
B OO B EE OWBISHIRS RS B % }ﬁﬁwmg
L

A DR PN/ AV A

KAKNOEBEIN TSI HEROCHEIZROEY Th D,

G, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR QSRR R BUREICAR N 595, o8, R+
SIRBEAITIE, BINEEE T2 ENTEDA, mBlOERGNG 2 U EHTH L, Fo, 20mg ORD
BETHRP AT ThH T HEITIE, RETFBURBEEEN S 40ng 2R ARG T D52 LN TE D, 2EL,
1 HO#I 8% 40mg LIN &35, ]
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VI. EHEEICREI HEB

1. EEZMICEEHHILEMXITILEHEE
NY L RIEE W)

TR BEEOH AWM OMEUTNRF T, KITOBRNLELZSZRS 52 L,

2. REER

(1) ERERLL - 1E AR

RS DS BUET K OYRRBAEFIIWE I LI SN TV AR WD, BIfER b X SN T\ bl s
LCEXMRRINED NS S 17, ZoIc kD L ATHL ORI X v SEE M E IS TEET 5K
DR AR O = XA REATE ML &, RO BB S T E L, = XRS5 calcitonin
gene—related peptide (CGRP) YT AH L AP LD =a—aX7F KREH I NS, HEEEL7-
Za—uXTF R, SEENE OILERCILE ZEMEOTLE, 2 L CERFAORELERLT S, K
W2, 23S ORI & 7e v BEZ M A4S E P 0O = XAk 2 Wi X o B8 BNNEITIEICRIR., &
L CRIMEEICRE SN TRANREBLT 2 B2 0TS, 5-HT (Be h=V) ZEEOY T X
AT D9 H, 5-HTy L O 5-HT,, L BAROIEEAL S T BEIR B AEDIRIFIZ T 535 Z & L o5 FL»
SO TE 9 5-HT RIS T I RABZRERE L CHENLE I CHFEEL, 201E
PEAGIZ & 0 $E8R U 72 835 M A 2SR T %, 5-HT ) AKX T 7 AR AR L U CEZEmE O
EXARRICAEE L, EOIEHALIC XV = 2 — a7 F FOFEENIIH S, Z Ofs R, HEME O
JEIEC M BEIEOTLEN I Z S5,

T L R U7 H A, 5-HT OV 51T S BIROBIRIEBN S CTH O . TOERMFE LTE, Zh
D DOZFEOIEMEAL Z I LT BHEE M QWG & B M8 F PRI ET 2 = X6 D=2 —n
RTF ROWEHEMHI E BB BND, ZHDORISHIH S D & Jidaz T Mg 5 = X
ROBENMZ LI, TORE, FRAKETHEEZLLND,
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(2) BEMEEMITZREBRBAE
1) 5-HTyp K O 5-HT 2 AR kb3 2 BB FME (in vitro)
Dt b 5-HT O 5-HT S BRI KT B8 (in vitro) 202
TV RYTHE LA MY T D 5-HT O 5-HT ) RIS 282 mat Lz, &
I FEL 2 Y 5-HT,, U3 5-HT,) 2K &6 &2 R Bl S8 72 Hela a4 vy, =L F Y 7%
Ve A= MU T E D 5-HT e O 5-HTy, 2 BRI 9~ 2 BiFntE 2 [PH] -5HT & Ot &k Al
WXV HlE LT,

%@F%‘% T b U T AT 5HT ) O 5-HTyy A6 L TRFAME 2= L7z,

E r5-HT s B US-HT p 2R BIR(Cx 9 2 8B

pKi
5-HT g5 A4 5-HT5 A4
L N T H 8.00+0.04™ (n=5) 8.94+0.04™ (n=5)
A= M) TFH 7.37%£0.04 (n=20) 8.04%0.02 (n=20)

% :p<0.01 (A< FYTH LD,

SHR D72t E)

G fE = PR R )

pKi : ZHEA~O R EOBER Ki) OADE A

@t b 5-HT s KON 5-HTy, 2 BRI KT D EERERVIETE (in vitro) *

Tl h)FE LR~ YT E D 5HT J O 5-HTy, SRR 6 D EERERTR M 2 Bt L 7=,
b R X R 5-HT ST 5-HT ) 2 BAR D &6 5032 R B S w72 CHO-K1 a2 F vy, CHO-K1
B> 5-HT5 X% 5-HTy, SZRAENTEHEAL S35 &M AR LT 2 2 b, ZomiEl

HEE A HIE LTz,
ZOREF, =L hU 7 Z 0K 5-HT ) LY 5-HTy, RIS xE L CIEENSE & L CTER3 5 Z &8
fERs S A7z,
£ ;5-HT e R US-HTnZBAZEHIE L TLSHCHO-K1HERa D
KBUEMEICRIFTEZE
pECso
5-HT S A4 5-HT 5 2514
L) TE 7.71%0.02* (n=4) 9.17%0.05* (n=8)
A< Ny TFHE 6.99%+0.03 (n=4) 8.62+0.12 (n=8)
% p<0.01 (A~ hYFH UL OB, $HEOROL-RIE) CEAE +FRUERE)
PECs0 : Fx K D50% D s % e S 5 DIZHE T D EBISKIR A (ECso) DA D XL
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@F DDt k 5-HT ZRIRICKT D 8FME (in vitro) 2V
T RNY TR AT Y FF D 5HT ) O 5-HTy Z BARLIA D 5-HT 2559 5 8
PEaat Lz, £fEe MHB XA 5-HT SRR E BB S 7 OO K€Y x— b & A

AR IV%J7&/&va)7&/®%ﬁ5m

IR U T R e OBE

ZRARIC
ERBRICLVHIE LT,

X BB E F NN OZFR

%®%%\iVFUf&V@\5mm5ﬂM&U%m%§§¢’ﬂL15Mh&UBmeﬁ

RED BIRVBAEZ R Lz,

E F5-HT s RUS-HTpZBEUND £ FS-HT2RRIZX T 28T

pKi @ RSO LT EOBFIEL (Ki) OAOH XK

@5-HT SRS D BTS2 AR OFE S

U MY TFE D 5-HT %

EBALLC
ZRARUSN OB FEZ AR OGS

v b, ELE Y N XUTT X DONN,
SRENIive

FOFRER, =L M) 7Z 0%, B EOB, T RLTF U VZRIK, K832 (D,
TT vy () ZRIR, AEEA RZHRE, e kavl vy Fv¥ xufEs
jf\ al&(){az? Nl ‘/iﬁﬁi AXjJUV%EﬁK\ B R
2%t LTI EIRE TOLTFWBFIEN R D Hivlz,

N EBFMEE R E R0 T,
2 (H) ZHRIEIC

ol S Ui D AR i

L AN
(T D2 B RA 2R ) B R E DA RES

, pKi
SHISE K S A A< NY TR
5-HT}, 7.35+0. 08 5.96+0. 06
5-hty, 7.25+0. 04 5.79+0. 07
5-hty; 7.99+0. 03 7.880. 06
5-HT,, <5.5 —
5-HTye <5.5 —
5-htg 6.28+0. 04 <5.5
5-HT; 6. 70+0. 06 5.860. 11
(Pl + YRR )

ST ERME (in vitro)

BN DM A R L2, T
T N SE DR FES RN
RERIC XL W HIE LT,

+ D) AR,

ILHMYTEUDEEIBARRVREEEALICT T HHAMHE

SRR FEA AL ICp (umol/L) XIXPHZE=R (=L MU 7 & U RE)
a7 RUFH U U3 K 6.1
o, 7 RV U/ R 6.1
LAT Y K 7.8
. 16% (0.1 umol/L)
EAZIv @) ZEH 91% (10 pmol/L)
BT RLF U UZHK 14% (10 pmol/L)
Bo7 RLTF U ek 37% (10 pmol/L)
Ny (D) SRR 28% (10 g mol/L)
FNy (D) SRR 24% (10 pmol/L)
TT vy (A) SRR 13% (10 wmol/L)
FEAA RZHE >10
Tk Fr by PrCalt F v RS EAL 11% (0. 14 mol/L)
14% (10 zmol/L)

1Cso : BB 72V v RO 1}{2‘:’\@#/\7&50%ﬂﬂ% TLHDICHET D

T L MY TH U DYERRE

(2 il D2 fE)

VI.
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2) fat v o EEEEL R & OSEEIRIGREE (in vitro)
L MY TR LA N X oORHEE NHREESIRE ORE e N EEIIRIC 35 I TEH
gatLic, =L MY 7 E2 0 A~ M) FEZ U ROVS-HT Zf e b R EEEEEN IR & O e
RIS U, HEADIE S D20 %% RFNHEIE LTz,
ZDFER . ECy DI L N ) 7% o i EEN RN AE 78 O @R M X T BRI AE B

86 THoT-,
e FhERERE CESARICT 530
e A EEBR (h=5) e MEER (h=9)
EC50 Emaxa) ECSO Emaxb)
(nmo1/L) (%) (nmo1/L) (%)
L RNYTH 5028 98+ 6 4299+16247 1 27+ 6
A= R ) THE 53+t21 103%+13 1597+ 465* 35£18
5-HT 2111 123+ 7 529+ 166* T 83+ 9*+
% 1 p<0.05 (e MEBIARICEBIT S MY F¥ L Dig) (CERIfiE = A HERR )

+ :p<0.05 (it MEBARICET DA~ N 77X L DR)

++: p<0.05 (FAHNZBIT 2t E b PREREEHRECs, & o i)

a) YRR T TV Uy, (lumol/L) IZLDE%2100% & LIZEH R
b) K* (100mmol/L) 12 XD %&100% & L= EH R

ECso @ F RIS D50% D S % At & ¥ 2 OIS B 5 {FE) SR i
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3) BRI A XEBIRMIEERAMER (in vivo) 20~
OSBRI ER (in vivo)

T R TEE RS N T E L DFRTEA X OSEB) RIS D VR 25T Uz, FREA
XN MY FE TR N T RN S L SHENIR LG & % 2 SHBh IR IC 285 L

7~ BRI GE 7 v — N THIE LTz,

ZORER, =L ) T HAF 1~1000 1 g/kg OFFARAE G- T HED R G R 2 ) S 72, —
LV N T2 o OSBRI RN XD EDso 1, 12 ng/kg Th o7,

EHIRMESE

(mL/min)

200 -

1.1 Lo d ] I
I I 1 ""%i%?&%(iiiﬁiﬁi&)(nﬂ)

150 +
T
)
%100
b ILR) TR (n=9)
2 X3 kY TR (n=10)

50 -

0,\ | | | |

0.1 1.0 10.0 100.0 1000.0

A= (uglkg, BIkARE)

QBRI &Iz ) 51ER (in vivo)

Gl £ BRAERRE)

TL R TE LR MY T H U DOREA X ORBIRIL T B D1ER 2 st L, BRkA
XN\ MY T E IR~ B Y T H o EFERNES L OEENR LT = % AR es 225 LT

BT 7 v — 7 THIE LT,

ZORER, =L MY T X0, 1~1000 1 g/kg OFRIRN B G- CEBhIRIM T R I8 E RIE S 72
Mnolz,
BEENRIMT =
(mL/min)
50
40 -
b
& 30 -
Bl
i
20
=1 A TRIE (REEIER)(n=4)
ol = ZT kY TEY (n=8)
-~ TLK)TR 2 (n=8)
O L | |

!
0.1 1.0 10.0 100.0
A& (ug/kg, #IRNIZS)

|
1000.0
CFEIME + B
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Q@EERERICKTT 21/EH (in vivo)

TU RNYTFH LR~ N T H DA X O BRIk A VER 2 M3 Ui, Bl X2
T M) FE TR~ N T E B FIRNE S U OdEENIRES 2 2 [BIER 2 2858 Lol s
4 AV a = ICTTRE LT,

ZORER, =L M) T Z U OREEIREBA T 5 EDyo 1, 62.8 1 g/kg ThH o7z,

OO &Y | BRI TR 1ER & EBIRERD /B 2 BD;, T 2 &, =1L b Y 77X
FKI 1/6 DOFe 5B TR M T & A S REZ D S W7z,

EHIRMTER VEBIREICNT H1ER

EDso (ug/kg. #RIRMNIRE) SHED IR~ DRI
SHEN IR ) & EEEIRES GeEEENAR, SHEDAIR)
L hYTHY 12* [10-15.5] (n= 9) 62.8**[37-107] (n= 9) 5.23%
A= N TH 9 [7-11 ] (n=10) 18.5 [11- 31] (n=10) 2.06
% :p<0.05, %% :p<0.01 (A~ FUT XL LOEE, SHHT) CE4fE)

[ J:95% 15 HERA
EDso @ Fe K 0050% O SUis % e S8 2 DICE T D FEh 3D &

@I E & a4 B1EM  (in vivo)

TV RYFE LA~ N T H L DRREEA X OIfLE R OS5 B VR 2 a7z, e
ATV P TE T AY DY T 1~1000 1 g/kg ZFEIRNEES L, D& O
ZWPE LT,

ZOREFR, =L MU T ZF 1~300 u g/kg DOFFIRAIF G TIT ML 8 2 KIE S 720
S 7231000 p g/kg 5 CIXFHIME % A B B S W7 (LHOFHE 13, 3mmHg: p<0. 05,
AT . ET-. L R U T Z 0, 1~1000 u g/kg DOFIRAE G TOLHIBICHE L T
Spmot,
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4) = XARRNIC XD T v MEE T O S EEMETEEIER (in vive) 2%

T MY T H DT > b O =X 2 BRI LTz & & ICHEE Sz g EiE ik o TTHE LS
ST DEREZRGT Uiz, BT » b O =X R E2BXANL L2, =L NU 7 X 100 u g/kg &
BRI G L7z, £otk, [P1] - 77 2 23RN ES L, & ARHZRE L=,
ZTORER, =L MY T X T, EXHROFFEIC L VT TICRHE L TWD T v MERCOMmiEE
H O 280 U, &GP T2 6] Lz, LU, =SB LRk (RSB,
Rig, TR om&EEMiEIH L Tid, 12EAEREL RFTESRhoT,

FREFS v FOZX#ARRHCEYERIA-MEEAREICRET
ILMYTEODEE

ik g=q=r nlanle
5 ] R g TE
R (EFARR) (n=10) 1.7140.2 | 0.9940.2 | 1.00+£0.1 | 2.00=+0.2
L FYFE 1000 g/kg (n=10) 0.98+0.1%| 0.85%+0.1 | 1.05%0.1 | 1.74%0.2
% :p<0.05 (REEFEGREE O, *HEDRVtRE) (EIE + i veaass)

MR AR AL« = SRt & ARSI L 7R & FERITEA oo M & AR H o e

(3) YERISEISM - Pk
AR L
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VII. EWEEIcBy H1EHR

1.

mRED#R

(1) AR R
LR L

Tmax
Cmax

AUC,, :
o B R & MERR R & T oo i A R B — IR AR T R
D TE R

D KRN DR O TR E T

D BT IVT TR

D RO GREOEANT ORI YT TR

o EFIRREICBT D MR

o IMFEF O FERE G RSEDIR FE O IR EE KT D FI A

AUC
Tise
kel
CL
CL/F
Vs
fu

CEYBIE T A —H)

A i I e E ) i ]
¢ e L5 R B 0D Sl
e R 2 S ME R t % T o 5 iR — R AR

fu=100—E A EE (%)
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(2) ERRFRBTHREIN-OTRE
1) HimEEsE
e AN B 24 Bl A%t %I, =L Y 7 X 20mg. 40mg. 80mg K& TN 120mg % 2% M2 HA A1 %
A5 U, R E ORRHER 2 MGt LT,
Coue VL. FALFEIU 38,9, 69.7, 134 LN 174ng/mL., T, ld. FHFAL 1.0, 1.2, 2.4 KTV 3.1
R, AUC IZ. Z#LFH 146, 416, 916 K TX1398ng » h/mL, T,nl&, ZHF4 3.2, 3.9, 4.1 K
5.5 FEfil ChH o 7=,

HEHRSHEOMBPREHER

(ng/mL)
1000 ¢
100 |
® T
ool
= E
= C
1 =
0.1 L1 | | | | | | | | | | | )
0 4 8 12 16 20 24 28 32 36 40 44 48
B E5®%EBRE h CE#ff + B R 72)
= S Tmax Cmax T AUC kel
R | Bk Ve
(h) (ng/mL) (h) (ng-h/mL) (/h)
20mg 6 1.0+0. 32 38.9+26. 81 3.2 146+78.5 0.232+0. 0719
40mg 6 1.2+0.93 69. 7+22. 55 3.9 416+225.9 0.1820. 0236
80mg 6 2.4+1.74 134+57. 1 4. 1% 916+419. 89 0.179+0. 0505%
120mg 6 3.1%2.31 174+58. 4 5.5 1398+328. 3 0.129=0. 0160
CEEIE AR ZE © Toak Oke X BEHTEIIE, Coox S OAUCITEEAT LA, Tr ol LR FN L)
a) Bl¥:5

KAKOEBEIN TSI HEROCHEIZROEY Th D,

G, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR QSR R BURE ISR N4 595, 728, R+
SIRBEAITIE, BINEEE T2 ENTEDA, mBlOERGNG 2 U EHTH L, Fo, 20mg ORD
BETHRP AT ThH T HEITIE, RETRBURBEEEN S 40ng 2R ARG T D52 LN TE D, 2EL,
1 HO#I 8% 40mg LIN &35, ]
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2) KiE#G
TEFERL N B 12 il 8ic, =L hU 7% 40mg 2 1 A 3 [\ (120mg/H) 7 ARERRO#KE X
lFm L h U7X 80mg & 1 H 28] (160mg/H) 7 HREIREO#HeE U, bR o RIHER 2 M
FtL7z, (20mg TR L7 7 —ZI13720)
Coox L OV AUCy og 1, #85-1 HH L Hl U CHRG 7 B B TIHEMN L7z, To (SIXER G L B2
BITA B2 o7z, 160mg/ H TT 3% 51 HE &g LT G- 7 HH CIJIER L7,

REHRSROMBRREHERS

(ng/mL) (ng/mL)
1000 = 40mg x 3El/A (120mg/A) 1000 = 80mg x 2[El/H (160mg/H)
- —— 1HR i
’ asQues 7E E [ﬂl 100 L
100 = -
E B =
i = r
L E 10

| e

H\HH\
P
N

L |
0 4 8 12 16 20 24 28 32 36 40 44 48
t4

|
4 8 12 16 20 24 28 32 36 40 44 48 0
40mg 4omg 40mg iR g LA CTEfit + BN fi7%)
BE%EER (h) BE%EER (h)
Py 5B ik Tﬁ“’%’i T&g Thax Chax Tis AUCy-g4p kel
H¥ | B (h) (ng/mL) (h) (ng+h/mL) (/h)
1 1.4+0.49 | 96+64.9
1B H 2Y | 2.2+1.44 | 130+50.5
40mg/ ] 3% | 1.9%1.11 | 92429.6 - 1375+648. 5 -
(120mg/ H) 0 1 1.0+0.35 | 178+103.5
THA?| 29 | 1.6%=1.34 | 157£87.5
3% | 2.0%1.22 | 119448.3 6.6 | 1894+1054.2 | 0.110+0. 0241
T 1 1.5+0.55 | 205+85.6
80mg/[1] ’ 29 | 1.9%+1.07 | 346+86.2 4.3 | 2839+851.1 | 0.162+0.0164
(160mg/ H) . 1 1.4%+0.38 | 303%100.8
29 10.9%+0.38 | 525+257.5 | 6.3 | 3888%1257.7 | 0.113%0.0180

CEBME IR ZE ¢ Toa X Oke IZRFFEIIME, Coax S OAUCo 2an TEEAT M, T1 ol LFHFNFEEIME)
a) 1A B O G 2ME %I S

b) 20\ H O 51085 12 5-

c) Bil%k:5

MAKNIOEHE SN TV HER OCHEITROEY TH D,

F@E, RAIFE= L hY 7% L LT 1A 20mg & fBEIR QIR BRI O 595, e, RS+
SIRGAITIE, B SE T A Z ENTE A, FEIOELMND 2 R EdiF 5 2L, £z, 20mg OFEA
BETHRP AT TH ST HEITIE, REIRBERBEEFNS 40ng 2R ARG LNTED, 221,
1 HO¥ES 2% 40mg LIN & § 5, |
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3) Pz

SEANT —H

AR RN 1M 16 B 2 OMERE RS N 22 16 il &2 %12, =L b U 7% o 80mg & 22 RFIC HLEIRE 1
BhH L, m%$%ﬁwﬁﬁ%%%@%kaQMg4m@?@%bk?~&m&w>
WTNOEPENEE R T A —Z 2B W T H B E LEORICAEBEZITRD b ho Tz,

RERABLZOEYHE/ S A -4 (80mgik5)

e Tmax Cmax T P AUC kel
wEgE | Bk v
(h) (ng/mL) (h) (ng-h/mL) (/h)
B 16 2.00%£1.592 | 212.1+132.20 | 4.95%+1. 167 | 1503. 67+940.634 | 0. 1398+0. 02838
T 16 1.31%1.401 | 251.3*=152.08 | 4.93=*=1.092 | 1674. 41%+=894. 037 | 0. 1408=%0. 02799

CEIE EARHER 7 Ty e Oke IR TIIE, Co Sl CAUCIT AT I, T, ol TFHFNT-E)

(3)
AR L

KAFNDOAEGE S TNDFELOCHARITROBY TH D,

BEERN &A IF= L R X b LT L [E] 20mg & BER OFER A B ICR N 5T 5, 2B, DENA T
IR EITIE, BINEEETHI LN TE DN, FEOFEENS 2 KU EHITHZ L, 72, 20mg OFRN
&5(%%%7+ FCTHoHAICIE, REIFIEREBHREND 40ng R ORETHZ LR TE S, LEL
1 BOREEE% 40mg N &1 5, |
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(4) BSE: - ftARDEE
1) BEORE>
fRERERR AN B 16 Bl f8ic, 7 u A4 —_—JEEHANTT L U 7% 80mg % ZEfFHE X OV
PBACHREIRR O 5 U, AR E ORRHHERS 2 st L7z, (20mg, 40mg THFT L7727 —Z 1372\)
ZEMEE & ol U CARBIE G Tl Cun X 27%. AUC 1E 30%B9H1 L7y To td. ZEfERED 1.6
MORHEE 2.6 BFRIEREE L7223, T 3B FIC L 2EBIIL LN T,

EEFERUVEROMBRRERRE (80mg 1%5)

(ng/mL)
300 [ - ZERIRS
’ A A BRRE
g 100 B¢ g R
i i T
" 71 .....................
5)1=‘z 10 T
& ST
1 L | | | | | |
0 4 8 12 16 20 24
B E5®ZEBMB h CEH i + i)
e, Tmax Cmax TI/Z AUC kel
&5 51155
(h) (ng/mL) (h) (ng-h/mL) (/h)
1% 16 2.6+1.09* 174£68.1* 4.2 1135+463. 0% * 0.165+£0.0177
7z JE kg 16 1.6+1.34 137%56.4 4.1 8731+406. 7 0.170£0.0149

CEEME RS ¢ Tk Oke LTI, Coax X OCAUCITEGAAT I, Ty ol FFRFNF- 2
% 1 p<0.05, %3k :p<0.001 (ZEREHEE DELER, BT

2) PEFASEDRE
VI-7. fHEAVER | OIESH

KAFN ORI WD HELUCHEIZIROEBY Th b,

FE@E, RAIE= L hY 7% L LT 1A 20mg & fBEIR QIR BRI O 595, e, RS+
DIRBETIE, BINEREETDHZ LN TEDN, HEOBERENS 2 BEFLLEHIT 52 L, £/, 20mg OO
BETCHEPR+ 0 TH oG, RETTERERBGN DS 40mg 2R ARG TN TE D, 12720,
1 HO#IHE% 40mg LIN &35, ]
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2. BYMEERP/NS A —4

(1) A
TR L

(2) BIREEER
A L

(3) HEEETEHY
(TR RN T, ZEREREHA AR e )
20mg $£5- : 0.232+0.0719 (/h)
40mg £ 5- : 0.18240. 0236 (/h)
80mg % 5- : 0.17940. 0505 (/h)
120mg $5- : 0.12940.0160 (/h)
CPEIE R R 2= - AT 4E)

4 2IVF7I R

1) 25271075 2%

RN B 24 Az, =L Y P H 2 6mg & 15 4y TLEIERC EEIE RN S L
T2LEDORE VT T A1E33.4%9.21L/h TH o7z,

2) B VT TR
O HmEEE >
fatEE R A Bk 24 B 2 %t 52c, =L MU 2 20mg, 40mg. 80mg X% 120mg A ZEfE R Z BA[EIRR O
BhH L, B2 VT 7 AR Lz,
B VT T AL, FNEN80.2, 66,4, 64.3 KO85, OmL/min TH Y, FREEMIZBWTE

TR Lo Tz,
5 & B )7 % (nl/min)
20mg 6 80.2142.72
40mg 6 66.4+21. 60
80mg 6 64.3+23. 68
120mg 6 85.0%19.55
CEH5Ml £ AR 22)
@ iEHE

HEFERA6FIco L R 7% 1[0 40mg 2 1 H 3E, HDHWME1[E 80mg # 1 H 2[E 7 AKX
BROKE LB VT2, 1 HE (14 90.8 LT 88. TmL/min) LLE#EEL T 7
HH (ZFHF79.1 LOV63. 4ml/min) CIXBMEMZ R LT,

KAKNOEFE I TV HEM CHEITRDEY ThH D,

M@, AT L MY 7L LT 1A 20mg % F SR OSREECR OB ST 5, B, ERT+
DRGEIIE, BINEEET 22N TE D, #MEIORENS 2RHUEHTFHZ L, Fo, 20mg OFH
BETHRPATS TH o TEHAEICIE, REIFIERBEERREN S 40ng 2R OKEGTHZ L0 TE D, 2720,
1 OGS EL 40mg LINE T 5, |
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5) PWBER®
fEEERR N Bt 24 2 xtElc, =L MY X 2 6mg & 15 SR T TG HEIERIRN RS- LT
L EDOHTEME (V) 1L 119£33.2L Th o7,

(6) Z it
M ER e L
3. B&EM GREaL—Tay) &
(1) fRHrAE
MR L
(2) INSA—REFHER
MR L
4. RN
1) WRIGERNL
%% .5y~ (in situ) *
Z v & (Sprague-Dawley &) DOVWHLESENAL (+ BB UTZEN) % FIEICHEWEE L, IBEL
— T ERAERR LT, BEMLIZ L N X (1/2 a7 BEEE) Img/kg Z2&E- L., FENHO
T MY T E ORI ERT LT,
b4 1 RSB 2WIRIT, + A OZEIBICB W TERGEDZ T 63% KT 52% T
HH, =L N FXATEEENS BIFIZRINEIND Z L 2VRE STz,
v MHEIEE TORIRE
THALE AL BEH IR BT ARINE (%)
+ —f5h 63*5.1 (n=3)
Ze g 52+13 (h=3)
CE¥IE =R )
2) WRI R
SNENT —H
fREEER N Btk 3 il At BRIz, M- L U FF 2 30mg A ZEER AR O E . ROV B
M3 2%t RIC, M- L b Y T H L bmg A ZEEREC 15 AR CHEIFIRNE G- L, (RN EhEE
e L7,
B OB G- K YRR % G-BE O U BE D R P HEIER O el v 6 . RO GO L N 7220
W 81% Th - 72,
MAF DGR EN TS HEROHARIZRDEY Th 5,
DEw., WAZIZ=L MY 7% & LT 1 [E 20mg % FEER OBEREHRFICROBRET 5, B, RN AR+
SSTRIEEITIE. BB AT A2 N TE AR, FEIORESNE 2R EhiT 5 2L, F7-. 20mg DN
BHETCHENPR+Tho LA, REIF IR BEERND 40ng 2R OFETH 2N TE S, 7L,
1 HOWMB G584 40mg LN &1 5, |
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RAFTRLSEY T 4
GHEAF— 5 &) -2

fEEERR A Bk 24 Bl 2% RIZ, 70 A G —"—EEF AT L Y 7% 80mg % Z2fEREZ Hia)k%
AO#GERRTL R &2 6mg & 15 42T CZefERHC BB RN G L, I i i oo e

ezt Lz,  (20mg, 40mg THETL7-FT —Z L7 \)
AUC 1E. &5 903ng « h/mL. FRAEE ST 186ng * h/mL TH YO _RAFT A S Y F
o (xSRI HZE) 1£36.4% CTH -7,

BORUVERANZSZOMBHREHER

(ng/mL)
300
—o— 80mg EOK’E
-0— 6mg FEARA R 5

100 F
il i
Er i
th .
;]

g 10

1,\ | | | | J

0 4 8 12 16 20 24
. S ﬁi i
BE5®BM CPIHE B
A Tmax Cmax T1/2 AUC
B 51 BEE | Bk

e (h) (ng/mL) (h) (ng+h/mL)
B oo 80mg 24 1.260. 746 149+97. 3 3.73 903+=534. 1
AR 6mg 24 0.23+0. 057 155+55. 7 3.15 186+55. 6

CEAIE R ZE T M Oke IZEATEAME, Cpaxe AUCK ONHESH A4 BOFI A SR ITE T, Ty ol RN fE)

SNENT—H
R AR L 12 B CTHRFT LI E Z A, N AT ATV T 11546.9% TH o7,

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

@, A= L R Y 7208 LT 1 [E 20mg % )7 38R OSSR BB N 59 5, Zeds. SRS R+
DIRGETIE, BINEREETDHZ LN TEDN, AEOBEENS 2 BRI EHIT 52 L, £72, 20mg OO
B CRHHRNARA5r Th o oA I2iE, WRETERBBUE) S 40mg 2 AR L5922 LR T& 5, 2L,
1 HO#IHE% 40mg LIN &35, ]
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5. 2
2% 7y b
MR O OF® T ~ b (Lister Hooded &) (2 MC-= L U 7% 2 (1/2 Kiligte) 3mg/kg & HilA]
FRAIRINBE G- L 72 & & ORRRN T BEe B &2 o420,
HHESy FZUC-T L RY) T4 23mg/keEm
HREEIRNIRE L EOHEBAKSTRERE

T FHAEN O BEIREE (1 g eq. /g)

0. 1EFH e 245 96
JIiIRT3 0. 770 0.323 0. 090 0. 090
i 0.192 0.120 0. 090 0. 090
FA SR — 2.130 0. 090 0. 091
REELN — 5. 989 0. 091 0. 091
Bl 4.034 1.211 0. 089 0. 090
R () 12. 800 15. 096 9.875 3. 855
iR (ARFEK) 0. 257 0. 281 0. 100 0. 149
IR (H 1R 0. 259 0. 300 0. 097 0. 155
IN— B — R 3.435 2. 059 0. 095 0.112
BRI 2. 543 0. 304 0. 093 0. 090
I i 8.951 4.579 0. 092 0. 090
FRR s 7.284 1. 377 0. 089 0. 089
Uik 4. 429 1. 119 0. 090 0. 090
fiffi 9. 892 8. 249 0. 090 0. 089
il 2.031 0. 980 0. 090 0. 090
TN 8.678 5. 894 1. 801 0. 594
fEH 12. 492 15. 587 — —
HEE g 8. 374 3.134 0.097 0. 091
A 10. 827 — — —
il 4.139 1.228 0. 091 0. 091
Bl 9. 354 3. 569 0. 091 0. 091
Bl (&) 5. 706 1. 806 0.133 0. 093
Bl (BEE) 18. 705 6. 842 0.379 0.115
I7 25. 836 24. 766 0.148 —
EIVA 4.003 2.651 0. 091 0. 093
e 3 0. 787 1. 108 0.091 0.091
i B 0.174 0.203 0.142 0. 090
N 6. 254 4.165 0. 419 0. 090
BANEY 2.693 7.756 0. 106 0. 091
JINEE 25. 836 6. 849 0. 465 0. 092
N 0. 878 13.790 2. 089 0.215
& (FR) 0.875 0. 705 0. 089 0. 091
BiE (HRZ) 1.854 0.704 0. 091 0. 089
i bRk 0. 453 0. 229 0. 091 0. 091
disgi 2. 102 0. 890 0. 089 0. 091
B 3.032 1. 156 0. 090 0. 090

KHESn=1 — A= TTUATT A RISGGRD LT,
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My MZUC-T L b TR 3mg/keE
BEEFIRNRS L& E0BBRRREE

ik FERRN O RERRE (ng eq. /g)
1EFfH 24 1R[]
JiiIRT3 0.374 0. 092
JilES 0.119 0. 097
FATAR 1.716 0. 099
EELN 6. 389 0. 096
B 1.073 0. 092
iR (HERsD) 24.938 11.926
iR (AREAK) 0. 627 0. 202
IR (RS 71AHR) 0.614 0. 205
N B — iR 1. 990 0. 135
SR 0. 367 0. 100
WEE K i 3.838 0. 096
SIRNIS 1.574 0. 095
Lo 1.618 0. 092
Jiti 7. 364 0. 096
il 1. 089 0. 096
Jrhik 5. 522 2.071
JilERas 8. 007 —
g 2.518 0.093
s - -
JIEE ek 1. 262 0. 105
I 2. 870 0. 104
B (FE) 1.929 0.211
Bl (BEED 6.113 0. 430
R 15. 204 0. 096
T 1. 592 0.113
ELaEALY) 8.579 0. 096
N 22.196 0. 524
N 12. 870 2.743
g (FR7) 0. 849 0. 098
g (A7) 1. 021 0. 095
HE Ak 0. 339 0.091
iz 1.003 0.110
B 1. 057 0. 092
HW =1 — A= FIUAT T A RO LT,
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(1) ik — xRS P9 @ad s 20
5% T v b
HEMEA T >~ & (Lister Hooded &) 12 MC-= L b U 7% > (1/2 BilfgtE) 3mg/ke % HEFFARPN %
B U7z & & ORI U RERR E 2 & L7z,
P 544 0. 1 BRI OO M PR EE 130 i1 P I B O 25% T db o 72,

(2) Mik—BABERAPT @@t °"
5% UYX
ISR 7YX (New Zealand White) =L kU F# o (1/2 HREEHE) 10, 50 X% 100mg/kg # 1 A 1
[l 15 A AR 6 HH225 20 A B £ ORI A S L AEIE 20 B B 054 7 RFE O R ME,
JRIRAREDR— FROFEKRFTOTL N F X o ORRE LR LT,
WTNOEGEIZEBWNTHFEKRFIZT L MY 77X U3 &, 50 KT 100mg/kg D G- B2
T L b 72 UBRREMEE» S S22, WIS RHRIMEE PR E IS ~MEE TH - 72,

(3) Eit~DBITH®?
SENT —H
Srts 1o A UL ERGE U7l AR HL R O Zotk 8 Bl 2%t BIc, =L N Y 7 ¥ L 80mg & ZEfEIFIC B
ERE ARG L, B ~ogtt 2 Hat Lz, (20mg, 40mg TG L7727 —Z 1372
BIH L b YT HZ D Cpp KO AUCITIMIEF OIEDK) 1/4 Th o7z, Heh-% 24 FF# £ TITREAL
HcHtt SN L F Y A2 DEIT12.9u g (BEEDR0.02%) Th-oT-,

S} 5% Thax Chax Tie AUC kel

(h) (ng/mL) (h) (ng-h/mL) (/h)
4 8 1.88+1. 026 9229+86. 7 4.69 16407314 | 0. 14760, 01752
520 8 2.3+1.04 62.8+21. 52 3.66 420+185.7 0. 18930. 03499

CEIIE = AFERZE © T SO kel IIFMTTIINE, o S T AUC 1TSS, T o (FHFDFEI )

(4) BEEADBFT
DR L

MAKNOEGEIN TV S REROCHEIZROEY TH 5,

LEE ., RAZIZ= L MY 72 & LT 1A 20mg & 7 BER OFRBEHFCRO# 595, B, RN R+
IR, BINEEETH LN TE DN, FiEOFEENS 2 KU EHITHZ L, £72, 20mg OFEN
B THENPART 5 TH o I2GEICE, REITIREBREND 40mg 2R AK 5T 52 LN TE S, 2L,
1 Ho#E 584 40mg LIN &5,
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(5) Z DD~ DIEBITHE
B#% A4 XKt MEK (in vitro)
A X bOFREMARIC "C-= L Y 7 H (1/2 filelE) % RAIREED 10 XX 100ng/mL & 72
HEHICHEE L, 37CTO0.5 B UL 3R A v 2 _X—3 9 21TV, LR T/ A g
tbERDH,
T U RN T H o OIMEFRE/MERREIE, A v F 2= a VEFIC L A biE e, A4 X
T1.4~1.8, 8 FTO0.8~1.0 THY .t b TlEA XLV HLIMER~OBITHEIMENZ &R E T,
IHiE, BEMZBIFLZZ L N T2 OMEEBAMEEENA XIZB T H2MEEAKEREIY b &
WZ EICERTEBE LN D,

(6) MIFEAMEEED
R AN Bk 6 Bl Akt %R, =L FY X2 40mg &2 1 H 318 (120mg/ H) 7 HRERO#%E L,
LHEAE7HA® 2B OELE% 1 RSB 2 IR AR &R 2 PHEITIEIC LV BRET LT-,
MFEAMEARIT8T% THY, &5 1 HEE&ETHE CTELIZALN -T2,

MBEAKESE Uomgx3 El/BTRE)

BHAEC | Bk AR A S (%)
1 AH 6 87.1+2.23
THH 5 86.8+1.37
P2 AR 22)

6. ft

(1) RBERAL R VR BHER
REEBAL - I
FRERERS -
1) (iSRRI BT 2 Mt 2
AENT— 5
fERERR N B 3 B2 RBIC, Y- L hY S X 30mg & ZEfERHIC R OB G U, iR
Y% it Lz,
O $ G 1 R O MIFTITIIREEP R b2 <. MIFTBIEED 30% & 5D TRV, £0
I HEBEME D22 e m U PV BR O N-FRLE R OVEERED TH D N-A FIUER TR Z i
23% KON T%IFAE LTz, Fio, MIEAHED 35%BRFEEORMHOBEEY (K10 FlH) L LT
ROLNTEY, TNLIFIELRF#YW THD LHfEESN D,

MKARNOEBIN TN HEROCHEITRDOEY Th b,

M@, A=V MY 7 &L LT 1 IE 20mg % R QOB BB ISR O& 575, 228, 2RI A+
SIRGEAITIE, B GE2 T2 N TE LR, HRIORGHE 2 U LESTHZ L, F/. 20mg OO
B THENPRT 5 TH o I2GEICE, REITIREBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HoE 584 40mg LIN &5,
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2) PR OFEREHIC BT 2 kgt
SNENT —H
R A Bk 3 Bl %tgc, MC-= L N Y X 30mg A ZERERFIC HAERR O B G R ORERERR A
BE 3 Bl Az, "C-= L h Y X bmg & 15 43N TEMERFICEEIFARNE G- L, JRH
RO PG SV TRRET L7z,
O R OEIRNEEGREO SR E 7 0 7 7 A MZEELL L TB Y . RE({bKIERGEOZNE
AU 6% KON 18% , N-ii A F/UARIE 2% M Y S 47z, Z OG- 8D 5%LL F O 10 FifE
PLERBO B, G TR0 R OFIRNEE G- TZ 20 34% KON 31 % fHE Lz,
RO GREOFEPIIIRENMED TG BED 2%AFE LT-, EEHWIL 2 FiFHO tetracyclicd
W7 e MEEMEEZ BN, BEED 13%IFE Lz, ZDOMIZ a7 b AR 8% & N-Hi
AFARDS A%AFIE LT,

INHDORRIE P~ T A, Ty b, UFFROA XIZBTHBHN6, =L )7 2D M
BT ORI DO L O ICEZ BN,

ILEYTEoDE MIEITHEERBER BEEEORSROBME)

©\ 2 HO ©\ by HQ, g @\ o o4
oS " /S Z N _> s -
o g o "/EH o 2

Hs N/ I CH

NH N H N -

L | #8%
T
tetracyclic4 7 v E=" LLEY
#13%

T ILRY TR o

Qo ¢ I
s iy . ¥ e
o’ A h S/,o 1| # o’ A\
N o’ \ N
E0Y O UBRON-fEAFILK N E0Y O UBRON-BEIEE

(Mo EHERSHY) H (e IEFERHY)

R2%3H 4% PR6% #2% i R1%

it l EHJ gNHa

sLonsEne @\ o . @\

o’ N e ; v \
it v ‘ ; PN 2@Em ORI
i S G
(¥ 2 MR )
FR4%3E 9% lﬁ%ﬂ:
Heittt

RAAIOERB SN TN L MIERCHEIIKROED TH D,

#E% . A= L R Y 7% 2 & LT 1 20mg % R SRR OFER B 1R 515, B, RN+
SIRBEIIE, BN AT D 2 ENTE LN, RIEORGNG 2 U EH T D &, £z, 20mg DR
BECHRBPAFITHTHEITIE, REFERER G A0ng 2R ARG THZENTE D, 221,
1 B oL % 40mg LN &35,
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(2) RBICEE5T 5EBE CPH) OHFE, F5EERW
T MU FHFECFCR#EZT L0, B MFI 7Yy —a2 A TREHZES T 55 b
71— I PASO oy 1R A FRE L7
ZOFER, CYP3AML 2L D=L Y 782 o OIFHRE (NI A FUER) OERD R HESLNTH
ST, SHIT, CYP3A OFFRMRBAESR (7 b)Y —)b) OPRINC X0 &b AN IE SR
oo LTERoT, = MU 7 HZ U BIEHERE ~OMHENTIZFEIZ CYP3M 35 L Tnbd B 2
BV,

5% M0 (BT IvAXF—) (k45 EEENE

A< N T HIMAOIZ L DA S, MAO FRESR E oMM EER 25 & 292 LR EN
"Cl/\é 36) R

E R 7y —2FHNWTo L MU PHZ RN DEE L 505 LT,

FTORER, =L MY X ATINMAO OFEE L 137259, F b7 a—AP450 Ik a5 b0 &
2 b,

(3) YEEBHREDEERVZDEE
SNENT—H
HIEEE DR - A Y
A BROBEROTL N 77X OWRIRIE 81% Th Y D, _"AAT_L VT ¢ (MuktE
IR R) 1346.9% T o722,

4) REVOFHEDEERVEMSL., FELEY
RN Bk 6 | 2%t 52, =L R Y 7 X 120mg 2R ICHERAZRE L, =L N P2 UK
UL M) 72 o OFEHEREHEY (o) DURO N-iA F/UR) O MmEFRE OREHER & Et
L7, (20mg, 40mg THEFSL7=7 —Z1T720)
N A FOARD MAEFEEIZT L Y 77X 20 I, Cu X ONAUC T R U 7 X > OfF
DENZEIN 14% KN 16% Th o7,

IL M) TEURVESEREYMOEYERENS A—4F (120mgi%5)

Thax Crax Ti/e AUC kel
(h) (ng/mL) (h) (ng-h/mL) (/h)
=) P NUR SV 6 3.1+2.31 |174 =£58.4 | 5.5 | 1398%+328.3 | 0.129+0. 0160
N-fit A T~ /LR 6 2.3+11.99 24.1+ 8.06| 8.2 224+ 49.9 | 0.103£0. 0481
CEAIE + AR ZE © T, M Oke IZEATEAME, oo L OAUCIZEE I, Ty ol A HME)

Bil%k

SAHI DA STV % HER A RILR DM@ Y Th %,

B, TR L R Y 72 b LT 1 [ 20mg % F SR OBR B OB T 5, . BRSAA |
DR ETIE, BT B T LN TE B, m@®&5ﬂ%2ﬁﬁuihié L. k7. 20mg DD
B TR Ay Tl BT, IF A BB D d0mg 2N ET 5 2 LN TES, HEL

| A O%H 5 5% 40ng BN LT3, ]
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B . in vitro

A ARTEFAR G-HT , ZRERDNTFET D) ZHAVERER (in vitro) 2BV TV MY FH v
OFERHY (ol VB N-BRILIR KON A T R) OBGIE A e LTz,
N-FfbAAiZ, 5-HT ), 2 BRI D RIEIER 2R S e dv o 728, N A FuikiZ, =L hY 72
& FIFREE D 5-HT S BRI R ER 2R L2 20,

Lol BARMIEBIT A MEET N-i A F KD C T N X oD 14%RETHY © . N-Jit
AFIURDFH~DFHIFENEEZ BN D,

1. He

1) PEMEBAL M OVRE RS
PEMEESAL « FITHTF RO

2) HEik=R

PR H R OVEE R g 2

SENT —H

TERERR A 3 il a5z, M- L v U 7 X 30mg & Z2ERFIC AR OG- R OMERER A
BE 3 Fl ARz, MC-m L R Y T H L bmg & 15 Sy TSR IS BRI RN G- L, SR
J O R~ D PR & Bt L7z,

Beh4% 216 BRI £ TIOR P RO FICHEE S U2 RE 1L, RO GRTIZZTNE 44.5% K
W45.0% TH Y . RN G TIZFNEH 55. 1% KT8 30. 1% Toh - 72, R BED KERSY
TG4 24 B & Tl BHRHSEEIZOWTITE 5% 48 B £ CloHE < -,

PR B UNEE ch it 3=
gO#s BIRARS
60 70
B 50 L W 60 -
& &
& 40 g S0
ﬁ 30 £ 401
£ o g oo
i # 20 —o— [Rh
10 o= 35 10 ~o- %
(%) (%)
0 | | | | | | | | 0 | | | | | | | |
0 24 48 72 96 120 144 168 192 216 0 24 48 72 96 120 144 168 192 216
BE5%EME (h) BE5%ER (h)
-8 il = R e i 7% P8 =+ B g >)
R BhH & %k PR Hrp ARt
&’ 30mg 3 44. 5% 45. 0% 89. 5%
FARA 6mg 3 55. 1% 30. 1% 85. 2%

MKARNOEBEIN TN HEROCHEITRDOEY Th D,

M@, A=V MY 7 &8 LT 1 IE 20mg % R QOB BERFICR O& 575, 228, 2RI A+
NIRGEAITIE, B GE T2 N TE LA, HRIORGHG 2 U LESTHZ L, F/o. 20mg O
B THENPRTTHoI2GEITE, REITIREBEND 40mg 2R AK 5T 52 LN TE S, 2L,
1 HO#REZESE% 40mg INE T 5, |
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8. b3 RK—5—IHT BIEH
AR L

0. BHHICLHREE
n R L

10. HEDERERIHESE

(1) B&HEICHITZ2MEFEEHTS Y
SNEANT —F
minE (66~93 %) 16 IR OHF4FEHE (18~36 %) 16 il xfRiZ, =L MU 7% 80mg # %= M8
IRFLZ HARIRE e G- L i e B O RRIREHERS 2 st L 72, (20mg, 40mg TR L 727 — #1372 \Y)
kel IZFlnE & BHFEE L ORI THEENEO DIV, BIEICBIT S T3 FEHELY LEL, &
FTUTINESIZEE S 7 VT T ADIKRTFIC L DD EE X Hvie, kel LIS DOIMENRE NT X — 2 (Z
FAEEBEATRD LT, =L M) ¥ OEMERRIC T 2 MO BT/ NI WEEZ BT,

EEREFICHSITAMBEPREKTRE (80mg %5)
(ng/mL)
1000

- EHEE
- BEhE

- L
= 400 L
B
10 E\ | | | | |
0 4 8 12 16 20 24
BE5E®%EBERBR h CEBIE B 7%)
" Thax Chax Tise AUC kel CL/F
ol L B (ng/nL) (h) (ng+h/nL) (/h) (L/hke)

FHEE | 16 [1.3821.522| 235. 22154, 97 | 4. 350. 564 | 1459. 0321094, 417 | 0. 1591 0. 02008 | 0. 940=0. 3876

iR | 16 [1.94%1.504| 226. 7£132.69 | 5. 7221, 047 | 1725. 64 701. 396 | 0. 1214=0. 02070 | 0. 790=0. 4257

(Il = AEHE(R 7 ¢ Toaws kel L OCL/FIZBEIRT I, Coax S OAUCIEESATSERIE, Ty ol LFAFNF2H)
% 1 p<0.0001 (EEH L OHIER)

MKARNOEBIN TN HEROCHEITRDOEY Th b,

M@, AT L MY 7L LT 1A 20mg % F SR QSR ECR O 595, B, RN T+
IR EIT, BINRE AT D2 ENTE L0, HiRlOKREHG 2EHU LEHIT D 2 L, £72, 20mg DA
BETHRNAFGThH > 2581, REFFRBIEFND 40mg 2R ARG T2 LR TE D, 2721,
1 OGS EL 40mg LINE T 5, |
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(2) FFREREEREICH (T2 MRFRERRE

SNENT —

B¢FE (Child Pugh 47 AT™Y) ITH%EE (Child Pugh 43 B™Y) OFHSRERE E B 10 ] KN
TR 10 Bl 2 552, =L b U 7% > 80mg % HAIARE D% 5 U, M iR ORRRAHERS & Bt
L7z, (20mg, 40mg THEFL7=T7 —Z1d72\)

RE T BE O IFHERERS E R F 10351 5 AUC 1., faEERk A & el L TR RIS R (35%) L
T2 F7o. BEEERLA L HE U CAFREREREE RS TIX, 2V 7T & (CL/F) O T L T,, DIERE
NRD LI, FFHEREEERE ICBNTZ L MY X U DOWENEET S Z LR ENT-, EH
FEFEGHE (fu) ITITEBIIA NP o7, Culd, HEREREERE CIIAETERVHODD
Tz BRH LT, [TVI-2. 2oNAs & ZF0 B 2.6) KO VI-6. HEDYRE2AT 5HBEICH
TAHERE9.3. 1, 9.3.2] ]

RS EEICHS T o mEhREHR (80mg R5)

(ng/mL)
1000 ¢
- o REHA
il 100 | Ot FRREIE R RE (BEXEHERE)
" N
th E .....................
-
1,\ | | | | | | | | | | | |
0 4 8 12 16 20 24 28 32 36 40 44 48
BE®BM (h PR L R %)
I T Coe T, AUC kel fu CL/F
BRE g | ) | e | 1) | (ng - b/l /h) (%free) | (L/h)

fEEERE L |10 |1.400.937|246+158.9| 6.3 | 16612662.9 |0.1107=0.01806 |12.0=%2.57(48.2+21.45

JPHmER T
(R T )

109 |1.30+1. 183|290+ 154.0 | 7.4 | 2234+1048.4%| 0. 0936+0. 01646* | 14. 9+5. 27| 35.8+12. 30

CEIE EFRHER S : Toor, kel R OFuTRATTIIE, Coaes AUCKLUCL/FITRMTFIIME, Tl 3R T2 fE)

% 1 p<0.05 (HEHERRA & Dbk, S3HHT)
a) Child Pugh%y%8 A : 63 B : 443

7¥1) Child Pugh4y¥

a7y 1 2 3
“weyrey (mg/dl) <2.0 2.0~3.0 >3.0
Mmig7 V72 (g/dl) >3.5 2.8~3.5 <2.8

K (-) (2355 FhEE

JHFPERNAE (-) RS B
“u ha R (%) >170 40~70 <40
AYHEA . 5~ 64 (BED

B: 7~ 9% (&)
C:10~15: (&&h

MAFNOAGREN TV HELOCHEIZROBY TH D,

M@, RAIZIT= L Y 72 e LT A 20mg 2 30 QSR BEBR ISR O 59 %, k. RN+
DIRGEIIE, BINEEE TSN TE LD, gIEIO#EGNL 2 B EH T D &, F72, 20mg OO
B THENPRTTH o I2GEICE, RETIREBIEN D 40mg 2R AK 5T 52 LN TEx S, 21EL,
1 Ho#E 5 8% 40mg LIN &35,
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(3) EHEHERETE RE IR D MR R HER
SMENT — &
WREE . PSP X EE O B RERE E R 16 B R OMEEREAR A 6 Bl & kf5c, =L kU 7% > 80mg
ZHERE ARG U, AR E ORERHER 2 i L7, (20mg, 40mg TR L7cT —ZI1372\))
HEOBHEERERFTICIT D T ld, B & i U CTHEIZEBIE L7y, £ 0o 3EyE)
RN A=A B AR b2 hoTlz, BAFMEEE (fu) ITHLEBIIALNR) -T2,

BHEEEREFCH THMEBEFREKRE B0mg 25)

(ng/mL)
1000 E - BERA
E o BHEEEETERE (BE)
i —— BEHEEEETERE (FFE)
lunk - BREEEEEE (FE)
t i
= i
¥ 10¢
1 =] | | | | | | | | | | | 1
0 4 8 12 16 20 24 28 32 36 40 44 48
B E5E#® BB (h P L BRHE R 72)
IViFzy
T HERE R B 1 Thax Crax Ti/e AUC kel fu CL/F
wemE | ||
DS R (h) (ng/mL) | (h) | (ng - h/mL) (/h) (%free) (L/h)
(mL/min)
[:3535 9N - =90 6|2.58+2.178 |192+47.3 | 6.51 |1720410.9 |0. 1065=+0. 01640 [14. 0+=1. 557 |47. 7+12. 41
o R RE 61~89 | 6(3.501.517 [175%294.9 | 7. 36 [173321029. 9 | 0. 09420. 01599 [13. 8+2. 467 |53. 3+31. 49
IS::F;; A2 i 31~60 |[5]2.60%1.917 [231%62.4 |5.07 [1590+446.8 |0.1368=+0.05849(13.1+1.30 [51.6*11.96
e HE =30 5 |5.60+0.894% [2224+43.1 | 7.49 |2345+486.6 |0.0926+0. 00673 |11.7+1.58 | 34.7£7.06
(CEYIfE = AEYER 7 © Toaw kel TufR OCL/FIXBMNT A, Coak CAUCIT ST EIIME, Tyl ZFH ) H)
% p<0.01 (fEEEARA & OLLER, /BT
a) Bil%k 5
1. 20t
BN v P
MAFNOARENTWDHELOCHEIZROEY TH b,
GEd, AZIZ= L hY 7% & LT 1 [E 20mg % F B OBRBE IR ORET 5, k. 2R/ R+
IRIGEITIT. BN EEZTAZ LN TEEN, BiEIOFRGENS 2 U EHITHZ &, E/z. 20mg OFEH
BETHEPRT 0 TH oG, RETTERERBGNDS 40ng 2R ARG TN TE D, 12720,
1 HO#E 5 8% 40mg LIN &35, |
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VIII. &2t (EALDOZESF) ICETHIEE

1. Z2E5RBELZDER
BE ATV

!\>
4&
Eru

NEEZDEH

=<

2. B (ROBHIZIIHRE LG L)
2.1 ARHFN ORIk UBBUE OREERED & 2 B3

<R >
— e EEE E UCERE LT,
AFNORSy (b b 7 X U RBALKERE) 123 L GRBUEDOBEFEO H 5 BHE TIE, RAIOES51Z

L VBEIER S REET D AMREER BV E B OND, £, AFNCE DT F 7 4 T F v —OHER

bbb, Lo, ﬁﬁ@&% TER L IR 21TV ARAIO RSk 2 BUE DREERE D & %

T LAV LA, ARIEBRG LT b,

[VII-8. U)Eﬁ& IWWEH & FIHIELR 11.1. 1) 28T 52 &,

[7+ 74 5% >—0xL] *
SRRV % 35 70 & CRERE L= 3801308 30 s S8y LA, B0 TR AR L= 38135
~10 7 CHRIET D & S, %ﬁi G

TS 747 F—D5ER

1. FEIRZRIER MESEVAIE, Wie . PEORRIEEEC, ek, 77—

2. PEERZHEIR @iE, mEET, 3 v, IR

3. Wb AER MR, TR, WEr,

4. FZF&G . REECERR | FRRE. RJEE O FER, BUOEALE. AR, AR, R, bR, <

L, &, &M

5. PRI IR L OURE, i EGRbEE

6. = D1t R, OPERE, KE, BE L

TFT 4 TR —DO5LE ()

OFERERE FImERS, EXaEks - AENREDNIVUIRENTFE, HE R OLEIE

Bk HUREIAH O BIBRIC X B K0l DO R, M fbAIEW“ﬂ%@& ;éﬁ

B

OfEBR&EI  LEEINY > 7Lk 500~1, 000mL % Z25H ik,
@ﬁ%%&ei%@@ﬁf@ﬁ@hﬂﬁ#%h&Thiﬁ%ﬁ%%ﬁﬁo

s T RUF U (0. 1%7EFHER) : 0.3~0.5ml &2 FZ FiE, 20 0 MkE T v K4 (TEEREREL £

=XV,
cPIEAZ I UA B RErF U Uy 26~60mg HH WL d-Z e T == I~ LA Vg

Smg % §iE,

c AT 04 R AFALFL K=V aranZBRo AT kU ™A 125~1, 000mg % Ay,
s T X740 250mg BPo< Y & ETEERE,
- fHEREK  DEXT =X — ETST O ERRNALNT LEEEA Y VIV E K bng &,
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2.2 LSOO b % BE, IR UTZ DI - k05 5 8, RRPLE
GEBINRSESE) b nBE [REIR, Febit, DAFIIES & Te T 7l e O R AR
R HDND T LB DS, ]

< fi@sn >
hU & R R EERIREANCIGEOEEFHETH D,
AERGERRERIZ I N T, AFNC X ABOED 1] (20mg) HE SN TS

e MR B A AT 5 BEILERRBR OGN LRI L2, 2D OBFIZBIT 5 LML
AL L TR,

Lo T, DAEZEDOBEERE D & 5 BE . BIPE LR B SUIZ OIEIR - JKEOH % B3, Bk
DME (EBIRSENE) O b 5B T, AFIOBHIZ X 0 REENR, Bl DLiEE L & EE /i
PR BRRIER N S SN D a[EENRH DD T, KR ERE LN &,

[VII-5. BB FARAEE & DA 8.2), IVI-6. HrEDY RZ2 AT H5BEICETAEE 9. 1.1],
VI-8. (1) BEARZREIEM & PIHIER 11.1.2) 2383252 L,

[{#H b FhEESRE UBEBARIGEER] 2 (/n vitro)
AFHN O iR BEENARISGRFEVE AL, EBIRIC KT D ER ORI 80 5T D = L AIEEKRRABRIC X v #Eid
INTEY., AANIEBIRE D HEEENME 2 L GERIERE W2 ERRBR I TV A,

VI-2. (2) FEhE2EMTHRABRAE2) ) 223RTDHZ L,

[BEMRKREEEHT HEAERBE~OFE]

PWHEBIIRE R 2521 TV 5 EBIIRKE 2 & 0F 23 R RS CEBIIRIEAE 50% AR i) 1Z*]
LT AHAN 50 1 g/kg ZHARNER G- L7z & 2 A FEEEAREEIZ T8 3% O 3588 iz, AHAl
DEIRP G- 3E BRI U CESIEM T 5 argettidin L B2 b,
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2.3 M B R — I MM I A OBEAE D & 2 [ [ i 8 P8 75 0 — i M i i ME T A D3
LbOND T ENDHD,]

<N >

MY 7 R A EEIRIERANC S BOERFETH D,

SERERRBRICBW T, 2o A REOBEAROH % B 1 Fl, MZehTEEhoBE 1 FIATRICE
FNTWER, ZNHDERFITBWCIMIE BT 2 A EFFRITRO bLNRh-oT,

[EBREER P O B ORI L D 11.6.2. FEERIC X DIMMESE) 1. ENREOHETIED 573,
FreER 1T B RS CORMFEDERIE T L S TWA, Lo Ty NI A R 2 T — @M K i %
VEDOBEENRH Y | Bl OUHEIC X 0 I ZE 28 = T EfRMEs Em W BRE I, AFl2HE Lanws

L
[V-2. DRE IR A1EE 6.1, [VI-6. BEDERAATAHBRZICTETAER 9. 1. 3]
BRI H L,

[(mEFESSEHOEE]

I P EAME M OB BT, IMEEIC L D 5 & SN OEREEOF B, MERIE R, &
MO /2 & OFEIER A~ DOXHERIE R & OREE DI 7e 5T GOHED TIHOIRE., KK E
fiifa7e EORHEHRNLIEIT/ 5,

Jibd i A5 B 2 D R AL E (f3])
O & B

1) SGEDOHER

BN, =7 U= A KENFE, [EUIH

2) ROE W OWE|

3) AR A
@A R D B

IDINIK=EHIS

2) IR B
N E T R
@xHERE (R, FEEN B, R, AEUIRAE. PEIRPRERES
Ok & ReAE 1
OB OHERR (PR OHE, HLE M, FEREHRE . WRGEOHE, #58)
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2.4 RMMERELAT 88 DERZEMSELMREENEZ 61D, ]

< S >

MU SRR ERIBRANC RO EFETH B,

[EI N % UM E DR AR RRBRI T 35\ T, AN L BRI A R, RSS2 T A2 £ 5 M i 55 D oK
MM AE P 1T E S TVR,

FERERRER (1 X) 1ZBWT, ARAIORMMAE RIS T D 1EH 2 et L2k R, SEE R EE 2 H
BRI S5 8 (1~300 1 g/ke) TIHEFMEITHEZ MIES RN ERHER S TH
6 20)o

LML 5, AAEICBWTHEIETRMMEREORENH D, KN EREEZHT 588 TIE
REBLSIELAREENREZOSND DT, RElZHERG LW &,

[VI-2. (2) #ha BT H5RBREE3) | 238452 L,

2.5 arhbe— A IR TWARWENEES RS [—BEol/E ERE25 23T eR8H 5, ]

<N >

MY 8 R A BERIBFEANCILEOEEFH TH D,

E N EEAR BRI BT, ARANS X0 UG L K OMEIR I 00 B 7o R 2R LI BRI
Lot Eio, ME EFICHE D BEREROSE 1T 20 > 72, SMES T/ MAREERRER (20mg,
40mg, 80mg) @ 1[I HIEMEICIBWNTIL, ARANC X 2 UGEIMED EF1%0.07% (3/4, 484 i) | L5k
HWIMED EF1E0.22% (10/4, 484 f5i]) (2RO BN, WIN LT TR ERRETH - 7=,

ANBEHE 2t g & LI SMERRRERER 2 Cid, AHI 5, 20, 30mg #5HF0 0.5, 1, 1.5, 2 Fefith Kk
O 5 4 % 2> 5IBBE £ TORMI D 1 [Al, DR RIS 1T 2 I X OE 3R i & o0 2B
TIERLFERETHY, BIRAICRE & 2 5 BMITRRO bRhroTe, L LR G, Aflidim
EPMERZAT 2 2 BRI TR, BEAICT= Y br—L SR TWRWEILELE D B
TIE—WEOMEEFZ5 SR IFTZENHLDOT, AAEHRG LW L,

VI-6. FrEDEREATLEEIHETLER 1.5 22T L,

RAAIOARB SN TN L MIERCHBEIIKROED TH D,
GEd . A= L Y & o8 LT L [El 20mg % R QSR BB IR AR5 5, k. BRNRT
SERBAIE, BISET D I LN TE L2, MEOREND 2 B EHT 5L, £72, 20mg OF%H
B THRPE D TH 254101, RIET TR RIS 40ng 28 1555 Z LB TE 5, L7EL,
L BOKRESE% 0ng LINE T 5, |
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2.6 HEDOHEERELHFTLHHE [9.3.1, 16.6.3 BH]

<SR >
AHNOBINOMEH EOFEEIC BV, ZBeMEOBENDLRERE L,

AFNCBI LT, EEOIEEEREZ AT 2HBE 2R E L2 BRI T TWRWnWD T, EEOF
BERERE S 2 A T 2 BE TR DAL L TR0,

UL E, AFNTFICIFE TR END Z LD, BEEOITHREREE L2 A1 % BE il f i
ENEFRTIEENRHD, BEEOHEERELZH T2 BFIIARNZEL L &,
VII-6. FFEDEFEHTHEFICHETIHEEL L 2B3RTHZ L,

(ArHREEE BB (CH TS MIEFREHTE] 7

SNENT —

WEEE (Child Pugh 238 A) SUEH4ERE (Child Pugh 4%H B) O AFREREREE BE 10 61 K OMdEERL A 10
Bl B, ARA| 80mg & HEIRE O£ 5 L, ARAIOFEYENREIZ KT AL MR LT,

R S TP AE S D TR RERE B R E 1T D AUC ITREEERR A & el L CH B ICEWEZ R LT, £7-.
RS REFE S R IR AN LB L T U T T ZADIR T RO Ty, DIEREDRRD HNT-Z &b,
JFHERERE 5 BB CIIARAIOVE RPN BIES 5 Z &L BARIB STz,

VI-10. BEDOEREATLHEE (2 22RTLH2 L,

KAKOEBEIN TSI HEROCHEIZROEY Th D,

NEE., A=V P Y 72 & LT Hl 20mg & A ER QBRI ISR DR ET 5, kb, 2IRBA+
DIRGEICIE, BMEEET L5 LN TELN, AiEOEENS 2 FEMU EHITHZ L, F72, 20mg OFN
BHTORNAF 3 ThH - 2HEITIE, KB ERERREND 40mg 2 ARG 52 LR TE S, LEL,
I BOKRESEE 0ng LINE T 5, |
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2.7 =B Iy LA UHEREARG o 51T A RFEIE, HIV 707 T —F
PHESE (U R FEL), HBWI=/L~ FLAEL - U M FELZEETOEE [10.1 B8]

< i >

U 75 R A BERIREANCIGEOEEFH TH D, 1272 L HIV 77 77— HEKIZ OV T,

KRN OEIN DO EOEEIZZR BV, LRV BB E LT,

%ﬁﬁzi@%ﬁ%ﬁ CBWT a3k I B (L X S AR Ing- fEK T 7 = A > 100mg)

&@ﬁm’ . BIWERL. EEIRERAE O ZAL K WL ERIPT R DWW TR RIBEITRE O i o 72
mE@wmmLﬁ#MbEm%“

@®5Hhmxﬁ%¢@ﬁu0WTi\$ﬂ&ﬁ%ﬁﬂ%ﬂ%ﬁ%%ﬁ?ék@ﬁ\ﬁ@mibm
HIZ/EA 28R X8 ifiE ERSOUT MG R S D TR ® B,

HIV e 77 —BHEKY M e, FREHEERE T b2 v — 24 P450 3A4 (BLF CYP3A4 L HET) (1T

RRlZOBIRMEZ R LY, CYP 3A4 TRE SN 23K & ofFFIC L v . BFHEEAIO s E5-

THLZENTFRIENATND

in vitro DEBRIZBWT, xﬁmﬁﬁ ZCYP 3M T B Z LARENTWS =D, HIV
A=V ?M%ikﬁﬁ#é_&pi@$ﬂ®ﬁ%ﬁm%éh\Kﬂ@m¢%§ﬁﬁﬁ#é:&
DTS,

Lo T, KAlE 26 DA & ZFRIRFICER G LenZ &
VI-7. fEEAER (1)) 28R+ 52 L,

[TT4 2 UREIEDOHRARSHER] @

SNEANT —H

18~45 i DEEEERR B Zc 12 Bl & %512, AHK) 80mg Z Hi[AIRE O #5- L, 1 B H 2\ 2 BRI IS
LI H I BIA (X 2 AR Ing - KA T = A 2 100mg) 2 $EE G L, =T
A2 UBIFNE OB LD L IMEOHINE EFAERD S, IRIIERS T O Mo FEFE R E & O
DERIFTRAIZ DWW TR R & 72 5 2RITERD e o 7z,

ITILTAI VAR EDHRICEAIMEDES

511% 1 FFfEI#R 2 FEfEIE
AUECo-121 =ALR AUECq-121 =AKLRH
(mmHg - h) (mmHg) (mmHg-h) (mmHg)
" P+Caf 12 71.09+63. 56 15.38*8. 16 56.23+64. 37 14. 86=%5. 99
AR A £ E+Caf 12 115.91+48.92** 21.53+6.29** 73.45+68. 10 16. 68 £8. 65
P+Caf 12 78.01*+33.04 14. 68=*4. 33 78.48147.82 13.27+4.04
HRER A MIE E+Caf 12 146. 32+53.80** 21.82+3.01** 109. 24439, 77* 17.81+4.13*
E:xL YT X P: FFER, Caf : LT H I L HHK| e 5RTE CRRTE L 7= S £ R Y R
AUEC : ffiJHE — I ] i R T * 1 p<0.05 k¥ p<0.01 (7T v ROEHBEL DL, BT

KAKNOEFE I TV HEM CHEITRDEY ThH D,

MEE ., RAZIZ L Y P& & LT 1 A 20mg & FEER OIR BB OB ET 5, 2B, 7SR+
IR, Ebu#ﬁ“%%fé &ﬁxf% L0, HiEORENG 2 KHU EHTHZ L, Fo, 20mg OFFH
BHETHRNAFGThH o 2581, REFFRBIHRDND 40mg 2R ARG T2 LR TED, 7L
1 HO#E 5 8% 40mg U\P’\]&ﬁ'éoj
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3. MEEXRIFBRICEET HFE £ ZTDER
V-2, WRESUTINRICEET SR 22352 L,

4. AERUVAZICEET 5 FELZTDER
V-4, AIEROHEICBEETERE] 28R T52 &,

5. EELQEXRMIRE L TDERH

8. EELGLEXRNMIE

8.1 LMILERDEENFED LNRNEFIZBNTEH, EERLEEPD TEIURETDHZ &
Db, ZOXDRGHEIFLUSKOREGZRIE L, MURLELZITH Z &,

8.2 HER & D WIIAAIR GIC I VIRK AT Z L1 H 5D T, AFIRGEHTOEEITIZHE ED
IR EIR & £ O BB E It E SR WIS+ BT 5 2 &,

8.3 Al zGie Y 7 U RIANCKY | BHRNEANT HZE0RHHOT, HFEOWELZRDR
WIEAITIE, TERAIOERERZIC X 550m) Y OFREEEZ BB L, BE5EPIkT 520, w@Y)
IRAVEEATH Z &, [11.1.5 5]

<fiEgn >
8.1 U ¥ U RTEERIGHEANZ @D &%%@f%é
DM SRR OBEENR 2 VBT T W TR, BHEOEGIC L0, mEE LN E REE 8D T

IZHE SN TN D, ZNHDOBEIC i HIE ML D.OILAE RIRBBE NG EN TV AR
PER B 0 . D %F%# 3D IRV EBFE IV T, AR G% IO I0E REEN DN
DIERDFEBL LI GBIt D02 Pk L, BURLEEZ{T5 2 &

AFN NI A2 DI E RIEB OO H 2 BEICHK G- Lz L 2 A, BIED D WL O ZE %
BOEE BN DR BAIERDHE LN HE SN TnD, 207, LiFEIEOBETE
D5 ERE, B REXITZEOER - BiE0H 5 BHE, BAMOE GEBRER) Ob 5
BEIIL, ARG 2R TH D,

VII-2. ZESNAF L 2O 2.2), VI-6. ¥FEOH RZ2AT H2BFICET H1EE 9. 1.1],
VII-8. (2) EBERZRENWEM & WK 11.1.2) 23T 22 L,

8.2 MU X U RAIRIREANCBOEFEEFETH D,
[ PN M OV [E G PR 5B L2 38U T AT 20mg [z OF 40mg £ 5-451 2, 365 451171 96 1] (4. 1%) (ZAEHR -
IREDFRD 5TV D, FIEEEIEIC A 5 AR - IRE AN X DEWER TH 5D h,
FEREIEORER TH 2 O OKBNINE L B 2 5 b0, KRG HOBRFITIIABED
RGO BB EIC e F S0 L ) H R T H 2 &,
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8.3 NU T X U RFIHMIREANCHBEOTEFHTH D,
PMDA IZBWCTEWIZEIT S b 7 & REROMF AR K 5 ERBEEER 2 iR L7 & 2
AHEITD 2o T b DD WHNRAT SCGEOARI L OV PMDA 25 NDB (L& 7" Mg - e 25
BT — 2 _X—R) ZHWTENE L7z b 7 U RIER DM IRERE (i) 1235, %
kU 74 R IERN OGS SCEC TEAN O MBI L 58] ¥ Z2EERE T 2 UGTICET 5

WHAFEH I,
VII-8. (2) BERZEWER &AIHER 11.1.5) 23452 &,
(%] ¥

TERAN D22 12 L D FENR ) 22l i v
8.2 Medication—overuse headache (MOH)
Diagnostic criteria:
A. Headache occurring on >15 days/month in a patient with a pre—existing headache
disorder
B. Regular overuse for >3 months of one or more drugs that can be taken for acute
and/or symptomatic treatment of headache

C. Not better accounted for by another ICHD-3 diagnosis

8. 2.2 Triptan—overuse headache
Diagnostic criteria:
A. Headache fulfilling criteria for 8.2 Medication—overuse headache
B. Regular intake of one or more triptans, in any formulation, on >10 days/month
for >3 months
* International Headache Society 2018 : Cephalalgia 38(1) : 1, 2018 X v 5|H
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[ RV 7% 3K D NDB FHARE 5 (PMDA 25 NDB % FHU N T 320 L 7= A i 5
CTA v A
WL T = R—Z LT MER - FRERZEERT — 2 <—X (NDB)
- AT ;- 2010 4E 8 H A5 2016 4F 3 H
s NV TEUELHDESR :
HARNBEDER  LTO., QOWTFhncigy Li-EE %2 EUHRWESE] &5,
Ofkfe L T4 5 ALLE, ABT20 D N 77X O &E (ng) WA 77 HET (18
wmX10[5y) TERLLEEU ETHD,
@b 5 HOFED [(1EEX10[E453) XAl LLET, WERGH A 3 AUNIZH S (A=4),
HAEEDESE  UTO., QOWFnncigy Liziiz [FELHESE) 15,
OfkE L TA v HLLE, ABHT-0D NI FZ ORI E (ng) WA I 7T BT (1H
kG EX10 B4y) CTEELEZEUETH D,
@& oA EN (1 B G-EX10 [143) XA) LLET, WERLGR A » HURNIZH S
(A=4),

20104E8 A 72 520164E3 1 £ TOELARE W I & LT BER

BEH HE
SLAEWEBEE ELHEFEZET) 102, 871 (D : 92,360 @ : 31, 705) 4.95%
SLHSEWEE BLHEBE S £\ | 86,445 (@ : 76,507 @ : 29,889) 4.16%

HLHBRE 16, 426 (D : 15,853 @ : 1,3816) 0. 79%
NUNEE Y [0k Y iy ax- 2,078, 556 100%

KEPOOITEHEE ALHEZEOERICKIT 50N 5 8E K. QITELHSE GLHEEDER
BT 21N T 2BERTHD, OLOIITEEN S H7-0, AR LIEELN, Y% rof
FREHZ D,

NDB ZHWT F U 7 & U REFN OIS b U F &2 VEHBEICONWTIHELZE Z A,
Y ZFERERIORUGTEZED YL ) X2 U ELHRWEE (BLUHBEZESE20) M
4.16% KON U 7 X U ELHBE D 0. 19% 78D HivT,

[% VT 5 RESOBEFY X K]

R7es (—ix4) e 1E] & LHMRE 55 WAELRE | MR
AITT #E. WA 50mg 200mg 1 1
(A= R T HY) E. R TFE 3mg 6mg 16. 66667 33. 33333

J=- 3 20mg 40mg 2.5 5
=3I BE. RMEE. ODSE

. ) 2.5m 10m 20 20
(S TEY) & 8
VLS 7 A BE

i 20m 40m 2.5 5

(L Y THY) & g
~ 7 BE. RPDEE. ODEE

‘H: ) oy b i o 10mg 20mg 5 10
(VR FHL)
7= e

_ X 2. 5m 5m 20 40
CEAVEL D) £ &
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[ S5 D B2 12 K 2 5 Ot ALz o> T )

(HEERENERNRIS~ =27V 8. JEAESEE R 22 4E3 A)
FEMELR R OIRE & LTk, OEREAOFR 1L, O3EAF G- 15 0 [ BKEER 125 5 1R
K O@FIFIT T 2 TR L, O3 OBREREL R D,
(ke [KI FEH o> A 1k

FCREEAN TR A TP b5 2 L RNBARTH 58, BIERIC il%& LB, WL 7
DOHIETHHENE OGNS Z LBV, AIRFRICH IE L25E 1, S8R OB 2 B -
WErt - AR - SR - EARFE S e EO BT A5 A b 5, r%ﬂﬁwrm iﬂhb i
- HIHRCHEFF OB GRNE LRI L H D,
@ [RIFEF 4 - 1R 1% o0 S BRER (253 D 1R IE

SCBREER | L R A LIS O FHK 2 - TIRIE AT 5. BUR AT /L = & X 8K AR R 3K A4
OEEIX MY T H URIER] (A~ NI H U TERE) & MY 78RR D R A D
BT et R EDONSAIDs WD, 2D DIBRICRISDGEEIL, A7 e A N5
%E#éoﬁ%ﬁﬁ%@%ﬁﬁﬁ\%ﬂ¢¢%2~maﬁﬁgm<_&#%wob)7&/ﬁ
FANZ L 2D MOH Tli, T 6 OFERD B R {HIBT 2 OB TH 5,
Obid P £

HMELHER OEBEANFER CTHIGAIIIu A ) oorernr 7 ) a—/Liy, iR
R CTHIGAIIETF = 2HWDEARSE N, Z0EFENT I NI TFI o ST afk
F RV TUL, FET— R EOBHTNARTF 72 ERFHHERE LTHERHEIND Z B2, 72
INHOER DR TOAY P FaT T ) a— L kRUNLT aigd Y o AUSMT#E S
O LB,

TRAE DS L FIREC, SEREOMHECHEARROHIRZMESELZ L bMNETH S,
TOLAH I AL, 1 AEE ng I2E EO T, TEMIZ2RIET, 1 » AMEHE 20mg 23
HZThsb, N FZURERNT1 » AIZ 10 BIELFOMHZ BEEIZT 5,
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6. RENDEREHIHBEHICHT IR

(1) &BHHE - IEEFOHDEE

9.1 BHHE - BMERZEOHLEE
9.1.1 EMMENMEEDAIEEHED H S EE

Bl ZIE, LR O X 5 7 BB CIEIATEAR, BoOE, D% %2 & Te B8 70 i i DR FRARE IR 23
bobnsBEhnbdbsd, [11.1.2 2]

- MR DR R o D BE R AEIRO & 5 B

- PHRR IR O L ik

- 40 Ll Lo Bk

BRI R OERIN T2 A T D BE
9.1.2 9T - IR—F 2V - RTA MEWEE WPWERE) XSt DEEEERSBEL
EARERODHZEE

WPW SEMEAE O BUAIHIEIR T D HIE R FBAIEMEHIRDFEBL L 12 ORER B D, [11.1.4 ]
9.1.3 MEEZEDEREMEDHZEE

I EREEN D S BZNNH D,
9.1.4 TALPABDDINIEEEEZ LOTVBRENNEEDHDES
TAMIERIENRBZ 2BFnndH 5, [11.1.3 2]
9.1.56 av krA—LEINTWSEMEERE

—i@BMEOME ERORMMERILO A 25 &R T2 E03H 5.

9.1.1 FY 7 RAIRIREANICIEBEOTEEFEHTH 5,
i i R R A B 2 BE R AREARD & 2 BE | FAR% O, 40 %L Lo Bk, wEEhk
WROBERK T 28T 5 BH T, RKAIOELG TRENR, BOE, LiiFEL S EE i
MR BEEIER R & SN EBENRH HD T, AF2HE5T 2501, BEL+01T9
R OEEICERGTH L,
V-2, 2SN EF OB 2.2), V-5, EEARLEANEE EZORME 8. 1), VI-8. (2)
ERZRBIVER & IHPER 11.1.2) 2RI 52 L,

[ MmOV REIZ DN T]
L JEES
REBIIREEIZ 2 e BIROBRAS . S, AR & 5 PZE

OERE T *
SHHRT A TREAIVDEF
® 55 i O ER O R | @R
@ L/ E o/ @ity - PRI R b L2
OFER, MIREERE @S @i £ DB AR
O ®E5| (BiE) @) AT 5 —
| ZETIPN O @) £t
© R R A
VIIL. Zaft (A EoEES) (B3 2HE 84



ZOHTY, SISMAE, BFCE 2 L AT v — VIR EE R AR S b AR T
B, MiEa L AT o — Ul & Bt OB ORBER B R E OMITIZI S 2R EBENRD
LI TWD, M, FERF SN LB CTh D, Fo, Ml X > THRIERITIE I
T 5, EHICEMEORIERITLMEOR 1.54F (HAN) T, ARBRIZIZOMENEST L, 2
E, ZEFRLvE O A Ma v OBGRKRENEZ LTINS,

9.1.2 35 (VI MY TFHY) LHBOREEFHETH D,
B (5-HT 0 ZAEIEENE) (2B WT, T4/ 7 « —=F Vv - RUA MEGERE (WP IE
ERE) OBEREIEO H % B3 GMEAN) 1, WPWEERED R AR T 2 B S Ze B AEMEER D
FENRE I TV D,

WPW JEREEE ORRENE & BT 2 REIRO & 2 BE AR 2 &5 LT85,
THEBENRHDLDOT, BlErs+o{To e, HEICEG T L,
VII-8. (2) BEKRZ2EWEM &FIHER 11.1.4) 22552 &,

SER & B S

[WPW SEIXBE D AR EEARIC KT B8 ()] ©

WPW JEMEREIZ K 0 A4 U 258 EME BRSO EE O LEMEN T LT, SiRERE CIE

BELT O, FEAORUGER T 2ERE BB LRV LRI 2L bH IO THE

ERLETHD,

@ e E = I4EIA

- HHN A PGS BRI EPRAERIIRZ A D,

sV b Y=Y BIEO—EAERTT S Ta, I, To. VEEOPUREIRKITHD TH S, 7272
L. V=r b —ERICESEEHNES L TORWES T, VEHTEYD TH 5,

< ATP BEH S5,

C VXL RIEE O AL T HAN D DO E TR,

- SRS O G AT BRI = > 712 L D BRME M TS,

@ XL EME - HE)

C RAEDIZ IR Ta BEOIEH 2 H T 2,

- UXH ) RAIHETH D,

- SRMPRIE N E OB AT BRI RANE 21T 5,

T BIRED S

DEHBRORE DEHBSRORE

nE FEEH R-R BFfEI~DELE | 748 FHEEH R-R B~ DEE

(BIzEREE) (BEzERETE)
la | =2y 1 Ic | 7V HA4=F T
TahA T IR 7 n |7 vn”r7/ a—u —
VIEIIFR 7 m | 73I4Fur i
Ib | URHAY 1 IV | "Z33I1 ?
TV 7 R7Y D) 7
UXE YR l

a) Uy b —: EHOGREKE T o 7RIS O8I 2 0 TS S0, ZAUC X o TGS 0 BLEE A3 R4
IZHORZ D, SHICEMRORERZRMIC T BEEE T,
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9.1.3

9.1.4

9.1.5

(2) Ethae

N &R EEEIREANC IS EOEBEFHTH D,

FrEESE DR AR RIEDOERIE T D —o L SN TWAZ EMnD . IMEREED RHE
DB 5 EBF K L OIHEEIC &5#5 &

7B, BMMAERFEENZED SN HAICE, ARERE LW L,

[V-2. ZhEE XTI %$¢5EE5JLsz.ﬁEWﬁ&%wﬁmzﬁj%ﬁﬁﬁé:
L,

MU &R ERIBFEANCILEOEEFHETH D,

TANAFERIEDO RN RE SN TNDED T, TANAVHDWITERE A2 Z Lo VB
RERDH D BE IITERERICKRET D Z &,

(VII-8. (2) BEKR7ZREWEM & AIHPER 11.1.3) 22352 &,

N 7 R A BIRIRFEANCIGEOEEFIHTH 5,

gy b — L EN TV EMFEERFICBONTE, —@rEofmFE E& & OSRRY & a0
ARH LN ORENRH DO T, HE| &5#5 &,
AANTIMEIEER 2689 5720, BEANZCTay b —/L R CWORWEIILEED B3 T
IX—BEDIME FRZ25EZEITZENHHDT, v b —/L IR TRV ETLEED B
FIH L CUIARANIER L STV 5,

VII-2. Z22NELZOHE 2.5) 252H+52 L,

ﬁi%%

FRIE I TWVR
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(3) FrelEEEE

9.3 FFaElEE RS
9.3.1 EEDHEEEEZETLESE

Beh Lz &, AANTEICHIE TR SN 5 DT, BEEOFERER E Bg Cidu b2k
AdoskEnndbsn, [2.6, 16.6.3 %]

9.3.2 HFHEEEEZE T HEE

AFNIFEICHFR TR SN LD T, MHPRENR EATLHZE03H 5, [16.6.3 ]

< figqn >
9.3.1 IVIl-2. 222 AR EZDHEE 2.6 &K

0.3.2 I (A~ MU TFZY) LILWOTEEFHETHD,
AFNL, FICHIE TR S LD 72D, BRI ST AR T o FFRERERE E BB 12 31T 2 AFH| o i)
ReZfiat Uiz, Z ORGSR, ATHEREREE HBE TIIAAI DI H & DL DBEIENGRD Sl 7,
L7223 T, BREE X O BEIR E BT AR 2 B 59 D885, M REN EHT 5
BENWR LD, BEE+MTH L, BEICKGTHI L,
VI-2. Z22RNELZOHE 2.6] 22MT52 L,

(ARl EE R H (LR T MR E#HTE]Y

SAENT — %

#FE (Child Pugh 23 A) SUXHZEEE (Child Pugh 5% B) DFHERERE % B 10 51 K OV
RN 10 4l 2 5E 5212 ARA 80mg 2 HARIRR OB 5 L ARK| O ENRE I T T A Z BE LT,

B SR A D ITHSREIE SE BB B I BT D AUC IR A & el L THEICEVMEAR R LT,
F7. THEREMEERE CIIBERA LB LT VT 5 ZADIET RN T, DIEEDZHD S
NIz Z b, IFHREEREERE TIIARBIOWE RN BIET 5 2 &3 RB S 7z,

VI-10. #¥EOYRE2HTLHHEE (2))] 2B THZ L,

KARN ORI WD HELUCHEIZROBY Th b,

M@% ., RAZIE= L R 7208 LT 1A 20mg & R EEROBEMBERFICROKR ST 5, B, DRI F+
DIRBETIE, BINEREETDHZ LR TEDN, FEOBERENS 2 LI EHIT D2 L, £/, 20mg OO
BECTHRNPART0TH oI, RIBVTEEFRRBEENDS 40mg 2R ARG T 0N TE S, 2720,
1 B O 5-8% 40mg AN & 1%,
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(4) &EREEH T 5E
BRE SN TV

(5) 14w

9.5 114
YIRS TAESR LT 2 ATREME D & % 2RI, TaR EOF MR a2 Bl D Ll s h s

BRI ORBEGTH L,

< i >
—XPREEFELE LTHREL TS,
EIN K O E G AR RBR B WD CTLEEMERHENL L T 9 2 IS 5 60 FRBR N 22 T2 |
I di XATAENRE LT 2 ATREME O & 2 MBI IRTE# L O R EDN BRI A L8 5 & oflr S b 551
DHBEGTHEHITETDHZ L,

[MX-2. (5) AGfssAEmMERER 1) ~3) | 22T 5Z &,

(6) #=FLim

9.6 RELIF
BALRNZ ENEE L, AFNTE 5% 24 Bl £ Tz e FREALTISH 0. 02% DBITHEEH

BRTVD Y BrEAT—%)

<t >

—REREEEE L THREL TV D,

S E R EHERBR BV T, R ~OBITRRD bz Y,

L7eDo T, AT OLMEITIIAAR G HITRALRTIELZ &,
VI-5. %34 (3)) #&MT 5 &,

(1) MR

9.7 /NR
INREE G & LT BEIRARBRIZ S0 L Ty 7Zeuy,

< it >

— A EFEE LTRELTWS,

12 AR O/NR Bt L LRI L CB o3, IRHAKER, #rAalR, 2R, S8z
NS B2 AR ITHENT L TR,

12~17 MO EREE 274 fla kSRl L7 7 v AR - HEEMRLERR GME) Of5HR. AFH|
40mg B 5\ K DR AMEICHEBEN N2 L BSHEGR Sz 0 A, EBIEDN D IR Z o X9 A
ELTWA,
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(8) =t

9.8 SfvE

MFED FFIF, FEE LD L EME TREVWOTERICEGT 5 2 &, Gl L EEFICBITS
I A B L D e K _EF- 07413 10, 19mmHg, FLEIEHAMLE DO F K EF-DZE1T 2. 59mmHg T - 7= 2
FEANT—H)

< i >

AFNOWKIN O EDOEEIC 2 BV, BEMEOBLENHERIE LT,

I (A<= )T Hy) LHBOEEFHTH D,

— AN R I AEESRENME T LTS EE 25N D, SMEEERBROERN S, AF| D3R
BHREIC T DME OB/ NS W EEBEZ SN, ERETIEZ VT 7 ADKTFIC X D i sEdhE
JE A DAL R A3FR D BTz 2,

F7o, EEE TIXEER AT, M EORK EAPNEREICRKE NI EBRERTWD 2,
L72id> T, @iE ~ 59 2BICIXEREICER ST 52 &,

[(EEEICE T 2ME~DEE] 2

SMENT —H

i 16 6] (65~93 %) M OFHAES 16 6] (18~36 15%) A X410, AK| 80mg % ZeiE I |2 BAIEE O
B L, MEC BT TR % RE LT,

EEE CITEFEE AT, WM EORK EARNAEICREWNI LRI NI,

IRHEHA - PRERHAMIE ISR T B FEMDEE

REFFHIZE TS HOWAH

HRE (95%EEXM) p B
URHEHAME AUEC, g, (mmHg-h) 53.60 (-10.16—117. 36) 0. 0960
PEERHAMIE AUECog, (mmHg-h) 3.44 (-40.70—47.57) 0.8743
INMEMERAKER (mmHg) 10.19 (0.19—20.19) 0. 0461
MRIREAMER K LS (mmHg) 2.59 (-4.28—9.47) 0. 4455

(EEHEICH TS MmiEdhREHSE] 2

SMENT — X

g (656~937%) 16 il OVEFE (18~36 %) 16 il 4 x4, AFHK| 80mg % Z2IRIF | HLRIRE 1 #5¢
5L, Mg EE ORRFHER & L e L=,

Tyl ElE CTIL5. T2 &, BHHEBFO 4B LY b REWVERTH o772, T3, MEIeED
JVT T UADIKRTFICL DD EEZ B,

(VI-10. FFEOEFEHTLHEE (1)) 22T L,

MARIOAR SN TV FEROCHRIZROEBY Th 5,
D@E. RACIZ= L N 722 & LT 1 Ial 20mg & A EER O SRR R HBCR O 555, 2ok, DENRT
DRGEIIE, BB 2T 22N TE LM, fEIORSENG 2 U EHTHZ L, F. 20mg ORD
BETHRB A+ ThH oI EICIE, RIETEREDR 5 40ng ZFEREGT 22 N TE D, L,
I BOKRESEE 40ng LINE T 5, |
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1. #HE%EHA

10. #HE/EHA

AHENL, FE U THCEEESE T b7 o0 — A P450 3M I L 0 En 5,

[16.4. 1 Z:H]

(1) HAZEELEDEH

10.1 tRE=E

(BFRLABWLCZ E)

A4 5

BRAEIR - 58 1A

B - fEBRE T

TzITH I

T AL I AR - K
BT 2AfY A TEENLT
YFEIVY (ZIUT V)

TS I REERE A A
Ve RmpxZz g I Ay
s (YeT =2y b)
TAITRARNY LA U
#i (== A MY
AFNTITA RN vl
A VR (AT X))

[2.7 2]

M0 JE b 5320 o A A A A 4
BINDBENDED D,

AR EHEZICZLTE I
HHW T TR I UFHE
REARMAZ B G5 T D55,
H L IXZOWDOEAIL, £
EI 24 FEFLL Lo MR %
b TRETH L,

5_HT1B/1D %%’TM—(VF@];@ et O)E‘é
HARIERIC L Y FHAEIC
TER (I IHETEH) 2 150
SH 5,

5_HT1B/1D %%’TM—(VF@];@

A< hU T H o any B

A7FV)

YNV N TE (=20
VYR SR BERE

(=7 %L b)

FZ N IERRE (T~
—) [2.75H]

M0 JE b 5320 o A A A A 4
BEINLIBENRD D,

AANE G D 5-HT 5,5
ARVEB R D F BE R 38 % %
5325546, b LIZE0OMH
DOGEIL, TET 24 Frfb]
DNz LanZ &,

OFAIC L O M AR &2 1
WD,

HIV 7" =1 57— 254
U rFENL (/J—ET)
[2.7 ]

=)< hrLENL Y RFEL
(NFrbEYR)
[2.7 2]

ARANOARH 2L E S Al
REPEATLIBZENAN S
Do

AFNX, F& U T EEEE
F 7 a—2AP450 3A4 12k
D RE S, REEER R ER
L0 70T T AN
T 5,
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<t >

IINTRIY - T)LTR I UFEREFUA

YT R A EERIREANC SR OIEEFHTH 5,

T I H I IARK & R IENEIER 2 3 5 7290, A&l OPFRARRCIE, SEERRFIITERIC
X0 MFE EROTmESES R S A BENNH D, T H I RK L ARK EPERE S LT
& X O EEERRBRICIBW T, RIEA. BERMRAE X OV ERIFT I DWW TR & 72 2 21 ki
B SN2, MEOFME EFRRO bz ¥, Lizdih-o T, AAEERICT /LI Z
YOI TX I UFEERERA G550, b LITEOHOLEEIL, FhEh 24
e DL EDOREIfRZ ST TR G452 L,

VI-2. Z22NREZOHEBE 2.7) 228752 L,

(o Idx2 I ORFERIRGEL L LT LI Z I VEAREE - KD 7 Ay (B 70T
v ) ] AEREL WD, BNICBWTERENTIESN O8I LT,

5-HT /10 ZAEARIEENZE

YT R A EERIREANC SR OIEEFEHTH 5,

A &G — DV 289 oM 5-HT ) ZAERIEENEE & OOF ARFI I, EEAEINER T X
D, ME BRI MEERENER I N B ENR S D,

L7eh3 o T, REIBEGZITMO 5-HT g TREIEENV O FERIREEZ & 53256, b LIEE
DOHWDOEZEIT, FEi 24 R EOMREZ &I TR 5T &,

V-2, 2o NKEZOHEE 2.7 22352 &,

HIV 70577 —tEEEH

AFNOKINTOMEA EOFEREIZ/R BV, BEEOBLENDERE LT,

HIV e 77 —BHEH Y b e, IFREEESRETF 27 v — 24 P450 304 (LT CYP 3A4 L %9)
(ZHRRIZBROEFIMEZ 7R CYP 3M4 BHESRCTH Y 0 | CYP 3A4 TRE SN DK & OPFHICE v |
PERSEAI O MPREN ERT28EN00H 5, in vitro DRBRIZI VT, AFORFHT I I CYP
SAMAMBIET 5 Z LRI TEY , AKIE HIV I uT7 7 —BRER & 20T 5 & Ao
DHFSNTZ VT 7 ABRD L, AR OMAFPREN BRI 2R H 5,

L7zmoT, KFIEY MFEAZIZLD E LIZHIV Va7 7 —EHER 2R LRV &,
VI-2. Z22NREZOHEBE 2.7) 2528752 L,
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(2) HRFELZEDER

10.2 fAEE

(ftRISEES S C

&)

AN

BEAER - FEE Tk

P - fabRIN

~7 a7 RRPAEDE
s} 7w e GV
TathvA v
VANV == (VA4
[16.7.1 ]

Y2~ O
W2 XY ARA D i LA R
FE (Coap) 1 2 £, MAEHRIRE
— AT AR P rifg (AUC) 13 4
fRICHIR L, BB S i E
H L7,

AFNE, T & LU THABEESR
F k7 m—2 P450 3M 1T &
O AR S A, (U SRR
k0o UT T AR
T 5,

PLERE A A NFaF S —n bt H
A FFaFr— W20 ARAID Cys AUC 234
KL, MENEAITIBZEN
N5,
H v AEEHA RFZ 2RI EDPEHIC
NG R3I)L [16.7.2 B8] $ﬁ®gMAmﬂ%kLto
wEY AFNOER DR T DB %
TL—TTIN— 2 —R nndH b,
< fi@sn >
AHN OB TOMH EOEEITR B, iéﬁ@ﬁﬁﬁ HE LT,

in vitro DEBERIZEB T, KA ZCYP BMMAEEGTHZENREINTND
[T)ROTA P2 EDHRAKRSHER]Y
SNENT —H
TR AN T 208 9 Bl et T, 7 B AA— " —EIC LD =) 2Ar~vA v 500mg IE7 7R %E 1
H2ME7HEERO#ESG L, 85 7THBEOFIZ=L MY 7% 2 80mg 2% &5 L7,
FDOFER . AHK] 80mg D C,,, 1% 181ng/mL 736 357ng/mL ~& FH L ¥, F 2T, 20mg #H5EIZE
WTHRBEDEIS (K2 £%) TCu D EFANEZ D H DL U THEE L7z Cou 14 72, 5ng/mL TH D # |
EAN L O EERRBRE TCHO O 40mg Z BTG Lz & &0 C,, O EHEHE O & FHN
(48. 3ng/mL~189. Ong/mL, VI 82. 4ng/mL) Tdh-o7-, F£7=. AA| 40mg ZARA L7z & & DEIE
AOFE AL, EWNAERISREREOSNES T /MAHRER D 10210 oW uic sV € bR
MITHHEETHY , WEZLEETLHZ e HEL, —#@EO LD ThH o7z, LLEDORHEN
AF 20mg & CYP 3A4 PAFEHE A L7 & T DARFND Cpu ld. AFH 40mg 2 BAMARM L7z & & D C,,
EREL EEZZ EidhnwtEx N7, 2, AR 40mg HERHFOZEME LRI TS
a) R A ZXG L LR BRICI 1T 5 20mg 5 FD Cpx %ﬁmML#%\I)XDV4//%ﬁmLtk
XD Cox BHEE LT,

KAFNOAGE SN TV HELTHEITKRDOBY Th b,

M@, RACE=L MY 7 &8 LT 1 [E 20mg % B QIR RBBRFICR O 575, 228, BRI+
IIRGEITIE, EJJIJ%EE}%T%S &75\1%575\ AE OGNS 2 FELL EHIT 52 L, E£72, 20mg DN
B THENRFTHoI2GEITIE, RETEIFRBREN S 40mg 2R AKEGET 5N TE S, 2ZL
1 HDO#%H 5 5% 40mg umkﬁ“éoJ
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YR HER - HR A ML E DAUEC-12n & R SRIEM 5 DHRK LS

S 14 1 PLoR M i
) 2u~vA PR TIERIFH =) 2a~vA U] 7T AROEA

% 18 18 18 18
AUECy-15, (mmHg*h) 60. 61£69. 90 10. 41£77.88 77.71+69. 42 14.35+61. 17
T D (95% X ME) Y 50.20 (21.31-79.09) * 63.36 (38.37—88.34) *

Bk bR (mnHg) 15.98+ 8.11 | 10,47+ 5.69 15.36+ 6.97 | 9.4+ 5.30
THDFE (95%(SFEXE) Y 5.51 (2.59-8.44) * 5.92 (2.60-9.24) *
*:p<0.01 (F7BROERBEE DLk, L5HHT) B G-AifiEl CHARE U7 SR AR 2

b) (=) 2xm~A T fHHEE) — (77 EROHHED

4 Sa+ V=]
CYP 3M OIHEHKTHY . AFOMBEFREZ EF I T3 /BERE L LD,

(RS2 EDHRAKRSHAER]

SENT —H

Rk N 18 il & %5z, XT/X3I)L 240mg XX 7 T B R KER DL L, 56 HEIC=L b
V75 80mg #HERR OB L& &, RININPABETIET 7 R0 L T L b
UTH D Cop 15 2.2 ff5, AUC 1L 2.7 fEITHER L, Ty ld 4.5 BRERIMN S 4.9 FEfRI & 720 | 2 D2
INS o Te, BRRANCHIE & 72 2 IME~OEEBITRO bz oz, (=L FY 7 H 2 20mg, 40mg
THRE L7727 — 213720

[(FL—T2IL—yPa1—2X]
CYP 3M4 #PHET A Z ERMBILTEY . CYP 3A4 TRE S B IEHKI & OPEHIC L v OEFESEA DAY,
BHE S L, MIFEPEEN ERITL2ZERHREINTWS,

L7=MR-o T, AAIL CYP 3A4 [HEZK L OfFHICIE. +oEETHZ &

AR DEREN TS HERCHEIZROMEY Th 5,
D@E. RACIZ= L N 720 & LT L Ial 20mg & A EER O SRR R HBCR O 555, 2ok, DENRT
SYIRGAITIE, B E T A ENTE A, FMEIOELMND 2 R EdiT 5 2L, £z, 20mg OFEA
BETHRBA+ Th oI EICIE, R SR EDR 5 40mg ZFEREGT 22 ENTE D, L,
1 BOKRESEE 40ng LINE T 5, |
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(%)

[ZLaFrV—ILEDHAKRERER]

SNENT —F

fatHERk A 18 il &2 %t 5ic, 7raF Y — L (1 H A 200mg, 2~7 H HIE 100mg) XIT7 TR % KE
okt L, &5 6 HAIC= L MY 7% 80mg # MR OKG Lz L&, 7va) Y — L Of it
TIET T ERABEL LT L R Y P2 D Co 13 1.36 {5, AUC 1E 2.0 fFIZHER L., Top i
4. 68 FEfEI N5 6. 44 RFRICHER: U7z, EERAJICTIE & 72 5 M E~ORBITRO Lo Tz, (=
L N 7% 20mg, 40mg TG L7727 —Z1d72 )

[ baFrJ—ILEDBAKRERER] o

SNENT —H

fREEERLAN 18 Bl &t BRIT, 77 haF Y —/b (REFRAEGE) 400mg XTI 7B RZ2KEROEE L,
BH3HHEIZZ LV RY 7 X 80mg #HERAKEG Lzt &, ¥ ha Yy — LTI 78R
PERAREL L T L R U 7 X D Cop 13H9 2.7 £, AUC 1FHD 5. 9 fFIZHIR L. Tip i 4. 8 B2
O 8. 3WFMICHER L7e, RFHCEEOME EAAEO bz, (=L MY 7% 20mg, 40mg TH
LT —Zi372n)

[(Fa735/ 0—)LEnHRAKRSRER] 2

SEANT —H

fREERN 12 Bl &t BIc, 7r 77/ m—L80mg XX 7R KEROKELG L, &5 7 HHIC=
LV RU X 80mg ZHEREOEE Lt &, a7 7 ) a— 0 B CIE7 7 2R 0FHRE & bk
LT R T ZD C i 115, AUCTE 1.3 FFIZHER L, Ty o ld 4.9 FEN D 5. 2 [ & 72 0 |
FDET/NS o, BRIKRIZHE E 25 ME~ORBIIRO N holz, (L R T H
20mg, 40mg THRFT L7277 —H 1X72\)
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10.2 HiAEE (BFRICSEET S L) &)

FEHN4 F RRIARENR - $EE 1A By - fabRIR T
B B8 A v Al AFN OB e S il rf | BERFEANIC X0 AA DR
TR A BRENMERT T2 0d | #iNRESNLIBENDLH
LT A AH %, Do
A il
Uit A% 3R
Voroesv

< i >

in vitro DFBRITIHWNT, AFIORFNTIZIIC CYP 3M BT 2 Z &N RENTWS, —FF
XYV AL LRI NNRTEBE L VT 7 BT OYP 3A 28T 52 RNMbNTERY % |
CYP 3A TR SN DAL OHTHZ LIk v RO A2 MEE S, RH O FRE %
KFSELBENLH D,

L7=Mo T, AR EETHEICIEL, TX VP AZY v IR~ EBE L, V77 BV & DA
Wik, FREET L L,

[CYP 3A4/5%FBT HELEH]

=) I Q=i S cFRATT =) s HNRTEBE s RNy —)L
cm7 47—k « A7 a4 NMLaEw CANT 4T e TAETFT 4
=R S avg < N EY — VERSE T z= b AV TS VTE
T )NV EH = T TT =)L SR VIS
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10.2 BtREE (BHRICEET S L) (s
ReFNA BRACEIR - $EE 714 . USRS
R AFNOMRHPMEE S LI | BEA I3 VA RF Y VY TITLY
vAITF XU VT EMNMETToB8EZNRH D, AHNORHPMMEE SN DBZ
(St. John’s Wort, & NNH 5,
fePa—rX e U—h)
AR

<SR >

AFNOBMN O EOFEEIC R BV, BRSO RE L,

AT A NEY VY (St. John’s Wort, Bk« Ya—r X« U—1) #EHT AHELIIECKT
IR WML TWD, A0S ZEET 22 21250, CYP 30 KONCYP 1A2 NFFEEsns &
DHHNTEY, SHEIZBWTEES EOMBEARHREINTWD, &K, DREIZBWTH i
BEREMELTEASIUA MY Y UEFERMPITELTWD, B3 UF XU YT EOHHIC L
DINRPBBD T D BENDEWEEMITOWTIL, EA - A7 & OEFRBEIREICRT L, R -
fRERHEA TS (EES - BERAEEOZ MG R No. 160, Fpk 1245 H) .

AANIEIZ CYP 3M TREFSNAHZ b, B3 UA MY VYU LTS Z &1L 0 GEME
S, REIOMHFRENMET T2 REENEZ Z B D,

LMo T, AFEBRETHEEICIE, BI04 XV YU E2ERT2R8HOBRICHIEET D
Z&,

(£ 3A0F FFXU YD EOREERIRE SN T DEH]
AT F LY
cVAFL LW
s ARY O
cUNLT YD
o R RS AR 57
cTAT 4 Y
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10.2 HiREE (BHRICEET S CE) HE)

AN HRPRAEIR - FRIE T Tk BEFY - fEBRIN+
BN e b= fEY A ?D%”Vfﬁﬁﬂﬁfﬁ e h=CDOFRY AL E
I e, BUE . MR, FEEA BB | BHE L. ko h=iREAE B

TNRFH I~ bAoA R | U, MIEEIEE . TR | H 385, Lo THRAIE Off
Sk F R KT E) RbhobhaZ end | Hizky, Bua k= 1EH®
v kT U MR %, T D AEEMENEZ X BN
k= AT KLF U Do
FHLY AR BHE L
VT VT T R
F o kv F UG

<t >

MY & R A BERIERANC B OIERFEHTH S,

IR T o b= R IARFLES (SSRI) KOk b=« L7 RLF U UEHED AL ESK
(SNRI) 1%, Eo b= OFRVIALEZHEL, to b= VBELZEDDLZ L, AAIZZTLD
& L7z 5-HT g ZRMIEEER L ORIV e h=AERANER L, Bo b= B EREE RS
LABEMENRE Z BV,

FEINH BSOS RBRIZ IV TEIAAKI & SSRT & OOFHAEFIL 72 2> o 7223 AMESE I/ MAHRER IZ 3B T
257 23 SSRI ZfFH L Tz, ZOfER. SSRI OFABICE v b = EERHITEE O e o7z,

UL DAMENC I W T, 8 (R~ MU 7 X UEHAD & SSRIE LI I ' r F =i
ﬁm%ﬁbt&®ﬁi#%é@f AAKIE SSRI Z P T 2BICix o DIERICHEREL, &R
h=EBEREN D LN TG E T R B E1T O 2 b,

[0 b= VEREICHT D0E (B 1%
O FREBIRIC LYK T0% DIEFNTFEAER 24 FFFRILINIZUEET S L b T g
* JRIRFRA D9 IR0 il
AR A e &
@@, R e, BARAE, DICH 2 23 2 EESIIK L TiE, EWIRREN/RAALN TV D,

FLEMEEOESMN
E-3-1E 0O = VEEREION T S E R B3P 0 = UEREIC T S AR
Cyproheptadine | &Y Dantrolene DEOHRER B Y
Methysergide HY CRTIHERTE ) Chlorpromazine | 3o #ti I v
Propranolol DEOBEG LD S-HTuZ A R TOREITITE A LR0NR
Benzodiazepines | ¥ DMEH|H 1 pidaiEs B W REENR & 5
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8. BIEA

11. B4R
WOBIWERMNS LoD Z ENH DD T, BELTMITITV., BERED LN EAIITRS
IR A7 S EEITO 2 &,

(1) EXZEIMER & OHBER

1.1 EX%EIEA
N1 7F243F>—23vy BEERY) | 7HI743F 32— BHERH)
11.1.2 Bt ERBHRER (BEEARH)

AEER, BROME D D UVITDFRZE 2 SR M DR BEER NS 5D Z b D, AHIE
Ht%. Mg, MOEEia S O —ib MO (GREE CIRMEERE I R S AR H D) Bbbbihvd
ZEMBH D, 2O XD IER B MM DERIZE D DRSS AIIT, B0 S E IR L,
B RBOREA TR 5o 0w RmaE+417>5> 2 &, [9.1.1, 11.2 /]
11.1.3 TADARRFEME (BHERH)

[9. 1.4 BHR]
11.1. 4 AR (WPWEERBEICH1H5H) (AR

WPW JiE it o HURIROFE IR T 2 ERE 2 M EMSEIROWE 13 & 5,

[9.1.2 BHR]
11.1.5 ZROFEABLICKHEEE FEEAH)

(8.3 & H]

<t >
11.1.1 FY 72 R BERIEREANCEBOEEFHTH L,

AKENZLDT T 747X —OWENRHDH, T, I R~ NV THY) TTF 740 7F%F0—
vavl, THFT74 7% —DREAPREINTND, TD XD BRIERPED bN-HA2E,
BhHAERIEL, EMURMEZITY 2L,

VI-2. 22NEEZOHME 2. 1] 2252 &,
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11.1.2 R 7 & R BERIGEANC B OFEEFHTH 5,

ENER AR RER COME T2V, FMERFRERBRICB W T, RAENC X 2H0EN 161 (20mg) HA
EhTnb,

AR EH I ENCARENR, PEEH 5 WL O L2 G et DR BRIERERB 242 &
DHDHDOT, ZOXIBREENFEDO LNIEGAEITIE, &G E2HIE LEYRLEEZITH Z L,

VII-2. 225N AEE 2O M 2.2) . V-5, EEARLAMEE EZOHMB 8. 1) . [VI-6. FF
EOEFERTLHREICETHIERI.LLY 2RI L,

FEROBZZDORE ()

TERDIELSE TSARTTIZHEIT BN
DEE D~ v = & N T CHEER 2 HERE L. ERERMEhSS 2 VT o

VHE—T a7 BT, ARICER LY R 2 ERNE S
L. BN OEHRZ T8 Len b EMER ISk,
BEREIJOVY | MARKR—ARA =D I L DBRE—FFR—2 U T HIT O, AR —

AR EER ARA =B —=PMERATERWGEE, 7 ha EUmBREKfgoA Y 7 ar
L ) — )V OFRFGHE 2TV 72 08 B B i % L 2Rk,
ILESER HE A DR B AR 5 ZIEM D EEA<C, QTIER % £ 9 torsades de

pointes/N& LB GAILLEMEY & ORI E T 5, B OSSR
T, MEMRIENTWBEEIE, U RIA R AF T LT U7 EORE

2179,
DEHE LIZLIEAOFT 2 DARISH T 2102 50 TRETT 2, WPWERREZ S
D E RS OF LTRSS 2 DN D BT IR 2 5= 500, BRI

K o CIERAIBMENZ1T 5, IERBOEND DHH/IET I 45 e
T E ORI IR ERIEEIT O

FEM EEMEER | Valsalvalkre EBE H Y TIT R D R EMHBAERELZ R, ML WEE
MNIEE S22 T VUTEEIRNA~ v —U %2175, £ILTHIELE LW E
VIIE & VB AT =& — LD BATPOAE R H AUNTRT I LD
FEZE1T O,

IDEE S IR FPEEE 2 EMICEZE L. SIS 5, OpEELEH o
I, BEBICY KA 5N MIEE, DEEREN B I CRER BN 2T U

ith B BT H L,
DEREBREQT AR E G (F) ©
E % Fo R
s NABNYA v DF =y DER, HIREREE, —teZ )ty
VE T A
BiE. HF. BEEEX | 2V OF 2y s DB, EHIREHEL. PURIEIRE A
MRS, Etih SEE L O, BB, DEX, BIREREE, =2
T UE FEBd
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5-HT 1) SZ BARNEENEL 2 IR L 7 B IZB W T EER RO 6N D Z LT L <ambinTn
LW ZHSIEIEEEFE L LTWA D TRV ERHEENTNS D2 b0
FAIR AL IZFB 0 B D Jde DR AEREFF IR TH 5 A3, By O TR AR OUL G, AERE
1 BIRAEE. RE G, BRI h oy R U THRERSE . R K QYRR /e & o AlEE
PEDRIE STV D Y,

ENHERSRERIZIB VT, A 40mg 50 THIFHEEEN 1 HICERO b ive, SERFEHRE
W RIBNEFAT DAL TN JER OFFEE R R OE IZ K 2 M O R RE It~ TR
<. FEGERFR 0 s & AR 72 - CE DR E 1372 D EE 2 b iz, £7-. IRARIE OHRA
% KB O OEMIZIER Th - 72,

UL D 5-HT ) 2 B BN SR LB IR 2 B 9 2 /IRetE N 2 0 ¢, fgga. Kot
JEEEEE DB ORER D B & i, T35 D HMESC D AR IEL DR MMEREBIZE 2 0
LN AR, DgoRGEEPIEL, Bt ODEREOFEEZFHARSL 2O O MR
(LEXE) 2175 Z &,

MEEH S THRBOHBIARS > Y

Lk BtERREDNRA > b KAV MERDBRE

PDE —EPEORIE (L) DX

DEEE | Rt L@ e, WL T a v LN, MEER, CPK

BRI | HED A FOBEoR-UEBICEMN | 5

fifi ¢ R, BEfED [mEREE %, CRP -8, M5

- FRgMESIE . ~$o o — A NCIth i VIR HEEReT

sz I L 7 e MM B, JErCT, > F
FEYEE A3 BE Ak S5, IhRIFR IR IEIC . .

BE =] 7] AR, Vel

MEEE S P B Y HaEBRCT (B AR )

TREL | Rkt e (MR ([Sih-o 8 Hii2

WI-2. 2RNEEFOEB 2.2), V-5, EEAREARMEE EFOHEM 8. 1), IVI-6. KFED
EEAEATHBREICHETAEE 1.1, VI-8. (2) ZOMoEIER] #3R+52 &,
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11.1.3 F U 77 R ERIGRANC IR DOIEEHIETH 5,

TAPAREIEDREBR DD BE ST DH DT, B2 5TV, BEDRRO b AITIE,

btk LIl e UE 21T 5 2 &

VII-6. %FED

11.1.4

DD & 5 B8 GHEAN) (2,

HINTWD,

EI=E=R
H 5

(VIR TEY) LLBBOTEEFETH D,
JEHE (5-HT g0 2R AEENER) 12 NT, U4V T« R—=F 0V e R T A NEGERE (WPW SEBERE)
WPW JiE et oD BB EOSE IR C &b 2 BB 72 FAEMESENR O FE B N

EHTAHREICETAERE LY EBRTH L,

E NN O EOEGRRERICRBW T, AFNC X 5 WPWAEEREIC BT 28RO ML 80 o -,

[VII-6. %FED

EI=i=R
H 5\

11.1.5 N 72 R ERIBEAIC RO EEHEETH D,
(G40 R LAy 7 ZADHE]

WHNIE L2 LRy 7 ADFEFGRED H> B, PIDA B W TARIOWRT DMETRIR E 7o
7= BT 3 AEFEN (2016 F£-2018 ) OEMNIZEIT B ~ U 7 & o RIF| 0 iR 2 L % iEmESE
JEGNZE Y T DT /e o 7205, AFIRFERRIAE L W IE L TW AR EFLREICE VT, [HE

EHTHRBEICETIEERE L.2) 22 T5HZ L,

KoM B IZ X208/ ([CEYTREMDT A U A M & FRICE#HT 5,

- BHN O I %12 & %

No. | T | &E#5 | 1HIREE | FHREH BIER |RB|RET| & BEREH
Al (R E5HME) | (AHHE) FEE DBH | 1B | (THRIZGEAHEEE)
VLI R T H
AR U FE T
~ NARFH I~
40mg ~ FIEPE"N A~ .
1| B | 705t GEp N R ﬁz
% A CRB) Jr g S AHH " {/& 7??
AV =5 ) RVNG )
fsth, T2k F
YRR
o TIM)TFI
o | 4 | eomit | pm s | PR g | B s, v
GIEbR R .
N N RS, SV

[VII-5. BBEAEAMEELZOHAL. 3] #BRTLHZ L,
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(2) ZDHhDEI1EH

11.2 zOthDEIEA
1%L4 bk ® 1% AT BN
R R FEIMED F U | BREGR, BRSO F o, AR
R - ARA, BRR, | TRTLE
SHJR
O - ME R | B AL Bk, HAR, e 5
HAb#s R M5, PR WAL AR, 185 M -
e WL, D FEIE, FHIR
., I E
D1t FEr . WAMERCHRIR » | 9T, Modieum Y, B, | Fode V. 1BEUR, 5.
TSR WHMETEINR . SR, D | MR E AR Y, AR
Jrd I
a) BB 1 TR R o0 [E PN R R AR BR B OV E C 3 S 7= 5 AR/ B ARRRER O fS RISV T B,
b) ZHOOERITEF @ THDHN, EXFICEMLWEARD D Mk, WAEIESS % & e KK E T
BZAAREMERS D, [11.1.2 /]

<SR >

[t | AR « AR, FREhED F U, B BEE . RCRRGE. BISMERL R, A EIETT
ERBD LT,

DDy - A R) BuR, BYEE, WAL, SR, ME ER2SER0 bz,

REr (e = A, APNEZEE, TR, 89, L RR2RO b,

[ ) HRZ, MERE, 3B, £ OFIENRO b,

[Z DAt P57, MOETRHRR, WAMERHERE, MEJ)E, Modm. 20T, RS, HMEEEE R, K

. EEE R, IR, R, SEJENRD b,

AR P RO MEMEA R . s . Bl 8 B O SR I F —EtE CTh H 23, L &
W LWEAERH D | iR, WAMEEER 2 & e B AR TR Z 2 ATHEMER & 5.
(VI-8. (1) BEKRZREWEMH & AIHPER 11.1.2) 2R3 52 &,

hU 7% REA (5-HT 0 SR EIEENEE) ICBWTHEIZRRD 5N A EITER & LT, Mg, i+
B2 EDRMBNTNDN, T b OEF TILLEREZ DT, JREIIFAHTH D,
EWNEARRER W CIE, AHNC L 2 001X 80mg e 5-TOABD bz, LarL, HIEEKOHED
L BIORKHAEIL 40mg & 7> TEY . HEKOHEORHEN TIL, FEEE-ES 1 6] (40mg)
SN TW5,

KAFNDOAGR SN TV HELXCHEITKRDOBY Th b,

F@E, RAIE= L hY 7% L LT 1A 20mg & fBEIR QIR BRI O 595, e, RS+
DR GEAITIE, B GE2 T2 N TE L, HRIORGHE 2L LESTHZ L, Fo. 20mg OO
B i CRHHRNAR A5 Th o GEITIE, RETERBBIE) S 40mg 2 AR L5322 LR T& 5D, 2L,
1 B G-8% 40mg N &5, |
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¢ BEEROBE

7T R AR E L BN R OSMES I/ TR RRER 30 C L AHA 20mg Mz OY 40mg 4% 5-41 2, 365
Bl 672 B (28.4%) IZEWERBNRD bivlc, ZOERBIEMIL, FEMEDEV (4. 14%) .
fEHR - ARAL (4.06%) . TR (3.25%). HINELEE (2.58%). % (2.45%) %Th -7, #l
TEHDIZE A EITREIHEETHY , WEEZLE LT 52 ERERL, —WEDOHL DT
HoTo, UKFBEFE TOREDER)

TR % O FH B R ATE IR 1, 072 Bl BIVERI RS EBUEFNE 76 6] (7.09%) TH O, RIEM
HEUFHITIER 9 CTh o7, 2O FERENWEMIZ, MR - IR (2. 156%) | TR (1.03%) .
BERE (1.03%) % ThoTl-, BIERDIZE A CITBREITEETHY , AELZVEELT 5
ZERIMEL, —BEOLDOTHoT,  (HHEAKTH)

<SR >

AR TSV, TRER] oXIZi T 2 BIVERZBURIL O BEE T iR O F RGETHR A O
M L7,

VI-8. & ZHHBIEIEHRBBBEE LK OBRRRAEMER T —%, & EMRE, S0ME, BEiEEKROF
WOFWEE ZMNORERRBBEE ] 22T 52 &,
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& 5 H BEIE S BB EE K ORI AR A 2L —

FKGRRFE COEN LK OSMNES I/ MAHRR, EHAERE =L MY 7% 2 20mg I 40mg % 5

SINTRFICBNTRD DNFEIER « BEOFRBLR A TRITR LT,
AREFRMMERAREREICS T SE1ER - BRFEOHKBRREI—E

g HAGRERZ ORI i F A R AR oD F 5 i
FRATE 11K 2, 365 1,072 3,437
BIVEH DR BUE G 672 76 748
BIVE O F B 1,168 99 1,267
BIVEFH 4 D FEBUE 128 (%) 28. 41 7.09 21.76
BIIVE A O fEEH FILE P 55 O FEEAN RS BURE 1 S35 8 (%)
EGYIER L O A UE 1( 0.04) 1( 0.03)
s@mpgEEz | ooy | iy
s EOY SRR 1(0.04) 1(0.03)
2 A 1Coon | ieey
NS LOSREREE 30.13) 3( 0.09)
. ¢ S R 2Co08) | 2(0.06)
R AR P 1( 0.04) 1( 0.03)
*éﬁffaﬂ[%i 34( 1.44) 1( 0.09) 35( 1.02)
e A 200 | 2(0.06)
%A H h=— 1(0.04) 1( 0.03)
*N= > 7 FIE 1( 0.04) 1( 0.03)
N iiTha 1( 0.04) 1( 0.03)
e 5(0.21) 5( 0.15)
* SR 1( 0.04) 1( 0.03)
*GEELIRTE 4(0.17) 4(0.12)
K E LY 1( 0.04) 1( 0.03)
e T 2( 0.08) 2( 0. 06)
PR 6( 0.25) 6( 0.17)
*ZSER) 2( 0.08) 2( 0.06)
* 22 1( 0.04) 1( 0.03)
XNV 1( 0.04) 1( 0.03)
* A RE 4(0.17) 4(0.12)
* S 1( 0.04) 1( 0.03)
KEDHEEDRS 3( 0.13) 1( 0.09) 4(0.12)
hREREE 294 (12. 43) 38( 3.54) 332( 9. 66)
sEMmL-Lror | 1Coon | iCeey
HH R 4(0.17) 1( 0.09) 5( 0.15)
AL T 1( 0.04) 1( 0.03)
IR BRAE 1( 0.04) 1( 0.03)
* 2 EEEE 1( 0.04) 1( 0.03)
AL BRR 14( 0. 59) 3( 0.28) 17( 0. 49)
Kl 78 K 5( 0.21) 5( 0.15)
ok i e e ) S 1( 0.04) 1( 0.03)
il R0 Lt 1( 0.04) 1( 0.09) 2( 0. 06)
IR 96 ( 4. 06) 23( 2. 15) 119( 3. 46)
BERLTE 43( 1.82) 43( 1.25)
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WM HERRIREZ ORI B AR A O R &t

R SEAY 3(0.13) 3(0.09)

R 11( 0.47) 11( 0.32)

AP E B T 3(0.13) 3( 0.09)

* A ) B AR R 3(0.13) 3( 0.09)

AR 6( 0.25) 6(0.17)

*ER I EE 2( 0.08) 2( 0.06)

P 2( 0.08) 2( 0.06)

Eb) 29( 1.23) 1( 0.09) 30( 0.87)

FHEB AR 1( 0.09) 1( 0.03)

FEIMED F 98( 4.14) 8( 0.75) 106 ( 3.08)

w5 IR 1( 0.04) 1( 0.03)

Al 2( 0.08) 2( 0.06)

Jv SRR 1(0.04) 1( 0.09) 2( 0.06)

*IRTE R 12( 0.51) 12( 0.35)

HIEIR 8( 0.34) 8( 0.23)

R PR 27( 1.14) 1( 0.09) 28( 0.81)

*[IR D FL % 1( 0.09) 1( 0.03)

IR e B e 1( 0.04) 1( 0.03)

IR iz 1€ 0.04) 1( 0.03)

* R 4(0.17) 4(0.12)

* IR IE 97 2( 0.08) 2( 0.06)

*{H ) 3(0.13) 3( 0.09)

*RIET 4(0.17) 4(0.12)

A 1(0.04) 1(0.03)

* T 7( 0.30) 7(0.20)

it I H N 3(0.13) 3(0.09)

#7420 2( 0.08) 2( 0.06)

B L Ok 18( 0.76) 18( 0.52)

IR 8D F 8( 0.34) 8( 0.23)

* 2( 0.08) 2( 0.06)

* H AR 1( 0.04) 1( 0.03)

* S 7( 0. 30) 7( 0.20)

DR 21( 0.89) 6( 0.56) 27( 0.79)

*F7 ) —F 1( 0.04) 1( 0.03)

elMiE 1( 0.04) 1( 0.03)

L EE VRIS 1( 0.04) 1( 0.03)

S 13( 0.55) 6( 0.56) 19( 0.55)

SR 4( 0.17) 4( 0.12)

BEI7av s 1( 0.04) 1( 0.03)

1 A 27( 1. 14) 27( 0.79)

1FTY 6( 0.25) 6(0.17)

LIRS 1( 0.04) 1( 0.03)

e I 1€ 0.04) 1( 0.03)

AL 13( 0.55) 13( 0.38)

{5 1f.JE 2( 0.08) 2( 0.06)

* R I A e 1( 0.04) 1( 0.03)

FAAH IR 3(0.13) 3( 0.09)

MR E . BOERds L OWERRRE S 69 ( 2.92) 2( 0.19) 71( 2.07)

*I O 1( 0.04) 1( 0.03)

* Lo 1( 0.04) 1( 0.03)

*Loo< D 1( 0.04) 1( 0.03)
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(S| HRERIZ DRI o FH R AR A D R At
R RiZ A 2( 0.08) 1( 0.09) 3( 0.09)
N MRS B Jek 28( 1.18) 28( 0.81)
MR e i 4(0.17) 4(0.12)
KN G i 2= 2( 0.08) 2( 0.06)
MK B 7 ek 4(0.17) 4(0.12)
KR ] 9( 0.38) 1( 0.09) 10( 0.29)
IR PR g 1(0.04) 1( 0.03)
(WY IER 8( 0.34) 8( 0.23)
2R BEAS R 1( 0.04) 1( 0.03)
* B A 2( 0.08) 2( 0.06)
* G P 6( 0.25) 6( 0.17)
* 5 I 4(0.17) 4(0.12)
KIS HE AN 1( 0.04) 1( 0.03)
HeEsE 223(9.43) | 17( 1.59) 240( 6.98)
B 1( 0.04) [ 1Co0s
L 85( 3.59) 11( 1.03) 96( 2.79)
*H R 1( 0.09) 1( 0.03)
* T HI 16( 0.68) 16( 0.47)
*ZB e T 1(0.04) 1( 0.03)
x5 1( 0.04) 1( 0.03)
H DK Sl BR 4(0.17) 1( 0.09) 5( 0.15)
O OFER: 6( 0.25) 6(0.17)
* [ PN TR 1( 0.04) 1( 0.03)
* [ B HL 1( 0.04) 1( 0.03)
1PN f 61( 2.58) 61( 1.77)
K 1( 0.04) 1( 0.03)
) 1( 0.04) 1(0.03)
ML AR 15( 0.63) 15( 0. 44)
IEEE 11( 0.47) 1( 0.09) 12( 0. 35)
*IETE 1( 0.04) 1(0.03)
R 1( 0.04) 1( 0.03)
*E5IF 1( 0.04) 1( 0.03)
w7 VR 1( 0.04) 1( 0.03)
*HEWR IR 1( 0.04) 1( 0.03)
P 9( 0.38) 9( 0.26)
PR E TR 1( 0.04) 1( 0.03)
RN S 1( 0.04) 1( 0.09) 2( 0.06)
AT 6( 0.25) 6(0.17)
*{H K 2( 0.08) 2( 0.06)
IR e 1(0.04) 1( 0.03)
e - 21( 0.89) 2(0.19) 23( 0.67)
*IE T REE 6( 0.25) 6(0.17)
B L OB TR sLCLsy 1( 0.09) 32( 0.93)
= 5 $HIE 2008 [T 2(0.06)
D MRS 1( 0.04) 1( 0.03)
* R 7 & PRV AE 1( 0.04) 1( 0.03)
AR 1( 0.04) 1( 0.03)
ZITIE 14( 0. 59) 14( 0. 41)
FEI5 5( 0.21) 1( 0.09) 6(0.17)
BEIR 5 2( 0.08) 2( 0.06)
* 7 LG 1( 0.04) 1( 0.03)
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B

HREBRHZ DRI

R G 2( 0.08) 2( 0. 06)
BT 2( 0.08) 2( 0.06)
iR SO AR (330 | 8(0.75) 87( 2.53)
*B 1 2008 [T 2(0.06)
*FAJR 7( 0. 30) 7( 0.20)
*BEHI A 1( 0.04) 1( 0.03)
< [38] 5 i [ 3(0.13) 3( 0.09)
*BAH 13( 0.55) 13( 0.38)
7 R 5(0.21) 5( 0.15)
=S TN 12( 0.51) 6( 0.56) 18( 0.52)
i B AS AN TR 1( 0.09) 1( 0.03)
ik 8( 0.34) 8( 0.23)
il R 1( 0.04) 1( 0.03)
* i REHE 4(0.17) 4(0.12)
*ZHER 9( 0.38) 1( 0.09) 10( 0.29)
LyEen) 1( 0.04) 1( 0.03)
e 5(0.21) 5( 0.15)
* 18( 0.76) 18( 0.52)
A 1( 0.04) 1( 0.03)
ERLOREESE 14059 |\ 14( 0.41)
%2 JR oy | (o012
*pRIEYE 3(0.13) 3( 0.09)
IR 6( 0.25) 6( 0.17)
* 5 IDEATROE K 1( 0.04) 1( 0.03)
BHWERLOSGRRE | 178(7.53) | 22( 2.05) 200( 5.82)
xS O 20008 | 2(0.06)
A LTI L PRER 1( 0.04) 1( 0.03)
HmE 8( 0.34) 8( 0.23)
* 5 Il 3(0.13) 3( 0.09)
*FLH IR 2( 0.08) 3( 0.28) 5( 0.15)
*FL K 3(0.13) 3( 0.09)
*PATR 2( 0.08) 2( 0.06)
* PR VR 1( 0.04) 1( 0.03)
Jad 20( 0.85) 1( 0.09) 21( 0.61)
YR A R 22( 0.93) 2(0.19) 24( 0.70)
* [T 1( 0.04) 1( 0.03)
sV 6( 0.25) 11( 1.03) 17( 0. 49)
* 3R SR P e 1( 0.04) 1( 0.03)
() 10( 0. 42) 10( 0.29)
B 25( 1. 06) 1( 0.09) 26( 0.76)
I 5 58 ( 2. 45) 58( 1.69)
LN 1( 0.04) 2( 0.19) 3( 0.09)
LEAE 1( 0.09) 1( 0.03)
* AR PR 1( 0.09) 1( 0.03)
e 21( 0.89) 1( 0.09) 22( 0.64)
* 9( 0.38) 1( 0.09) 10( 0.29)
L3 4(0.17) 4(0.12)

* 1 RAISCE TR EOTER ] b PRITE RVEIEA -

MedDRA/J13. 0 o PT TR L 7=

B (CFAK 21 48 6 I SRET OIRMSCEICHES )
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ARREE COENKOINES O /IMFARER, fHMRERE =L M) 7% 2 20mg X% 40mg =& 5
SINTZRFICBWTROONEEERO 9 b, BRRAERE 2 FRIOR LT,

BRRREEES
mE M FRGRIEHZ DRI {5 FH RSCRE AR oD B G At
i R A A 17( 0.72) 17( 0. 49)
""" $i=v 7N AT g | 1Ceon || 1Co
PEREH T - 1( 0.04) 1( 0.03)
*THEREMR AT S 1( 0.04) 1( 0.03)
)£ E& 2( 0.08) 2( 0.06)
* IV TFV AR BN 2( 0.08) 2( 0.06)
AL ) veT N 1( 0.04) 1( 0.03)
DaHEE N 7( 0. 30) 7( 0.20)
*H IR AR R AL H 1( 0.04) 1( 0.03)
ok g PR A AT S 1( 0.04) 1( 0.03)

* 1 IRASCE ER EOEE] O TRITTE2VEIER - BYYE (FR 21 4F 6 A 8GET O SCEIZHE-S <)
MedDRA/J13.0 & PT THiFL7=

733}\) lmﬁnn}_hn %ﬁ ?\)U\Tutu&b%ﬂflﬁuur*ﬁﬁ1 /E‘i il s Le,
ERERRRARICE T IMERBEEERE

L Y TE )
75 &R
20mg 40mg
FEAm % 7941 80451 834l
it A 1P S 5 B4 22451 2315 2641
B R A A A1 S FE LR 27.8% 28.8% 31.3%
B R AR AP F B S (%)

HEk (%) #9hn 1/80 (1.3) 2/81 (2.5)
wryarey b5 1/79 (1.3) 1/79 (1.3)
BE PR A | 5- 2/69 (2.9) 1/71 (1.4)
K -5 2/79 (2.5) 1/78 (1.3) 2/82 (2.4)
PR 4/79 (5.1)
JREH 1/79 (1.3)
PRV I 14/77 (18.2) 11/79 (13.9) 15/81 (18.5)
ek (%) #hn 4/77 (5.2) 6/80 (7.5) 2/81 (2.5)
UrosEk (%) JEd 1/77 (1.3) 1/80 (1.3)
AR i BR R R I 4/80 (5.0) 1/83 (1.2)
SPAAI AR i B i €8 35 Bl 1/79 (1.3) 4/80 (5.0)
4R IR . €2 5 7 RS ) 2/79 (2.5) 3/80 (3.8) 3/83 (3.6)

T - ENERRBRICIS T 2 BRRAMEE L, 7Tz L Y 777 o ERERBRIE 2 S HIE ST,
CERRIFEERI LY 7 7 4 ¥— () D

(B5)

MIREZ AT+ (200247 A 5 H~20034E 1 A 4 H) (CENTHRE S RBITERIE 78 i 109
T oto, FREWEAIL., B 17 4., FEEO F W (HEEEEZR) 14 ., IR 9 4, 8
e HETH T,
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2 (fFEHEoEES) 2T AHEE 108



9. FRRBRERRICRITTHE

& EtRE. GHE. EEERUVFHOARSFERIOBERZERAE

BEESRTFAORERFERKRER *

KT X5y BRI FH 8 BURE B 2K (%) SEBIHK TRt R
R Bk 8 (3.52) 2217 p=0. 018"
Mk 68 ( 8.05) 845
<15 1 (7.14) 14 p=0. 127%
15~<25 7 ( 4.22) 166 p=0. 557"
25~<35 26 ( 7.83) 332
i (%) 35~<45 29 ( 9.76) 297
45~ <55 10 ( 6.85) 146
55~ <65 3 ( 3.80) 79
65~ 0 ( 0.00) 38
<1 4 (5.48) 73 p=0. 250%
1~<5 12 ( 7.23) 166 p=0. 236"
. 5~<10 7 ( 5.26) 133
FERIAR . () 10~< 15 9 (6.77) 133
15~<20 13 (14.44) 90
20~ 19 ( 7.82) 243
(] 0 ( 0.00) 11 p=0. 066
ks i 0 o 2 { n.o8) ol I
S5 S PRI 8~ 13 18 ( 9.47) 190
I EY 18 (19.78) 184
GIEL e 56 ( 7.60) 737 p=0. 211"
H 16 ( 5.41) 296
WGE I 7y A f) I 40 ( 6.34) 631 p=0. 303"
BRORIUER O A Df P 32 ( 8.02) 299
2353 10 ( 7.25) 138 p=0. 538"
SHIE OFRJE F 4 e 56 ( 7.61) 736 p=0. 456
B 7 ( 4.96) 141
S il 26 ( 5.45) 477 p=0. 036*"
Be 3 hissedt H 46 _( 8.90) 517
FHRNRFIK 1 50 ( 6.07) 824 p=0. 002"
U H R H 22 (12.94) 170
BeGAAREE Fiic 65 ( 6.99) 930 p=0. 239"
LI H I LA Za 7 (10.94) 64
PEHRIRFE 4 38 ( 6.26) 607 p=0. 134"
NSAIDs H 34 (.8.79) 387
B HRITRPREL Fiic 67 ( 7.08) 946 p=0. 3862
oA Y R H 5 (10.42) 48
A ST il 33 ( 6.23) 530 p=0. 324%
Ao H 40 ( 7.78) 514
SR flis 65 ( 6.65) 977 p=0. 069"
SR H 8 (12.70) 63
iz e 38 ( 7.04) 540 p=0. 946"
PRZRA] H 38 (7.14) 532
D 2 2fE. P FisherfRE. ¥ : Cochran-Armitagef[ffE. © : C-MEAI#E (Exact)
. p<0.01 . ¥ p<0. 05

<
&

PRE S LTV

i
=
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13. BERS
13.1 g

AHNDOHIAINTH 4 B TH D . D &b 20 BefH], &2 VWIIER - Bl R 9 5 R
WEEEE=F—TDHT L,

< i >

[EIN K O E A RBR I B\ T, B ICAA] 80mg £ CTHLEIFR G- L7ZBRIC, AH] 20mg, 40mg % 5-T
WEIN TV DUSNDRIERIZRD bienotz, LLAND, BWERAORIBEEITHEL &b
WZHIAN L, AMEERRRER Cld, AH 80mg FEH-HNZINT, BIED 1 FlRE STV 5b,

FEINEE T AHEGRFRBRIC BT, RS 112 LAA 120mg, 160mg % Hi[al# 5 L 7= B2 A 72
ERIERD bneinofc, BBLLZEERITREIFEE THY , WEEZLEELTLHZ L H
KL, —@EThHoT, o, BERGICHEEORIER LA L) -7,

AH &> CREE S LI2G S, MO rDIERDPFEO 5TV A, & L<iFd7e< &b 20 K
MIXEEORELZBIET HZ L,

AANN IR B R BB N VO T, BIETHEOB AL, KOl O - MR, HEOMBARN -
R, ERGBROE=F Y 7 SHEREZEOEPIEREZITI 2 &,

ARAND BT AT IEREFENTIZ L 0 BREFEN E 9 DMZ OV TOT —H [T\,

. BRLOEE

14 BARLOEFE
14.1 ERIRFEHOEE

PTP @EEDIEANL PTP > — b2 L TIRHT 2 L 548352 &, PTP o — FOFREKIC
L0 OSBRI L, FICIT AL 2B 2 L CHERTRA % o EE 2 A OHE % OF
RTHIEDRDH D,

< >
—fREREEFEE L TREL TV S,

HEGHEREE 240 5 (CER 8 42 3 A 27 HAF) KU 304 5 (CEpk 8 44 A 18 HAF) [PTP BRERKIRIC
DT TS PTP BEOERILEOFEE TH D,

KAKNOEBEIN TSI HIEROCHEIZROEY Th D,

D, AT L R Y 7% 2 & LC 1 IE] 20mg % J BESR QSRR R BURE ISR N 595, o8, R+
SIRBEAITIE, BINEEE T2 ENTEDLA, mBlORSG,HE 2L ESHITHZ L, Fo. 20mg ORD
BETHRP AT ThH T HEITIE, RETFBURBEEENS 40ng 2R ARG T D52 LN TE D, 2EL,
1 HO#I 8% 40mg LIN &35, ]
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12. Z00FE

(1) BEERERIZED 15K
PRE I LTV

(2) FEBGEREAERICED < 1FHR
REEN TV
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) ZNFREHER
VL SEFHUCPE T 2 THE | 2]

(2) REMEIBAER
T L M) O BEREER & LT, PHRER, FER R OMEBR#R R HAMRRSR, T kg Rk
HIERE~D A, T b, BAEY b, A X, FIFEAVTRE LTz, ZOMEOMKEZ 7T,

1) HHARR R0 D AER 0

AREREH Jiik EDkZ) BGRERE HE (ng/kg) Mo UFBRARAH
i SIRIN GRS LR TLBLZR L 7w b & H 30 : BEEE O MAEHLE  GRLE)

100 : RIRBREEAR T, (BRI

300 : HFSEEBK T, KT, ML
R GROE) | RIRIRTT (2.3C, #
Btz 2 mef) . &E /40, &
5% 25D (UL EOPTRIL, 6 IR
MzICIXEE) | BEE - BkE
WA IRERED

B EB) &I | FiE) ZE ~ A ey 30: EMHZ2 L
T H1EH 100, 300 : #Mifil (34, 66%)
MEENR S & A 7 v — VHEIR ~ A &0 0.1, 1, 10: fEHZ L
ANF YL —)L | v R e 30, 100 : fEAH72 L
MR 300 : SER (1.4 %)
U IR R ~ A g 30, 100, 300 : fEMA7Z L

NUT R T VR
2] % = —

S 1A FEfR = A > > 7 <A g 30 - fEMIZ2 L

100, 300 : #Mifil (36, 59%)
W EREB) T | RIS ~ A &1 0.1, 1. 10: fEfAZ2 L
S1EH
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2) WP R OB SRR 5 R 20

BRIE H ik [k e G2 A& (mg/kg) K UBBRAH]
MmE, ik | REET. fBERAER A X FRARY | 0,075, 0.25 : fEM7Z L
WLERIZKT | RXTRA—F 0.75 : UK E F5- (45, SmmHg)
1A (DUHFEA LT - fE5E PEIRMIE ER (36. SmmHg)

B E - ik - O DFAEEHE N (54. 2bpm)
R - dP/dty,, M DA RS (831mL/min)
P - DEX) O PRIWI B 4G (16. Smsec)
HE R 0.5 DI (31, 5bpm)

QTR (31. Smsec)
1.5 OA%E I (30. 5bpm)

PEEHAME EF (22, Tmmlg)

I HEEAMLE B (34, SmmHg)

DEMBNC T | RN E) A X AR | 100 1 g/kg/min 104
2 1EH BRAAEN B3 2 AR o R
HER L

FHREINRICKT | &R 1EES AV in vitro | 10 umol/L¥ : fEf72 L

TH1EH 100 g mol /L IS4 (3 uwmol/LD5-HTIZ
X 2 UHED21%)

MR XS B E | fiRpH.pO2. pCO; A RN | 1B L

H

WMHRE IR RS EVEwy M in vitro | 0.1, 1. 10umol/L : fEAHZ2 L

1A

a) =L MY X 10pumol/Li%, 3.8 g/mLICH S35
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3) BHAMRRICKT HIER 2
AERTE H Jitk Yy G- RR I & (mg/kg) K OFBRAGHG
HAMBRERIE | 7®Fral VWG BTy M in vitro | 0.1, 1, 3umol/L : fEMA7Z L
W2 & % fE e 10 pmol /LY« Pl (19%. AIfY)
DULHEIZ 33 D | 5-HT Ui 0.1, 1. 3umol/L: fEMA7ZL
EH 10 pmol/L : #hl (48%., WIiify)
BaCl, I 0.1, 1, 3, 10umol/L : fEMZ L
=2 I8 i 0.1, lumol/L: {EM7ZL
10 pmol/L : BEATIEHT (FH BSOS HIRR)
BAMRIERIE | 5-HT, TFra) | FEex= | RN | 0,01, 0.1: fEA7ZL
WCED2MERN| v, AV TaTrL ) L:1’Eﬁﬁt¢b
DB EICK | =, e RZ I T 7 ==L 7 U AT X D ENRESHI]
T 5EH =17 kb (—13bpm——1bpm) .
SRR SR (++4bpm—+-9bpm)
Wt R IR L2 et 3 | LR BR ) R 2 | ERIRN [0.01 ¢ fEAZR L
1EM
TR AP B SR 0.1 : 0. 5Hz FIFRRICHE /00 (1. 31%)
0.5, 1, 2, 4Hz) 1 D OEr AR (2.0 %)

0.5 KO 1Hz FRERFRRISE 775 0

(1.6 XV 1.4 %)

a) =L MU ZZ 2 10umol/L X

. 3.8ug/mLIZFY T B

4) W bER TR AR 20
RERIE B Fik Y B GRR A (mg/kg) K OGRBRAE
71N 1B i 05 RE LT et | BRI ~ A | 30, 100, 300 : fEM7e L
+HIEM
i Bl B B Bh3E | B BhES) I7AUES in vitro | 0.1, 1umol/L : fER72 L
Bl ’iﬁ“éﬁ?ﬁﬁ 10 wmol /L : WLHES I (28%. WI3HHY)
H g oy WA\ kF T | BREE 7 v b | 0.1, 1. 10: fEM7Z L
51’?%
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(3) ZEDHhDZEHEAER

1) ARPERR R0 D AEH 0

RERTE H Jrik i) B i A& (mg/kg) K UFABRAH]
P A LS Al =y BRER o | RN [ 0.01, 0.1, 1: fEMZL
(PR — {5 i)

WX H1EH
2) WAPR AR M OV TR RT3 DA 20

RERTE H ik @) e 5421 M (mg/kg) K OFABRAAT
BREREIC X9 S | FREL Na® <K' -CL HRM: | Tk g 30 fEMZRL
1EH (Feh5-4% 0~5 FERD) 100 : Na™jgi4> (38%)

300 : fEFH7Z2 L
W =ICRd | BB FELTHR in vitro | 0.1, 1, 10umol/L: fE72 L
HYEH i S NI Z v b
3) BFEZ RN OWESR x4 DA 2

RERTE H ik @iy e 5421 M (mg/kg) K OFABRAR
KRR |, O, MR OE | T b, in vitro |1Cs®
% HAnE BZRE~DY H R |[BALEY B, oy 6. 1umol/L (2.3 u g/ml)

L OEEREE TH oy : 6. 1umol/L (2.3 u g/ml)
LAHY 7.8 umol/L(3.0u g/mL)
FEFA RZRME : >10umol/L
(3.8 u g/mL)
10 pmol /L CHMHER
B1:14%
By:37%
KX (D) :28%
FX2 (D) 1 24%
Ty (A) :13%
Yt Rabl Prca? F v rb
FEEIROL : 14% (0.1 wmol/L < 11%)
EAZ I M) :91% 0.1 pmol /L :16%)
KFEFERIEMEICS | T TFLal) AT ER in vitro | 10 umol/L : YfEA7Z2 L
T H1EH 77— H1EA rAvats
Na®/KTATP 7 —¥ 5%t A4 X
TH1EH T ik

a) FERAR YD 2 ROZEE~OREE Z50%MEITHD0ICET 5L b ) 74 ORE
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2. HMEAER
(1) BEESEEHR®

)

e

kb (mg/kg)

R D B 5E B

i wr | | seesmsm (mg/ke) TR
<2 o J 100 (0/5) 100-1000 REAE | U PRIBE, E RGE
(ICR %, 7i@Mn) | HAl 1000 (2/2) o (1 FCidEse

] 100 (0/5) HIZ2b & S) | iRk
1000 (2/2)
FRARN d 10 (0/5) 20 B s EE O IR
Hifm] 12.5 (0/5) DM, EHOME, 5K
20 (1/5) HOIRER, RO
30 (1/2)
? 10 (0/5) 30
12.5 (0/5)
20 (0/5)
30 (1/2)
5. o dm| 5 100 (0/5) 100-1000 W PRI, (RAR D&
(SD3%, 7i#ME) | Himl 1000 (2/2) H A TER DWW, i,
% 100 (0/5) THE, Rk, RIROKT
1000 (2/2)
HEARPY " 10 (0/5) 12.5-20 RERDOME, B EB) D
Hi[m] 12.5 (0/5) WA RS N
20 (2/2)
? 10 (0/5) >12.5
12.5 (0/5)
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(2) REBSEMHHER

D 7w MEA 1 5 H kR

7 il Sprague-Dawley 527 » b (HfEME) 1T 5, 25, 100mg/kg & 1 » HFE# B#E O #h L7
R FEEHNIFRD B2 h o 72, 100mg/kg HETIX, Wi, = L AT v — L OVALT O#IN (1)
DR HAVTZDN, R EARR R R CIX 2 OB 2 Rme T A ET IR O bilZe o Tz, T M
FFEE SR BB 9 IR L & U CHIRBRIEIIER A4 B 72, %< OEYHE G TRO LI
HHDT, 7y MNFFAEDELTH -7, ZHUE, RIEFTHZ LIk v eoREEICET AL TH
277,

KRBT 2 HEFM R 100mg/kg/ B & 72 S 7=,

2) 7 v MEO 6 » A EERRER o0

7 HfH D Sprague-Dawley 527 » b (HfEKE) (2 5, 15, 50mg/kg & 6 » H [F# H#% 05 L 7o AE R,
P 5B U 72BN bR r o7z, 50mg/kg BETIX, 2L AT a— L KON RY 7Y
U KOS, FHIRE RO A 5 A, B EAO T T/ N EE DRI AR R 23388 5
ATz, BB 2 Pr LT EE R IS 0 A ke LT O TR Y | HEFIERITK
&I S T,

AFRBRIZ BT D WM BT 50mg/keg/ H & A7 ST,

3) A X0 1 HEMERER

KT T 1w Ao e —27 R (ERE) 121,25, 2.5, bmg/kg & 1 » AWM HRE O &L LIk
o FEEBNTRRD B o T2, bmg/kg BETIL, —MREEDZLE L CRIKOBIIN, Bkig) . —i@PE
DAPBIREHTRD BTz, 728, RIKOBIMI M- TITEIEASEIM L, DRI, I i

EO LR ENRL BT,
REBRIZBT 2 PRI —IRBED A LA 52378 Smg/kg, HEFMEIL 2. 65mg/kg/ H & AR S
i,

4) A X6 » A FEMERER
9~10 » Ao e — 7 VK (MERE) 12 1.25, 2.5, bmg/kg % 6 » ARIEHKZO&KE L-fER,
CHNEERD BT, bmg/kg #ETIX, 1 A BMERER & R 2L A BTz DS, O
ITERE CThH -T2,
RFRBRIC 1) D W8 Smg/kg/ H & A7 STz,

5) A XA 12 » H EtEaE

F18~11 % Ao v — 7 /LR (MERE) (2 0.6, 1.25, 4mg/kg % 12 » H BHE B R OEE U726 E.
FEEFNTRD b oT, 4mg/kg BETIX, 6 » H # MR bmg/kg #F & FRERE LA B,
WIS PR E R IR & S 7,

RERERICI T D W8T dmg/kg/ H & A7 STz,
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(3) EBinEMHEHER
AT 2 T2 1 R 2288 FLaln . il FLAERS MR &2 W T BB 28R BB, B R Y VR ERE H
W e R BE B R N~ v A F8EIa 2 O/ R B 2 30 L2 AE R, I bk Th Y .
T U MY S ACEBEEEITRD b o T,

4) NARMEAER D™
Sprague-Dawley ;27 » MZ 3, 15, 75mg/kg % . ICR F~ 7 A|Z 20, 90, 400mg/kg & 24 » HREE
G- U, DAJRMERER A T L7fE R, 7> b, v U R & ITRAE LI EEIE A RBEMNDH 50
IR EIC L DR RN 2 O Th o T,

(5) HMERLESMHRAR
1) 7 v MZhEH &U\?.E F COMBAIMT LRI 5B
O% 1|H : 5, 15, 50mg/kg #&5- ™
Sprague-Dawley 27 v & (H#ff#E) (25, 15, 50mg/kg & 1 H 1 [A], HECTIEAERGT 64 H L 0 AZFEL
W28 U C (FF99 HIR) . MECIIAHIAT 16 H X 0 2Zleif 238 U TR 6 H £ T (§F 22~35
HiE) #RO#E LR, SHE R OWR IS EERICER S 22 LITRD b o7z,
AFERIZ 31T 2 LB QN AR k3 2 RS IX VT v D 50mg/kg/ H & A7e STz,

@#% 28 A : 50, 100, 200mg/kg $%5- ™

Sprague— Dawley %7 v b (M) 1250, 100, 200mg/kg Z#% N #5 L7=#5 %, 200mg/keg FEDH

@J% (MERE) (BT, D —IRREOZEA L, REHEINENG], BEEORD DAL, HT
riﬂﬂ;%@ SR SERREAREL DD | SEEIZE R OPD | B R RTMSE SR OHENIITRD H ATz,

100mg/kg FEMECIL, (REHININHE], BEEEOBCD ., YEEBI~ORENL LD, BIREITY
FAEAT %oto —75, BRIV TIE 200mg/kg BEIZ IV THELFIR IR ORI 137880 HivT,

ABRIZE R3S ENY TIEMET 100mg/kg/ A M C 50mg/kg/ H IG5 2 TlX 100mg/kg/

ERPENA mto

2) Hﬂ%ﬁﬁ&(ﬁtﬂ%&@%ﬁ%iﬂﬁa:Eb#@@%ﬁé&:%‘éa‘é%ﬁ%ﬁ 10,10
Sprague-Dawley RIEUET ~ MIT 5, 15, 50mg/keg %, IR 6 B H040% 20 H X CHEAR O
F G- LTzl R, Fo BHMATIE 50mg/kg FE CHEARIIM 51, ﬁiﬁiﬁﬁbuﬁnﬁﬁu F, AR Tl 50mg/kg &
THARKEOKMARD bz, F,HAER T, BPREICLZEEBEIALNRD -T2,
AR D Fo BHA KL OVF, A RSx4 2 it BT 15mg/kg/ H. F, AT %
PRI Bomg/kg/ H & A7p STz, 7ok, F AR ERE, GLlEEICE T 2 Eii &1
50mg/kg/ H & A 72 S iz,

IX.

FERGAR BRI A EH 118



3) W& - RRIEFS IR 5Bk

D7 v ML - %ﬁ%i«@%@ (BT HakBR ™

Sprague-Dawley SRHATHE T +~ BIZ 10, 30, 100mg/kg Z4EHR 6 H2o5 17 HE CEHHAK DG L,
FHA K OWR IRIC RAE TR BIZ DWW TR L72fE R, FHARTIX 30mg/kg LA B DORECIREH NN
%Uﬁ@iﬁ@#&%h/%ﬁfimmy@ﬁfﬁﬁﬁ%§ﬁT’ﬁﬁ@ﬁﬁﬁmﬁvﬁﬁ
HFRE OBLEBIENED bz, 7 > MERISKH 2 a N L OWE - g REBSEERILRO &
VWA IEEY

AR BT D RHARO M &Y 10mg/kg/ B, MBIEOMEEM:&IT 30mg/kg/ H & A2 ST,

QU - fg I E~DFEIZ E@@‘%ﬁiﬁ%ﬁ g
New Zealand White #EgR™ ¥ =2 5, 10, 50mg/kg Z#4EgR 6 H2 5 20 HE CHHROE G L,
BER L ORI BT T 250 L/Jb‘“C*Béﬂthffi% FHATCIL 50mg/kg THAREEHININSI, EETE
BB BT, BRI TITEM R 5 X2 2BITRO o nmnole, U FRIITRT 5
ERIALY AN R HﬁyﬁiﬁﬁEVFfﬁﬂiﬁg&b?>?Li£ﬁl<>7;o
AR IT D AR RN I 10mg/kg/ B, RIROERFEM:E1E 50mg/ke/ H & Hlg STz,

(6) RFTRIFIEEER
LR L

(1) ZothotskES
1) Bk s
TETy MBI DHPREAREEZEGMET T 7 4 77X 0 —MUGERE L LT, 2 ORHER
DG 2 HWTENTE Y b PCA RISEAT > TofER, WTNORKIGbREETHY , =L RN T &
WCHURME TR W & R E T,

2) fRAFE
AFNT THRAFPEIZ B3 2 B B & BRRBLER O T8 FHREDHIC S\ T CREIFRRES 383 75) DFRSH
HHH 2o [ ERERG TEHYICIA LRGP IARIER 232 DR WEE ) (%875 &f
WrS oo, RAFMERER TSN L /e 2o 7z,

IX. FERGRRBRICEIT 2 IHE 119



X. EEMFEICEYSER

1. BHRX5

B Al LNy 7 RBE 20mg BISE, TR
(EE - EREFEOLGEIZLVEHNTSZ L)
ARGy L b ) 7 BAKERRIE  BI%E

. AR

HENHR : 34

. BENRETORE
fr 15 SRR

- BV EDEE

FRIE I LTV

. BEMEITEM

BEMERLTA R DY

<FVoLBY Y

ZOMOBEFNTEM : VL Ry 7 AEEE R S D~
(IXI-2. ZDOMOBEREZ LR DHSMH)

. F—H5 - E%hE

Rl—pksr : 72 L

Ml %h 3. A~ NV T H v anyigE, YAV N T2 U N2 o ZERBE., 77 RV
TR, TV I X I AR - KA T oA VELAK], AT AR v LA
VEREE. AFNLTTRA Y v LA R

. EFfEEEAE
2000 4E 1 A 20 H

- MEREARFEABRUVEARES. EMALREFAR. REMKEAR

LR 72 K 2R P SR Fe ML A5 B A
EAR e EAH EH

L LRy 7 REE

%0 20024F 4 H 11 H | 21400AMZ00463 | 20024E6 A 7 H | 200247 A 5 H
mg
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9. PEERIFHREM. RZERVAELEEEMFOFEARRVZOAR

10. BEEHE. BMERERLAREABRUVZORNE

FRRARE A H - 2011 4E 9 H 29 A

FARARR  REEE U RB 2HE 3 S A DO DOV THIT HEEYE L2V,

1. BEEHM

SAER] : 2002454 H 11 H~20104£4 H 10 H (] 7T)

12. REHRFIRICEET 5 FH

RANT, EAZEE SRE 107 5 CFR 1843 A 6 AfF) 2L b TEERMMIC ERAFRIT 5TV

BHEFS ] ITIEEEY LR,

13. &£fEa—F
JEAE Sl S
. fEpEHRES a2 — R _ Lt 7 NERALE
= b N SHE H =
R4 %Ef%%%m ] =— 1) HOT (9#f1) &= AT A
L LRy 7 ABE
20me 2160005F1021 2160005F1021 114605902 610462006
14. RIgHBFLDIE
A LR
X. BHEFEHEICET A2IHE 121
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H gt RLAN A

KE DU CE | Pregnancy
(2020 4= 3 H) | Risk Summary

Available human data on the use of RELPAX in pregnant women are not sufficient
to draw conclusions about drug-associated risk for major birth defects and
miscarriage. In animal studies, oral administration of eletriptan during
pregnancy or throughout pregnancy and lactation was associated with
developmental toxicity (decreased fetal and pup weights, increased incidences
of fetal structural abnormalities, decreased pup viability) at clinically-
relevant doses [see Datal.

In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively. The reported rate of major birth defects among
deliveries to women with migraine ranged from 2.2% to 2.9% and the reported
rate of miscarriage was 17%, which were similar to rates reported in women
without migraine

Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk: Several studies have
suggested that women with migraine may be at increased risk of preeclampsia
and gestational hypertension during pregnancy

Data
Human Data

A study using linked data from the Medical Birth Registry of Norway to the
Norwegian Prescription Database compared pregnancy outcomes in women who
redeemed prescriptions for triptans during pregnancy, as well as a migraine
disease comparison group who redeemed prescriptions for triptans before
pregnancy only. Of the 189 women who redeemed prescriptions for eletriptan
during the first trimester, 4 (2.1%) had infants with major congenital
malformations, while for the 174 women who redeemed prescriptions for
eletriptan before, but not during, pregnancy, 11 (6.3%) had infants with major
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congenital malformations. Methodological limitations of this study, including
small size of the eletriptan population and infrequent events, do not allow
for thorough characterization of risk

Animal Data

When pregnhant rats were administered eletriptan (0, 10, 30, or 100 mg/kg/day)
during the period of organogenesis, fetal weights were decreased and the
incidences of vertebral and sternebral variations were increased at 100
mg/kg/day (approximately 12 times the maximum recommended human dose [MRHD] of
80 mg/day on a mg/m? basis). The 30 and 100 mg/kg/day doses were also maternally
toxic, as evidenced by decreased maternal body weight gain during gestation.
The no—effect dose for adverse effects on embryofetal development in rats was
30 mg/kg/day, which is approximately 4 times the MRHD on a mg/m’ basis

When eletriptan (0, 5, 10, or 50 mg/kg/day) was orally administered to pregnant
rabbits throughout organogenesis, fetal weights were decreased at 50 mg/kg/day
The incidences of fused sternebrae and vena cava deviations were increased at
all doses. Maternal toxicity was not evident at any dose. A no—effect dose for
adverse effects on embryofetal development in rabbits was not established; the
lowest dose tested (5 mg/kg/day) is similar to the MRHD on a mg/m® basis.

Oral administration of eletriptan (0, 5, 15, or 50 mg/kg/day) to female rats
throughout pregnancy and lactation resulted in a decrease in offspring
viability and body weight at the highest dose tested. The no—effect dose for
adverse effects on pre— and postnatal development in rats (15 mg/kg/day) is
approximately 2 times the MRHD on a mg/m® basis.

Lactation
Risk Summary

Eletriptan is excreted in human milk. There are no data on the effects of
eletriptan on the breastfed infant or the effects of eletriptan on milk
production.

The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for RELPAX and any potential adverse
effects on the breastfed child from RELPAX or from the underlying maternal
condition. Infant exposure can be minimized by avoiding breastfeeding for 24
hours after treatment.

F—=ArZIT
DI
(Australian
categorisation
system for
prescribing
medicines in
pregnancy)

47¥A - Bl (20224F6H)

<BE : SEOWE>

Bl : Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation
or other direct or indirect harmful effects on the human fetus having been
observed.
Studies in animals have not shown evidence of an increased occurrence of fetal
damage.
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Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

The efficacy of RELPAX Tablets (40 mg) in patients 11-17 was not established
in a randomized, placebo-controlled trial of 274 adolescent migraineurs [see
Clinical Studies (14)].

ﬂ%@@%ﬁfj{% Adverse reactions observed were similar in nature to those reported in clinical
(2020@53 H) trials in adults. Postmarketing experience with other triptans includes a

limited number of reports that describe pediatric patients who have experienced
clinically serious adverse reactions that are similar in nature to those
reported rarely in adults. Long—term safety of eletriptan was studied in 76
adolescent patients who received treatment for up to one year. A similar
profile of adverse reactions to that of adults was observed. The long—term

safety of eletriptan in pediatric patients has not been established.

Paediatric population

Adolescents (12-17 years of age)

The efficacy of RELPAX in adolescents aged 12 to 17 years has not been
%O) SpPC established. Current available data are described in section 5.2 but no
recommendation on a posology can be made.

(2021 % 1 A) Children (6-11 years of age)

The safety and efficacy of RELPAX in children aged 6 to 11 years has not been
established. Current available data are described in section 5.2 but no

recommendation on a posology can be made.
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