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AIE 1 B 1[F bmg IZHET 5, 728, i, JERICEVEEHEBT 52, kEEG5GEIX 1 H 16 5mg &
272N &,



V. BICEEd 5 HHE

QFZERUVHEDRTERRE - 1R
[V5QAERGIERAR OHESH

4. RERUVHEICEET 5EE

7. BERUVAZICEHET 58

(ZhEEHE)

7.1 BEOHMIEEX I T B 7Y A=~ DBRE TIE, o EHH CTHIIEEEIT > RICAFI Z &G L, #Ii
a EHF 2T 2 &, [2.8, 9.1.9 2]

(REMEMELRE. BDE. DEMEENMIGGE. Sk E#S)

7.2 BYELARE GO 5 BE T, BIEOR 2O HIEROHEICES Z &

(REMESMERE. BOAE. DEMEASNIGE)

7.3 BEARME LB & A OF T 2 AR S ILTERE . P0E O BE UL O BEEIAMUED & 5 BF &R G525
A BENRMEC MBI O HIE R ORI 1 B 18] 2.5mg ST 5 Z LICEE L- BT, BREADRE
LR DI gL, JEREITIG T, B EEZRETHZ L,

(BHELFE)

7.4 %91 H 1[0 0.625mg XITF KA E LM L, AR A KICBEBEICHRIREZRET L2 L [1.2,
15.1.2 2]

7.5 2 HFLLERE L%, B52HET 5558103, AELOHRICHE > T, KAENSBMA L, B
IHETLZ L,

R -

(Ghae @)

7.0 BEMIEIZ AT T 7Y it BIBEBEAIAS 5 IS 2 v SBURIERIIE > S R4 LI T
HFA—AT I ERBCEE LPORUT 560 Thb, T7hbb, BEMIAE T T H L 7Y F—
WEREONT a—NT I NIE-TOEBI I, EREZRTHLOTH S,

RIBHE DB EMINE X5 > 7 A —= 2% LT Blilis & e+ % & 23K iED L7+ 5w
REMEDS &> B D THH L7V, 479 o JEWTIRIC K > THIMNER 1T > T D BN BN %, B HEITERIC
L DM b, DRI o EEEEE BER T 5 9,

(REEMBIMERE, BlE. DESHSINGE. SEIRNEDEM5)

7.2 BMELRROBE T, AR MR, POl O B, DAL UZBENRE D FE B O & 2 B35 1
BT D58 L ST AR R SR 5HG L, BRI 20000 TR 2 LB b 570, BIELR
SEAHLTVDBE TR, BILRROMEROMERIZHES 2 &

(REEMBIMERE. BlE. DEEHSIGE

7.3 BENRVEC B O B TIX . AREME R MLEAE, B0 O BE UL OEMEIIMUE O & % BEITH R+ 254
LHAT AR R DG BIAT 2 LB b 5720 BENRECEME) 2 A0 LT 288 TR IR B
MO FEROCHRICRETS 2L,

(BHEDLFL)

74 BYEORREE ZRG L L SR OBRRRRIC I\ T, ARAIE R O i L1387 5 B REREIE T &
FEHIEH T 5 LM ROFEIC L 55 L UL REEIC X 5 AP (280 T 7T 2RISR 5
MR EN R 5T 2 L b, KRAER ORI > TR SRR MR R2RET 5 2 &,

7.5 Al RAHEAT D0, K%, B5 2T 256 T b RSB & R, AR G Bh LEBR
HICHRT 2 2 L,



V. BICEEd 5 HHE

5. BRERAL#E
(MEBRT—2 /Xy r—o

1) BHELTE
FEFEN B AR F R K O AR DARBFEZ DO, Y 7 aa— /L7 < VEEEOEMO A2 RE BN
BloikoSx . TER EOLEWOEOAERIE - BIS/NERFISE)  CUNVRESE) (2T TAHH
DR MEITR D AT AMER S, 2010 4E 10 A O3RFA B ARHESERLE - HAICBW T,
NHHFENRZYE TH D L OFHMli 22T 7e, ZNEZITRBSHITHFTE 21TV, 2011 4F 5 H I@MHELARIC
3B NEE TN, IR R OHEDSBIAR S vz,
IR, MRS TR Tl S 72 e i O BEAE 2L 7T AR IR T EEMbisAB (CIBIST) MW
CARFR CHEM SN 72RO EEBL T T & R R EERIRAR (Ao EEFEER T3 EAR
EIRO LN roT) | KOENADOREIR, TA KT A4, BHEKRESEZRICARELENE D ET
W EORNMTH D LW ST,

2) SR EHE

Phase REBRT VA 5 MG IE H
F1H GFeER - BRI v | B 18 ARNEMEOEMENE | EEFEMEE 24 BEfFR L & —
yrau— 7w ki | #7845 DB L5 Lo %
2.5mg & 2MMEG L-L &0 | F28 9 1 WK THACHE | {LE
ot & 2 i A Rl DS LW ST B 48 B | BIKEEMIE B : 12 FHELERIC
5 TTAHE F2M (T o afb- “EEM | (2.5mg G5 24 #, Smg % | BT 2L EH R LB L O H E
WATRERI LR Y Fuo— | BB 24 ) DA%k (80 H/syAm) Bl
V7 < VR 2.5mg X% bmg
% 2P E Uiz & 2 0FE
Do eyl A 1]

(2)EG R ZEEEABR
R 8 Bl L CE Y e —/L 7~ ViRt % 2.5~20mg % W[5 U7k R, M —E OHaIER
DN T2D, MBI A ERFOICED Lz, £70, BEMRA 6 #llicx L Ts~10mg % 1 H1F7H
G U7oki R, M & OWRAAEO T #ARAFRIZ I LTz,
HE G EEEGEOWTIICEWTsH, BMERTA, MKk OELFRRE T Y Yrne— L7 < Vg
HIERT 5 EEZ2 N2 BFITRDRD o729,

W) AROERBINTWDIHELOCHEIZTRROEY Th b,
<AREMEEMERE (BAE~FEE) | PoldE, OSSN >
WH, RAZREY Yre— AT gBEl LT, 5mg % 1 H 1 EROEEEGT 5,
ek, Hfm, ERIC X D EEHET 5,
<FE MR LR BT IR DA E IS S < B LA 2 >
WH., ARy Yoo — L 7<) VB E LC, 1 H 110 0.625mg #O#& 525848445, 1 H 1[0 0.625mg
OHET2HEEL ERORE L, AFMERHL5EI1TIE, 1 H 1[H 1.26mg [ZHET 5, ZORIEERH 556
WiE, 4 EMU Lo CTRRNEE Z 720 b EEICHE L, AN WIEAITEERET 5, AREOSEIT 1 [[#
H#% 0625, 1.25, 2.5, 3.75 Xi¥ bmg & L THTBEBEMIZITV., WFHOMEICBW TS, 1 H 1 ERAKRE
ET B, BE, HEFFE L LT1H 1E 1.25~bmg 20 #59 5, 7238, Fi, ERICE V., BsHAETEICE
AR, HEIEEFEIONS S LTH &V, F, BEOAANCHT B RIGHIC LY | HERF RIS TR 523, &
EBGEIX 1 H 1E Smg 2RV &,
< BRI L o N >
WE, AR Y Yaa— L7 LitE e LT, 1 B 18 2.5mg OGSO, SIRNE+HSEa1013 1
H 1[5 5mg ICHET 5, 7238, s, ERIC K VEEHEET 52, &5 1 A 1 bmg #BARNWI &,



V. IBHRICEIT S H
(3) B RICHRRAER
<ARTENE R L AE >
AREME: ) I EE FBE 165 Bl 584 2.5mgl H 1[a1& L, 10mg ¥ CHIERFEL L, 1A% A 128 &
LR, Y 7 mu—)v 7 < VIR O ARREM & EREIZ BT 5 H&IX, 2.6mg 2> 6 bmg O & TH MM
2R Rt ] TRy
) AFOKBSTOD MBROM R REMFRILEE) 13 5mg, 1 A 1HE#ETHD,
ek, i, ERIC K D EEEET S,
BRI >
PO B 33 Bl & X GUCHIHIE 5Bk % bmgl H 1[1& L, 20mg £ CTHEAES L, 152 2 WL L&
LR, ©Y 7 au—n 7 VIBROPEIZ BT 5 &L 5mgl A 1 EITTHHAMERSH D &l S 9,
) AROABINTOLRHIELOHE (PLE) 13 5mg. 1 H 1EHRETH 5,
B, . SEIRIC &0 AR D,
<D EPEIASMIU >
DB MEHISMIUE B 66 B W1 B 5 R 2 2.6mg i3 5mgl A 1[B1& L, 10mg & THRATRESL L, 1652
63 & L7cfiR, v Y7 uw—n T~ VRO LEEMIMGEIC BT 2 H&ix 2.5mg #°6 5mgl A 1 AT
AR &S &l Sz o,
) AROEBINTOLHELOMAE (DEERIMLE 13 5mg, 10 1EEGTHD,
Ik, i, SEIRIC &0 A D,
(4)IRFEAIERER

1) BNMEREERER
B AILLIETHAERGHR
<PRME >
e OiE S 90 i, TR Z 28R & L, 2.5mg, 5mg, 10mg % 1 H 1[0D 3 HEICK T 5 “HEMREE
bR A i L 7GR, By T e e — L 7 v VB OB OEIC T 2 H&EIE 2.5mg 775 5mgl H 1 [H]
MEETHD LB s,
) AFNOAGE SN TWDHEROCHE BOE) 135mg. 1 H 1ERETH D,
7ok, AR, ERIC L0 EERIET S,
<BENRME O B >
FEI N ARG R B (MAIN-AF)
1@t (Rrgetk - kifieth) LEMEIEE 235, ©Y Far— 7<) Vgl 2.6mg/H % 2 RS (1
W ISR - BRI | 2tk BRSNS LI SN BRE IS L E Y e n— LT < VRN 2.5mg/
H. 5mg/HOWFH»ICEIRT T, HiC 2l L (FE2l: 7 Z b —HEMK - WITRER LE) .
vy Fan— 7 < LB 2.5mg/ HIZI\W T 1K TREO 24 RFff AL 2 — D O X)L 4% (Mean
+8D) . WGBTS I L THERIE AR 6T,
P RS &I S LT R BRE ORI (R 1 IR OVE 2 D) IcB 1 5 Y Y e n— L 7 < LERKE Smg/
A& GRED 24 Bl AL # — DB O 0 IEIT, 58 1 IR GBRMGHT & ik LT 2 B TIFCIIAE
IR TR A BT,



V.

IBFRICB S HIHHE

24 W] 7RV 2 — DA ORI L 20 - 5 1] 2.5me/ A5

n SEHDHAE (Mean=SD)
TR ERIE 74 94.6+14.0 /%y
91 HHE T IR 74 82.4+12.4 /%y
b i 74 -12.2+9.1 /%> (p<0.001 paired t IR 7E)

HE BN L SR IS 1T D 24 BRI L X — DER O OIS & B VB 2.56mg/ H ki
H GE1H., F28Ebic2.omg/H&ZE) | bmg/HES (B 181 2.6mg/H. % 2 #] 5mg/H$5)
¥ A% (Mean=®SD)

2.5mg/ Hiflkfe# 5 (n=24) 5mg/H#% 5 (n=24)
TR BRI 97.9+12.9 #1/%y 99.8+16.8 $1/%y
BT (BIfD) ke 87.3+13.3 #1/%y 85.1+12.1 /%y
o 2 BT IR 86.5+11.2 /%y 82.5+10.7 /%y
-11.4%7.4 3% -17.3+12.9 /4y
(p<0.001 paired t &) (p<0.001 paired t &)

BB 2 e T R g can IS < B R DI

(95%CI) :-5.0 (-9.5~-0.4) /%>
1K T (GBI B S 2 WK THE | -0.8£6.6 F1/% -2.6+6.0 #1/45y
FTOEbE (p=0.565 paired t &) (p=0.045 paired t &)

2) REMHER
RS HER
<ARRBME ) i, S >
ARREMEm LESERE 59 B, BY 7Fmm—L 7 < Ll 25~10mg 2 1 H 1 [0% 1 4E/H 2L ER G L7k
Ry BRHICBOWTHRERERRN R L, ABRMESIEEICST L EY 7 rn—L 7 < VRO RGO
ARENRRD BTz 9,

1) AFOAFE SN T ELOCHE (AERMESIEE) (Xb5mg, 1 H1ERETHD,
¥, R, ERIC LV EEERT S,

<JELMIE >

BeldERE 24 fillc, BY Y au—/L 7 < Ul 2.5mg XX bmg & 1 A 1 A& PEL G LR, B
HlzckBWTHHREER R L, PREICBIT oY e u— 7 < VEEEOE®HR G OFHMENR
O B AL 10,

) AFOFREN T HIELUHE BRLIE) 13 6mg, 1 H1EERETH DS,
k. AR, ERIC LV EEERT S,

(B)EBE - REAIRER
< B PR P S AR AE A O 51 >
BEIRIP XX R MUE 2 & 083 2 ARBEMEE i EE S 28 B, B 7 eu—L 7 < ViRt %s 2.5~20mg % 1
H 1W% 6 ML E&RE LR, ihE, miEEEICAEREZHZ KE S RhoTl 1),

1) AFOAFE SN T ELOHE (AEMESIEE) (X b5mg, 1 H 1ERETHD,
ks, AR, ERIC XV EEERT S,

<2 PEPAZEMEME A (COPD) & 0fp >

COPD & 74, v Y7 mn— /7<) ViR smg Z HERE A& G LR, BOMEE, 1 Bk SO
WASREIC A B R EENIE O o7, £72. COPD &AM S IMEELE 5 #llc, Y FYrn—L7 v/
fati 5mg A 1 H 1 [E1% 2 WO L7ofE R, MERASRE IR B A KT S o Tz 12,



V.

IBFRICB S HIHHE

< EHEREAK N, TR REIR T >
BHREREE RS OMEN) 14 6], HERERERE GMEAN) 1841z, Y 7 rr—/L 7 < Vgl 10mg %
1B 1E7 BREAORS LR Y7o — L7 < VBT E B E TE0% TS 7 VT 70 A3 N5 D
T, PEEFE COBBERERE (V1L T7F=027 U770 2220mL/min) | FFEREREERE 2BV T,
WEOMEAECHRETEAZ LN RENT, EIEOBMBIEREERSE | IFAEREREICE VD TR A
2 fFICIER LT 13,
W) AFOEARIN T HIELOCHEILTROBY Th b,
<AKHEME R MERE  (BRE~EESE) | PROE, MRS >
WH, AR Y Pro— < uigiEl LT, bmg & 1 A 1 ERO&EET 5,
ek, AR, JERICK D EEEET D,
<M DR BOSUIHEERL DR E IS &S < B b A 2>
WE., KA EY Zone— 7<) V@l LT, 1 H 118 0.6256mg 0% 50584435, 1 B 18] 0.625mg
OABET2HEMUEROFRS L, BEERHHEAI1TIE, 1 H 1 1.26mg IHET S, ZOBRIEEND 556
(ZiE, 4 MU EORMIE CERMEZ 72N S BEEAICHEE L, 2REN 2 WEAITEET S, AEOHERIE 1 [
H&E% 0.625, 1.25. 2.5, 3.75 X|¥ 5mg & L THLTEMMIZIT., WTHOHEREIZBWTS, 1 H1ERAKE
L9 A, BE. MFELLTLH LR 1.25~5mg 2R 0545, B, Fin, ERICE Y, BBARBEEICKE
A, EEREEINESS LTH LW, F, BEOARFNCHHT A LUGMEIC XV | MR E s 523, &
ERGEIX L A 1Eb5mg ZB W &,
< BENRME U B AmE) >
WE. A Y Yoo — LT EstEE LT, 1 B 1[E 2.5mg ROBEENLBA L. DRENPATH5REEIC
X1 H 108 5mg IZHEET 5, 7B, 4H, JERICK VEEEET 52, kE&5 2131 H 10 bmg 2@z 720
N
(6);AERIfE A
1) FRARERE (—REARERE. B EFARERE. FARBLEERAET) . WERFTET—2IN—XH
B, AERFTRERABROAE
M EE R L

2) ZREHELTERBFEORNBTRIEER LI-HE - HBROME
Y LR
(7)% Dt
1) ARREMES AR, PoliE, DM
—HERIERRZ GORKAR T, ©Y 7 rr— T VRO R ERR0 b,

B4 B (AL EIEBIEAE 150
ZRREME: 5 I A 72.6% (316/435)
el iE o
RN - R 70.9% (139/196)
I =Cec P NI 53.3% (73/137)




V.

IBFRICB S HIHHE

2) BN

INHHFE SO PEIC AR 2 MEE T, TR ORISR E PG S 7,
O ENEERFE (MAIN-CHF : 77 &A% H S M ialir) 19

HHE N
ERE) BYELDAREIZHT DY T un— L7 < VRO 7 7 v RICk+ 288t >, gahitko
FEFMEER 2 DO ROBRKRIC L 2T T OAREEIC LD ABE & L, —EHERLE
*RE AW TRIET 5,
RERT A v | SRR 3L, MEVER L B MR PR
REp 7k 0.625mg 1 H 1 BEIfR DL HRA L, 2 %I 1.25mg/HIZHERE L, 2 BMELET 5 (A
) —=V TR , BEMENRAELNZEBEICH L, BT na— L7~ Ui i 7 7R
PIEVELETT L, HEFRSHIRE (22 8 2B\ T, 1.25. 2.5 X1 5mg/H D& &%/
2 b 4 HMEE L BEOIRERMENRD LNLHRY BE L C HMRFFAREORRZEETT - 121,
EEA R 32 UL E (BAEEI2 H B EIRIB A 1 AT 2 ET) #iFds (74
v REARD
ENSoEd EAn BRI YE
© SRR EEBREARRICE S RN LE LB AR THSKRHG 23 A RE 72 g
« NYHA #RE533H © Tv XIXIT
- ZEERHER (LVEF) : 40%LLF
© XEFRBDSFRFOFEEDS 20 5Ll L 80 mk A
o DARAITHT D BRI - BRERE 2 » AU ERTL Y. ACE BLERK OHIRIRIC L 5L
T DR TON TR Y . BEEERT 2 BEIZEAORE - HEOLEEN /N &
L35,
EArBRIM L YE
o 3 b o —) VIR R ST 2 AT S R
- EITEOLHRERT DERE
o P EBHIART 3 o H AP DR gE 2 38 0E LT i
o LEEIEOIFEDINT 100mmHg ARk L T 5 BE
« EERAENR, UIHRIR (60 1/ 0RKEDMET2) HH5WVTLEL EOEE Ty 7 %
BT oHHBE
R Bk
A7 Y —= 2 THIBNCRGE S LB DA EERE 216 Bl 5 B, 200 41 (Y Faa—L7-~
VEREERE, 77 RREE & 100 B) AT T4 v FERENCEIAT B, APk F BT
HThs NLMEROFIKIC K B T OAEBAIC L B ARl OA X2 FEEAFEL, ©
V7au— T VEERE 13, STEAREE 4 HITHY, IR TAEY Frn
— T VEBEREO N — R (95% 158X M) X 0.93 (0.44-1.97) TH V., HEMICHEEE
IR SN o7- (p=0.841 : Logrank BE) . 2D 5> H NLAREE[MIZE D AR 13
V7au— 7<) VERERE 126, 7 EAREE9H. LMEROFERICE ST YT
aa—L 7w VRERE 1 B, T BREE 5 I TH o7, RIREHHEEH TH 5 R A&NERSD
LVEF OZ({LEIEZ, 7B R TIE 5.71%8M L7=DICk LT Y 7 au—/L 7 < LERYERE
TIE 9.96% E A EICHM L (p=0.007 : 3BT &
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BRI R

e Xd

TTA v REIRICEI D (11 Bz 200 Bl 5 6, #ERFARICEE LEG (HRREM 22
WL THEOIER) OEISIT. BY Fuu—L 7 < L BRER. 77 EREEE H12 90.0% (90/100
) THY., KEHE bmg/H) BERFZENEN 71.0% (71/100 ) | 81.0% (81/100 f1)
Tholz, IRRIEL OMHEERNTETERVWAZEERRARIIE Y V' no— L7 v VIEERE
57.0% (57/100 f5l) . 7T AR 45.0% (45/100 fFl) TH Y, HEICAEEZLT R o7, ©
VI n—L 7 < VBRI CRIRPE N> - HRIL, BEK (Y oo —1 7 < LRt
10.0% (10/100 f51l) . 77 EARHEE 1.0% (1/100 B1) . LLTENE] | EEitESD Fuv> [9.0% (9/100
) . 6.0% (6/100 ) 1 . LAREHEE [7.0% (7/100 #]) . 4.0% (4/100 #) 1 . Aok
HFEWV [7.0% (7/100 fl) | 8.0% (3/100 #l) ] TH-otz, TRERIK L OREMENGE TE 72
WHEERHFERSRERT, BV oo —)L 7 < /VERIERE 10.0% (10/100 ) . 77 wREE
8.0% (8/100 #l) TH V., HEICHEZEIIR-T-, Y Fun—L 7~ VERERE TR b3
HEBENEN- 2 HFRIT, DAEHE [7.0% (7/100 #1) . 4.0% (4/100 ) 1 TH-o7-, &
S OETIIE Y T aa— 7 < VERERE 1 H] (MNET) . 7 RS B (2T
BB, b 1BNE—EOfiElE U, 8 4) Thotz, IMBREREGHKRTHOELIX, Y Frnn—
T VERIERE 5 B (R 7R e 2 5], 289856 1 6, EOfio.LimiE %R 151K OJRE AR 1
B) . TTRREEAF (K7 R 1Fl, Z2R5E 2 Bl O OmoLIMER 1F) CThotz,
kR E Y T au— L7 < Vg RE 15.0% (15/100 #i) . 77 &R EE 16.0% (16/100 1)
Thote, AFFRICL D FILRKITERARE L HIT 11.0% (11/100 ) ThH-o7z, FHEFHES
RO TLDAREAIC LA AR X, ©Y oo — L7 < LEEEE (9#)) TF I bREE (2
) s HAbNE, BYFun— 7 VEEREO LLAREEIC L D AR X, HEE
BIbRKEWV 2.6mg/B NS bmg/ H~DOHER (6 ) OHE 4 HEZEODLEE CORM (6 1)
%< LTz, FRIEE Jis &3 2 U@ TEeMNZEITE LT,

BT

HERFH BREES] (MEFFAR T S ML LR G CE7EN : vy 7 an—L 7 < LR 91
B, 77 REE92 B) ExIGE LE-ERABIMRICIZ, D& ROFIKICE DH1EX
ILOAREEIZ LD AR 122V T, I EARRIICxT A EY I ra— 7 < VEEERE O
— FHIX 0.46 (95%EEIXH : 0.16-1.831, LATRER) ThV (v 7Fmnr—L7 < /Lt
561, 77 AR 11 ], p=0.134 : Log-rank #E. LA FEER) . A& EHER AR bmg/ HH)
BIER (B Y Fuu—7 < VERIERE 72 . 7T B REE 83 ) AXRE LIZHEMEM
it <k, DA ROFRIC L DL UL OAREE(IC E D AR 1IZOWT, 77 BREEC
T2y Ten— 7w VEBEREO N — KX 0.22 (0.05-1.02) Tho7lz (BEY7rn
— /L7 VERIERE 2 B, 7T B AREE 10 i, p=0.033) , F7=. BIKFHEEE & Xz LVEF
WZOWTIIA BRBGENRDBTRD b T,

AFIOERB I N TWDHHEROHE (IBELFAE) ITTRROEY THD,

< FE IO BB SR RR A DM (2 253 < B I R 42 >

WHE, RAICIEEY Foo— 7wl LT, 1 B 1/H 0.625mg OGN LB%T 5, 1 B 1 [ 0.625mg
ORET2HMU EROBELE L, ZEMENRS AELAI121X, 1 H 1 1.25mg IZHET 5, TORIEMENRS 256
Wi, 4 B EORIME CRABMEZ R SRR E L, ARER R WIS ET 5, AEOHEEIT 1 [\#
&% 0.625, 1.25, 2.5, 3.75 X% 5mg & L TLTEMEMIZITV., WTIILOMAEIZBWTH, 1 H 1ERORS
L5, BE, HEFFREE LT H 1E 1.25~bmg 2R AO&KE7 5, 7B, Fin, ERICLY., BBHERIEFEICK
&L, WEEIEEINE LTHL LY, £, BEORFNCKHT 2 OGMEIC L0 HERFRITE T T 228, &
EBGEIX 1 H 1E Smg #BARWVWI &,

@ A ERRRER (CIBISH : 77 R —H G M bLiAER) 14,19

HH

W

HE

(F2) NYHAI IV, ZEEBRHER (LT, TLVEF] ) 35%LL T OEMELAREBE ORI
TlzonWT, EMM (R 2.5 4) | EHERENE T T, 1.25~10mg/H 5RO Y Frmr—/L
T VBRIE O R E T T R L L CEHMlid A,

(BIRM) IFOFMEEBIZBITA Y Y rnu— L 7w A BEO RS 75 =R Ll L CaE
i3 %,

DIMERFEC, AL, BAET Y FARA v b, IBBROKEANF L (permanent treatment
withdrawal)

BT A1

oMb, THEMR, 77 RA R AT, =R IR

B JT 15

1.25mg1 H 1 EfR A& S TG L, AEMICSE T T, 2.5 X1 3.76mg/H %4 1 @M. 5. 7.5
KON 10mg/ A %45 4 B, BePEaICHE R L TG T2, BB T (6 » HLUWN) B RED
BEINTHRKHETHERFT 5,
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BEMSSES Iﬁ@ﬁ%ﬁ
o SGURE - REBRBILA 3 » A LLLATICR W S /e NYHAI SUZIV O8R4 B
o AR 18 7 D 80 %
« LVEF : 35%LLF
-mﬁ2wHWACEmiﬁﬁwﬂﬁﬁmiéﬁﬁﬁ&%ﬁﬁtﬁﬁ
- IxlK 6 » HRIRIEL E
I&@%%E
o b o — VIR ST 2 T 5 R
-%ﬁﬁwu%*%ﬁ#5$%
« BEBIAART 3 o A INIT DA ZE 4 380E LT iR
o LEREOIGHEIAME 100mmHg A D B
« HEERAENR, SUIHRIR (60 H1/ 0RKESSET5) HHVTNEL EOEET vy 7 %
BT oHHEE

PRERAEF Intention-to-treat (ITT) 4E[ & 472 2,647 fil (¥ 7'mm—L 7~ LiglElt 1,327 i, ~
Z YRR 1,320 1) I2BWTC, B Y 7 r e — L7 < U REREO K E MR & 10mg/ B £ THE
L7IEROEI AL 46.0% (611/1,327 1) TH Y, WK TR O 55728 5~10mg/H TH -
TIERIOEIE 1 67.2% (892/1,327 #I) ThH -7,
HihE
FEARMFMIER TH 5 T 2oV T, I BRBICkTAE Y e —L 7 < L
WEHED Y — R (95% (3K [E]) 13 0.66 (0.54-0.81) [EY 7o —/1L 7~ LRt 11.8%
(156/1,327 f5]) . 7T &AREE 17.3% (228/1,320 f5]) . p<0.0001 : Log-rank #E] THY .
LU RT OO BT,
2k
TR L OB R T ETERWAERZO YL, By Y a— 7w VBE CREEDO S
Mo, DAREN [V Y rn—)L7 < LIRERE 15.6% (207/1,328 f51) . 7T &R
#f 18.0% (238/1,321 ) . LA FRINE] | #Rlk [15.1% (200/1,328 ) . 4.0% (53/1,321 1) ] |
FEh . O F N [12.9% (171/1,328 fA]) | 8.9% (118/1,321 fi) ] . FEIKEE [12.2% (162/1,328
) . 14.6% (191/1,321 #4) ] Th o7z, BEBIERHICBIE L7ZRIEA Toh 23 EMED E v,
AR, KM+ [11.0% (146/1,328 f5l) | 7.0% (92/1,321 f) ] KOS [8.7% (116/1,328
) . 6.7% (88/1,321 i) 1 IFv Y Fun— L7 < LBEH T 7RI D L RERNE
Mmool
RO KB FIEORERIL, €Y7 no—/7 < VB 14.6% (194/1,327 1) . 77 &
REE14.5% (192/1,320 ) TH Y. BERETH-o7=, 39E LT IEEEIZEB T 2K THR
I, BE TEREMICLAREICLA O [BY oo — L7 < LEaERE 11.4% (151/1,327
) . 77 'AREE12.3% (163/1,320 i) . LAFREE] . BBEWIRICx L TEER & 70 B dETHMN
FB L7l kb0 [2.56% (33/1,327 fi) | 0.6% (8/1,320 #i) ] . FERIC B EWT3E
DEGENRLE LI Z 2L 5 bD [0.8% (10/1,327 ffl) | 1.6% (21/1,320 ffil) ] TH -
776

K%@A%énfwé%%&wﬁi(ﬁﬁbxé)iTﬁ@ nThd,

< Jat A U8 BT PR AR AL D A AE (2 53 < B AR 42

WE. EACIZEY Yoo — LT Vst & LT, 151EOMMQWD§§ﬂBﬁ%?6 151@0@&m
OHET2HEMU EROEE L, BEENHHL5A4C1E, 1 H 1A 1.25mg ([ZHET D, TOBRIERMENH D
Ku\4ﬁ%ukwﬁﬁfﬁﬁﬁ%&ﬁ#%&%m_ﬁgb aﬁmtmﬁéiﬁiféo%gwﬁﬁilﬁ&
5%%06%\L%\Z&SF&Wng&LTMf&%%iﬁ% WIENOAEIZBWNTYH, 1 H 1EROES
L5, BE, MEFFEL LT H 1E 1.25~bmg 2R O#K59 5, 7B, Eﬁ FERIC LD | BRI
A, HEETEINSSLTh LN, £, BEOARFNIHT 2 USMHIC L0 | HEFFEISE BT 523, &
ERGEIZ1 A 1Eb5mg ZB W &,



VI. EREHERER B2 THE

VI. E3EEICEHY 5IEH

1. EEPMICEEH HILEMXITILEMEE
TTa—)b, AT aa—ELERE., XXX a— VIEREE Y OIRIRE) B 1 A R R

EE : BEEOH LBV OREIINRFIL, BHOBEFRIXZSZRT D L,
2. EBEEA

(WIERERLL - 1ERKF
AANL B 1 ZAERERMEDR S <L DIEED 1 BB TH T a—L7 I LEainT 5 2 & TEMERH#HT

50
B 1 ZBEEEREETET 5T —42
1) B or—x

BRI T A2 BFMEDHIZICHBWT, BV ra—L 0 B2/ (f XLER) o3k 2 8T,
BoSZ R (A4 Xhil) 1Tl 23 (FE< ., 77/ a—/F44f%, A Mo —LE51{ETHY., BV
2u—/LR3 b B1BIER E o T 16),
2) t hOTF—X
BEPAZEMERIERR 76, Y 7T aa— 7~ VR bmg Z B O G UoRER, e, OB E
IR R L7y, BOMiGE, 1 &, 1 %R S OMRHEREILZE L L)y 72 12,
(2)FEshZ 1T BRI
BIRERE N 17 v ¥ T=A hTISA (NRMAEARANGIEM) 1372 < BIEER., PUROEEM. Hir
R L= PEAMGHE) 1R, SUDARBER 2R,
1) FEEfEM 1718
O BoT—4
a. ARBIERIME 7 ~ & (SHR) 1T U TR M e i 5 C R AR IE B 280 L, 85547 2
ARZICIE, SRR~V ETEA LT,
b. BEEMET v MORAEEGT 5 L AERBEEDRNRD bivi,
c. SHR (Zxt L, f FicHgifk 595 L, REAWOAEICHEL O FmiEL = @, mig7 v K27
oD & LI ER TR ST,
@ b rDOF—%
a. REEMER MESEBEIC 1 A 16 bmg Z@#FHR O &G Lizs 24, #5452 A B X0 UEHIIE, 1Lk
& BICHEERIK N E R L2 19,
b. AREMES MESERFEIC 1 B 1A 5mg & 7 H BHEFR DG L, E A NEBN KT T8 E R b
2 A, WUEIIIE, PRIRMIME, O EE 24 RERIC DT 0 A B TSRO LAV, fE AN
B U X LIIFEDNRO b inoTz 19,
2) HUSRLIESER] 18,2020
O BT —4
a. BREE T 0 7" 2 TR AR DB . DI VIR, DR B R OMAERRRD b,
b. I T O 7 Z TRBINRAERT FATH 2 BA2 U2y, I o ik & 136 &S, 230 BRI
MU, W8 LA E O S o F X IERE f 5 & FIRLE £ TR L7z,



VI. EREHERER B2 THE

c. WREMBRIG A X O REBINRAHT FATEE DFEERIC & B0 FEOER O ST EFICx U, HE&RFR 72 mifE
HzER LT,

® v FOF—%

a. FEM® 2 VI THFRZFPOLERZIC 1 A 18] 5mg, 2 WFEkHR NG L-E 2 A, ik -
MmE (OAEEREE) PABIE N5 & &b, PoOERIEREEL & RN h M gie A6 & o 5 2208
RO LT D,

b. ZEFAFMEROERZIC 1 A 1[0 5mg, 2 EFERR NG L, EBAMRRE L 25, &b
#% ST FF: (Imm) K ONEHHH IEF CORBOAERERENRD L 22,

3) HUREENRIFE 2829
O BT —4

a. JBRERA X2k L, DA ER . PQ MIMRIER S.OER ETR 6T,

b. EEENE Y OT K LF U U ARERRICK LT, MflfER 2R Lz,

c. BEELE Y RO T NA UAREARICK LT, AREANZ2IEER 2= LT,

® v FOF—%

a. DEMEHSMEREIC 1T B 1B 5mg, 3EMUL EFROKRS L-E 24, DR, PQ FEH

DIER & & BT, WSMUEE DR 93780 BTz 29,
4) PLOLARIEH
O BT —4

a. DRET v MZBW T, B Y 7 e a— G CIIIER G L TR B R A REED R IR S
ni- 20,

b. HERFRLDARIE N DA X —IZBWT, Y Fua— 5T 7 7 R E G LT, DEMETE
BEJS | fe SRR R OVE BN R ITA RIS LT 27,

(A)EFRFRBEFA - FFimEFhE
vy Fun— 7w ViptatEh . AEERMNEEREICIA 1EROKRS L-E X, 24 fIcbzY, +5
TRBEERN R Fifge L 72 19.28),



VIL_EYyihieIZ B4 5 I H

| EYBEICET SEE

1. MPREDHTR

(1)ABELEDGLFEE
AHEME R M % L CiE, Smg 1 B 1 [EIEGICTHAERED LT D 9,
AREMES MAEERE 5 BIC, ©Y 7 ru— 7 < ViRl 5mg 1 A 1 RIEIRE, 5~8 H ki 5 Lok, &
HARHEZ O R ARMAE R IR X, 49 10ng/mL T -7z 29,
<BESHEANOT —4 (BEARH)
10~100ng/mL
QEERFHBRTHRESIN-OPRE
1) AEEERR A C oD i A B
R 10 Fllic e Y 7'e o —/L 7 < VIR Smg Z HERE O &G LR M REX, FTRO X 5121k
L. 0 3 R Clpe i i P R 107 L 72 80,

(ng/mL)
30
7 20
= 10 _
0 - )
3 6 9 12 24 (hr)
B 5 &5 (mean=S.E.)
PhE Tmax Cmax Tz AUCo-
(mg) (hr) (ng/mL) (hr) (ng-hr/mL)
5mg 3.10+0.41 23.7t1.0 8.59+0.32 365.21t14.7

(Mean=*SE)
2) i 2WVITBREEE ComTRE GMNET—%)
R (184 HHWEERER (14 4]) BEFICE Y Yru— 7<) Vgl 10mg 2 1 B 18] 7 HREXE
P& 5 U7 e e P K OYR R~ O Rt R 230~ A (8 f) D& & bt L7z,
TE TR HE C 0D i i ML PR R OV AR R B 1, fERR AR N ICHER TR R . B 7 U T T U ZADIKT,
P O FE R TR BTz 19,

T8 2 WITE R EEE TOERNBIIE T A —~

[EE PN FREERERN SR & | EEEORBEE b SERTS RIS
(n=8) (n=11) (n=3) (n=5) (n=13)
EFIREETD
o 52+5 74+5 — 54+5 62+5
I—JJ]']l IR (ng/L)
wIRRETO
o . 11=*1 32+4 — 19+3 22+3
Hﬂ&ﬂ']l R (ug/L)
&7 V77 A (L/hr) 14.2+1.4 7.8+0.6 5.0+1.2 11.9+1.1 10.8+1.2
P (hr) 10.0£0.9 18.5+1.7 24.2+2.4 12.5+1 18.5*+1.1
Mean+SEM

a: P I LVTF=rr T T A E 28+ 5mL/min
b: Z7V7F=7077 A E<5ml/min
) AHIOEBE I T HELOCHRIZITRO®Y Th D,
<AKREMERMERE (BRIAE~EAE) | POOE, D EMEHIAMHE >
B, RAIZRE Y 7Yoo — L7~ Vgl LT, bmg & 1 B 1 RIREOKRET D,
p¥. M, ERICE Y EEHEET 5,



VIL_ Y Ehielc B4 5 IH H

< Jag A U B ST PR AR R D R RE 12 65 < BRI AR 42 >

WERANIEFEY ZYra— L7 UEREE LT 1 H 118 0.625mg R A& 50588449 5,1 H 18] 0.625mg
ORBET2HEMU EROZREL, ZEMADHDEAICIE, 1 A 110 1.26mg IZHET S, TOBRIEEEND D
BAITIE, 4 BHL EORMR CRARMEE e DI E L, BRENLWEAEIIEET S, HEOHHE
X1 EEEEE 0.625, 1.25, 2.5, 3.75 XX 5mg & L THTERMIZITD, WIhoOHEIZBNTH, 1B 1
B OG5, @, MRS LT A 1 1.256~mg 2R O0&535, 7ok, Fin, fERICEY., B
WA R E IR RIS, SR FEICNES LT LW, £, BEOARANS T ARSI L v . MEH R
WEME T 50, REESRIZ1IH 1B 5mg #2202 L,

< BARE L AR ED >

WH, RAIZEY Fae— L7 < Ui e L, 1 H 1[0 2.5mg BOFENSEME L, IEBR 026
IZIX 1 B 18 5mg [ZHERET 5, 7B, i, JERICE VEEEET 22, REEE5®IT1H 1E 5mg 281
A AP

(3)h L
LR L

WBE - HEEOHE
AR L

<HBESHENTOT —X
EERR A 6 BlicE Y 7 — 7 < /Ul 10mg 2B 2 WVITER ISR OBS LT-EE 0Oy EE (T X
— X R LB LT, B ORENL o7 8D,

%)

AENIOERIN TV AELKCHAREIT TROEY THD,
<AKHEMERMERE (BRIAE~EAE) | POOE, D EMEEISMHE >

WE . RAICIRE Y P — L 7= Uil LT, bmg & 1 H 1 ERA#E5T 5,

RE. AN, ERICE D EEHERT 5,

< M DR BB IRIR AL DA E (2 353 < B AR 4 >

WH. AR Y Yra— 7wl LT, 1 H 118 0.625mg /& A& 50 58563 %, 1 H 1[0 0.625mg
OMET 2HEL B ARG L, BFENHL56(121E, 1 A 110 1.26mg [ITHET D, ZORIENDRH D56
Wi, MU EOMR CREMN A B 70D b BRI E L, AR WGEITEE T 5, AEOBEIL 1 B
H#% 0.625, 1.25, 2.5, 3.75 X|¥ 5mg & L TULTEMMIZIT., WTHOHEICBWTS, 1 H1ERAKE
LT 5, mE. MFFEE LT A 1 1.26~bmg #fRN& 535, 728, Fin, ERICEY . BGARIEEICK
MRS, HEETIEINESSLTH LW, o, BEORANIKT 2 RIGMEIZ L 0 | MRl e 223, &
ERGEIX 1 A 1Eb5mg ZB VW &,

< BARPE L AR ED >

WHE, RAICBEY F7oo— A 7<) il LC, 1 B 1 2.5mg ARG SBB L, 2IEAR 52541
X1 8 1 5mg RS 5, 728, Fi, ERICEVEEEET 22, Ze&E5EIE 1 B 18 5mg #8270
&,

2. EYERERINT A —F
(V&I AE
EFER A 6 BllcE Y 7o o — 7 < Lkt bmg X% 10mg & SER D& 5 Uz, MR L 1—a
— R AV RET VIR D O ENEETH 572 3,

%)

AANDFEGR ST D AL ORI Fro@y Tbh s,
<AREMERMLERE (BUE~HEE) | BOOE, DEMEHISMAE >

WL, A Y Faa—L T Al LT, bmg & 1 H 1 EROES5T5,

7R, AR, JERIC X 0 RN 5.

<M A O FE SRR DR E 1 55 < 1B MR D AR 4 >

B RS EY T =7 Vgl e LT, 1A 110E0.625mg #EH #5722 BIAET 5. 1 A 11 0.625mg
OHET 2 EHL ER ARG L, BEESHLHE1TIE, 1A 18 1.25mg (RS 5, T ORAENERH 556
WZiE. 4 BRI EORIBR CRRMES 0 BESBERIZEE L. AN WIEAITEET S, HE0MEEIL 1 mE#



VIL_ Y Ehielc B4 5 IH H

H&% 0.625, 1.25, 2.5, 3.75 Xi% 5mg & L CHFEEFEAIIZITUL, %fﬂ®ﬁ%’£wf%\lﬁlﬁﬁﬂﬁﬁ
LT 5, WE. MFFEE LT A 1FE 1.26~bmg #fRN& 535, 2k, Fin, ERICEY . BHARIEEICK
AEIC, #HEFETEI/AES LTh W, 2, BEOARFNIKT D OGS & \ﬁﬁg ESTNER: A RPN/ s
FEHRGEIX LA 1A smg 2BV &,

< BARYE L AR S >

WE. AKX Y oo — LT Ut & LT, 151@2@gﬁﬂ&@ﬂ6%%b NRDARF0 723561
X1 H 1E 5mg lZHET 5, 23, Fin, ERICKVEEEENT 52, EmEE5EIE1 B 1E 5mg #8220
&,

(2) W% IR IR E 3E 3K
<E[EE 5>
0.99+0.14hr! (Mean*SE)
(By 7 mu—L 7~ L bmg BRI D5 RS 1 10 1, FH4EE 34 5%) 30
<Efmix5H>
0.839+0.689hr! (Mean=+SD)
(Y7 aua—)L 7~ Vg bmg Mk NG, AREME e EBE 5 6, FX4ER 55 %) 29
Q) HKEEEH
<HBE[EE5H>
0.084+0.004hr! (Mean*SE)
(By 7 mu—L 7~ bmg BRI M5 MRS 1 10 5, FH4EE 34 5%) 30
<Efitx 58>
0.0850+0.0236hr! (Mean=+SD)
(BY 7 mu—L 7~ VR bmg #fiik N G.. AREM &M EERE 5 6, FXEHE 55 %) 29
@GHoIVT7IUR
<E[EE 5>
12.8+0.5L/hr (Mean=+SE)
(B Y7 ma—7<)Vig 5mg HERE O &5 EEEERA S 7 10 #il, FXFH 34 %) 30
<Efmx5H>
7.89+0.7L/hr (Mean=SE)
(BY 7 mu— 7~ Vg bmg #feik NG, @RER AT 1 6 i, P46 37 %) 9
B)AmAE
<BE[EEE5R>
2.5+0.1L/kg (Mean=+SE) 30
<Efitx 58>
Al v 2N
<BZE>HEANDOT—F
2.93+0.21 (Mean*+SEM) 13
(BY 7 mo—7~)Vigh 10mg, 7 A FEGHE 0 %5, R 6 ], Fin 231 %)
(6)Z Dfth
M ERR L
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3. #&H

(REaL—3) @i

(&3 E

%4

R L

QNS A =S EHER

%4

4. % 4R

R L

MM E R L

<H%

>HNENDT — X

UC-vY 7'mm — L Z R 5 Bl NS (20mg) L7235E ORY 1C JRlt=RD ik L v | HLE LV 1x

[EF e

RN % Z EavRSnTz (>90%) .

NAFTRASEYF 4
<BEZEE>

88%

(Y 7rno—7 </ gt 10mg $#ARNE S & BRERRO&ES50 AUC T, @EMRABF 12 i, B EEm

37 %)
VE)

5. 9 #

31)

AHNOARENTWD HELKOHEIZ TFRLO®Y) Th 5,

<AKREMEE LR (BE~REREE) | PolE. (O PERISMIH >

WH., Ay 7ra— 7w R LT, bmgx 1 H 1 EROBELST 5,

RE, A, ERICE Y EEHEET S,

< IAE R BT IRR DA IE 12 D < B LA 2 >

WH, AR Y Yoo — 7<) Uil LC, 1 H 18 0.625mg #% N5 581495, 1 A 118 0.625mg O
HAZET2MB EROES L BAEERH LA, 1 B 10 1.26mg (IZHEET 5, £ OBRIBEMENH 255121,
4 AR EOMB CARME B DEBEMICHEL, AN WEAIEET 2, A2 1 MRS &%
0.625, 1.25, 2.5, 3.75 Xi¥ bmg & L TLTEMMIITVY., WTIhoMA&RICESWTH, 1 A 1RENEEET 5,
W, MEREE LT1 H 1E 1.25~bmg & AKE-T 5, 2. Fin, ERIZLY ., BABHRIIEITERARIZ, #
BIRITEIZ/NEIS LTh L, Fo, BEOARFNCKHTHRIGHEIC LY | MRrEIE TR T 52, ka5 i1
H 1\ 5mg #2722 &,

< R L A >

WHE. AR E Y Yae— 7w e LT, 1 H 1B 25mg RAHESH L L. SRBR+0256100F 1
H 1| bmg IZHET D, 7235, Fn, ERICEVEEEET 228, REHGRIZ1H 1B smg @272\ &,

(1)1 % — BB
R L
<BE>SBPOT— 5

14C-

vy 7rr—/ (Imgkg) ZfFAHKLGLET v MIBWT, THEMRRIZIIT 2 O e BT i g ik

FED 1/10 LLF EARD o 72 82,

(2)Mni% — BR BERA P & @t
RCNEE R L
<BESEHMHDOT—X
IR 19~20 HO 7 » MZ UC-v Y 7 ur—/L Img/kg % HERE OGS Lz, BRTOMSEERE T, &5 1
RFR I TR AR AR IR 0% 1/2.56 TH D | &5 3, 6 K% TITRHAMEED 1/2 TH 7203, 24 FEff% T
FRHMAOMAEF X0 @VEZ R L, RO M X0 B FERNE» T,



VIL_EYyihieIZ B4 5 I H

FRfEHr OPREEIL, 1 RERIE Tl MEHRRE L0 O@m oo, UIRIZIER UL~V THER LT, FEARP o
FESEEIE. 1R IC BV T, RHARMBEFIRE DK 1/6 LK< Lk, R ICEdD Lizns, 24 Rpfi#4 Ci,
i OFERE L 0 TR MEZ R L7z 39,

QR)EA~DBITH
MR L
<BESEMOT X
3ith 12~13 AH ORI T v M UC-EY Fru—/L Imgkg Z B O G Uiz, Lt T aemE T,
FEHARME PR L0 OC@m o T2,
FLIR DA AR O BUR REIR L 1T REER I - 1% 3~6 IRl v — 7 1 L7z, At &2 L CRIRICBAT L2
fRRIE, FLE 1B 720 £ < TH RERE 55 0F 0.2% Tdh - 72 39,

@R~ DT
ZEERR L

(B)Z Dt DRI~ DFITHE
MR L
<BESEMOT—F
Ty MZUC-v Y Fra—AEwRO&E LZGEA, 3L A EOMRRIZE VT 1 R CHRAREREIXE—7 12
B LT, AR b S L, Bl @I, M. e, PRE. BRI bREo b, Wi b g
REEL Y bEinolz, —hH . W FEIICR T 2 B REIRE TR o 7o, 5 24 IR TIRIZ & A R LT,

HES Y MM MC-EV TOO—IL(1mglkg) & B E#E O %5 R OMER - AMKSTEERE (3 HIOFHELS.E.) 32

B - sk #E (ug equiv./g or mL)
0.5hr 1lhr 3hr 6hr 24hr
RT3 0.103+0.015 0.217+0.030 0.142+0.013 0.038+0.005 N.D.
I 5 0.126+0.028 0.287+0.025 0.191£0.018 0.054+0.009 N.D.
R 0.011+0.003 0.018+0.004 0.010+0.002 N.D. N.D.
AN 0.0080.007 0.015+0.003 0.007+0.006 N.D. N.D.
iR RN 0.106£0.092 0.198+0.032 N.D. N.D. N.D.
IRER 0.027+0.010 0.061+0.019 0.054+0.011 0.015+0.001 N.D.
N — i 0.137+0.038 0.211+0.048 0.142+0.037 0.032+0.003 N.D.
MEE ¢ 0.267+0.088 0.499+0.066 0.3600.056 0.086+0.013 N.D.
FR 0.137+0.009 0.183+0.049 0.084+0.022 N.D. N.D.
D E 0.118+0.015 0.161+0.026 0.119+0.013 0.036+0.005 N.D.

Jiti 0.464+0.067 0.594+0.091 0.338+0.042 0.088+0.013 N.D.
JrFfisk 6.340+0.600 5.818+1.682 3.476+0.379 1.374+0.211 0.027+0.004
JI¥ ik 0.303+0.103 0.347+0.055 0.17620.028 0.043+0.005 N.D.
g 0.233+0.043 0.305+0.027 0.159+0.019 0.042+0.004 N.D.

5 M 0.732+0.067 1.104+0.376 0.543+0.063 0.157+0.013 0.004+0.001
Bk 0.3880.076 0.597+0.071 0.294+0.029 0.071+0.022 N.D.

K& 0.0200.007 0.058+0.013 0.090+0.010 0.044+0.003 0.010+0.001
AT 0.055+0.009 0.123+0.018 0.152+0.017 0.049+0.002 N.D.
SR 0.108+0.027 0.223+0.070 0.146+0.013 0.053+0.026 N.D.
B A 0.070+0.027 0.096+0.013 0.083+0.006 0.030+0.001 N.D.
4 0.065+0.018 0.131£0.010 0.100£0.010 0.026+0.003 N.D.
JiSing ke 0.013+0.004 0.023+0.003 0.014+0.004 N.D. N.D.

WOHBEIREE - UC-v Y e — LY R T/RL, lug id 47,508dpm ([ZFHY,

N.D. : BRHIRALUT
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(6)MIFEEIEE I
MM ERR L
<BESHEANOT—X
26~33% ([ Aihis) (b MK, 1n vitro) 39

6. X
(1) BRAL R UM BHRER
B Mz TEY oo — L@, 7RV RIEHORR L £ OMICRIREEN DA TH D, LLFIZ, Y
7'um— /L O JRPAGE ORE & HEE GRS 2R T 80,

_CH;
R 4< >7CH:OCH:CH:OCH
™ CH, o

| _CH:
R= —OCH:CHCH:NHCH N
CHs

|2 == ¥
(=N 50~60%

<N

CHs
R @CH:OH R @CH:OCH:CH:OH R AQ—CHQOCHJCHJOCH :
CH:0H

M 4
E k <1%

CHs
R @cooa R @CH:OCH;COOH R @CH:OCH;CH;OCH ’
COOH
M3

M 1 M 2
=N <5% b > 20 % kb <5 %

QKB5S 58%E (CYPEH) OHFE. F5X
vy 7 un—Lix, CYP2D6 & CYP3A4 (2 &5 39,
QRWEEBHROEERUVZTDEE
F & A ERIERBRIRB R ZZ T 720 (<10%) 3D,
GRHVOEEDEERUFEMSL., FELE
M4 O & B HEWHER H Y (B HERHEITRZE A D 1710, Mg 3R LR D 1/100 TH 5 36,37, )

7. 8 it
Pt ARG & UNHR R
F & U TR 3D
Heit =
MERR L
<BESHEADT—4
BEEERR A 5 BT, 1C-v Y Fun—/L7 < Ll 20mg ZHER NG Lz & & 85 72 B £ TR~
PGB D 90.0+16.0% 05k S 7-, KRR 47.8+10.5% T, 750 ITRBIEY (7L 5 LRIE5 D BHZUA K O
ZOWALIER) Th o7z 8,
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%)

ARNOERBEN T AELCHEITI TROEY Th o,

$ EVER MR (BRAE~HSEAE) | PROE, (O EMEHISIGHE >

WH, AR Y Yea— 7<= Ll LT, bmg & 1 A 1 RIEOESTS,
RE, A, ERIC L EEHEET S,
< A U8 BB PR TR AL D A AE 12 53 < B DA 4 >
WE, KA EY ZYra— L7 Uil LT, 1 H 1[0 0.625mg R HO# 5058432, 1 H 18] 0.625mg O
HAZET2 MMM EROES L BAEERH LA, 1 B 10 1.26mg I ET 5, £ OBRBEMENH 255121,
4 FEFRLL EORINE CRAMEE 7208 DEMMIZIE R L, AAMEN WA ITRET 5, AEOMBIT 1 FfGEL
0&&12&25\$BXMﬁmg&LT%f&%m:ﬁw WThOHARIZENTSH, 1B 1ERA#FEELE LTS,
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BIEWTANL, FRMEZETIMER - BYEERERZRH D . 2 o MPELAREEZFHERT L, IIHEI T HEREN &
Do LA R OEMELARORMEEERIZIIES TH 5, £70, M@tz > A O0R2ITx L THEE
=THhD ),



VI Zz4ett (B EoiEgss) (B4 55

BEET O YT @ERIR, AR

WHTANL, BRIEARENZ L, DB RY sS85, Z0k), RIkEET 520305, BEERLE
1330 HIP LA T DS ERIRRCIT ~MERETm Y 7 L3528 bHDDOTHIEET 2, £, @ERIKR,
TAAREIEGRE, WE7my 7, D~MERE7 0y 72 LIRS TH D,

.5
8

() nitnEIER
1.2 ZOH0E1EH
(REMEMEE. ROE. DEHHSME. HSIkEODEHEE)

0.1~5% Al A AR
B ER AR, O, (K, B, OEERSAMGE FBET oy 7 LEME,
Rt R I - AR, OFEV., SHoX, I bR, IR, RIR iy 2
HIL#R B, N, HEANPRE, R REL, BRI IR T
Jhigk AST. ALT., vV vy, LDH, ALP, v-GTP ®_tH JHF I K
BN - WPR A JKEg, 7 L7 F =2, BUN O L& JRAE SEK
I 25 e K] 5 B SR A
W EE S G 5 FERR
iR T, RS W
Z A PERE, VR, BRE. R AP, SR, DURGARG, TEE. | BRI, MIEIRE O L5
LU%UE, CK @ |5

1) FEHBEEIIAREIE A MTAE, Pl PRSI & OSRARME L 5B O [E N ERRABR OfE R 2 b TR L

776
(BHLF£)
5%2L Lk 0.1~5% A5 AR
TEER 2R ZHIR DR, BEY v v o AKIE, | DEMSEN, OEMEISMNE
Bk, v
FEAPARAE R DFEWV (16.0%) . LB b | B - BHEK, S0o0%, IRR, K| EE
p28 AR
H ks LD, IR, BARRIR Mg, HEAPER, TR
JFFfide AST. ALT » k5 JFiEA, Y ey, LDH, ALP,
v -GTP @O _EH-
BN - WAPR A REE, 7 v7rF=r0 kA | BUN © LS., JRBE, SR
R R A (11.0%) R SR A
TEBUE FI5 FZ &% 5 PRI
iR =) TR 53 W
Z DAt B Ek (10.0%) | ¥ IE | B, Ko AP, ok, DUk | e
(11.0%) . MIEIRED L& | mE. LW, CK o B&H BER
JpiHE

1 2) FESEIXRMEOA2OENBRRRBRE D EH L,




VI Zz4ett (B EoiEgss) (B4 55

EHEMNEMERAXREAERUVEBREEERRE —&

Fe T K ER R K O B R AR T R O BIME N RS — 5

<AEMEMEE (BE~PFE) . BOE. DEEHSIES

JeAE AR E T | S ShOfE RTERE &t

AT R AL 510 1,047 1,557

A E 5K 969 8,818 9,787

RIVE I BUE B3 99 215 314

RIVE B 157 253 410

IR FH S BLE 1] 58 10.22% 2.44% 3.21%
RIVEA oFEE Bk (%) Bk (%) Bl (%)
KE - RIEREHRES 3 (0.31%) 6 (0.07%) 9 (0.09%)
it 3 (0.31%) 4 (0.05%) 7 (0.07%)
5 ¥ 1 (0.10%) 3 (0.03%) 4 (0.04%)
- BRREE 1 (0.10%) 0 1 (0.01%)
A 1 (0.10%) 0 1 (0.01%)
i - RIEHERES 18 (1.86%) 27 (0.31%) 45 (0.46%)
SHbOoX 9 (0.93%) 5 (0.06%) 14 (0.14%)
HEN 7 (0.72%) 13 (0.15%) 20 (0.20%)
LU 3 (0.31%) 2 (0.02%) 5 (0.05%)
ATACEG=P 1 (0.10%) 4 (0.05%) 5 (0.05%)
T LU 0 1 (0.01%) 1 (0.01%)
KA A 0 1 (0.01%) 1 (0.01%)
BZY 0 1 (0.01%) 1 (0.01%)
HREE 0 2 (0.02%) 2 (0.02%)
Robpox 0 1 (0.01%) 1 (0.01%)
AR A R 0 1 (0.01%) 1 (0.01%)
FEEE 3 (0.31%) 4 (0.05%) 7 (0.07%)
A 2 (0.21%) 2 (0.02%) 4 (0.04%)
EN 1 (0.10%) 2 (0.02%) 3 (0.03%)
A 0 1 (0.01%) 1 (0.01%)
HILERESE 9 (0.93%) 18 (0.20%) 27 (0.28%)
M 5, 2 (0.21%) 6 (0.07%) 8 (0.08%)
Mg 2 (0.21%) 0 2 (0.02%)
BHCRIR 1 (0.10%) 0 1 (0.01%)
RN 1 (0.10%) 1 (0.01%) 2 (0.02%)
HLERE (ehoE) 1 (0.10%) 1 (0.01%) 2 (0.02%)
DA 1 (0.10%) 0 1 (0.01%)
T 0 5 (0.06%) 5 (0.05%)
Hobzi 1 (0.10%) 0 1 (0.01%)
A% 1 (0.10%) 2 (0.02%) 3 (0.03%)
H NI 0 1 (0.01%) 1 (0.01%)
o P R 0 1 (0.01%) 1 (0.01%)
lksdbs 0 1 (0.01%) 1 (0.01%)
I - BEREES 17 (1.75%) 8 (0.09%) 25 (0.26%)
AST (GOT) k& 15 (1.55%) 3 (0.03%) 18 (0.18%)
ALT (GPT) L& 13 (1.34%) 6 (0.07%) 19 (0.19%)
JiF B 0 2 (0.02%) 2 (0.02%)
vy kA 2 (0.21%) 0 2 (0.02%)




et (W EoEES) (B 5HEA

BIVER OfEE Bl (%) Bl (%) Bl (%)
KH - XEEE 14 (1.44%) 8 (0.09%) 22 (0.22%)
PRI b5 3 (0.31%) 3 (0.03%) 6 (0.06%)
CPK L5 3 (0.31%) 0 3 (0.03%)
WaltxFrua—n L5 2 (0.21%) 0 2 (0.02%)
HERE R 5 0 4 (0.05%) 4 (0.04%)
=3 g g 0 1 (0.01%) 1 (0.01%)
Al-P E& 3 (0.31%) 0 3 (0.03%)
LDH k& 2 (0.21%) 0 2 (0.02%)
M E KL T 2 (0.21%) 0 2 (0.02%)
REEIEN 1 (0.10%) 0 1 (0.01%)
pE 5 0 1 (0.01%) 1 (0.01%)
D - MEEE (—H%) 16 (1.65%) 13 (0.15%) 29 (0.30%)
D EHE K 14 (1.44%) 1 (0.01%) 15 (0.15%)
T 2 (0.21%) 8 (0.09%) 10 (0.10%)
DA 0 3 (0.03%) 3 (0.03%)
TR AT R 0 1 (0.01%) 1 (0.01%)
D - DR - DR - RIEES 0 2 (0.02%) 2 (0.02%)
e LEFEAE 0 1 (0.01%) 1 (0.01%)
bl 0 1 (0.01%) 1 (0.01%)

DA% - D) RLEE

17 (1.75%)

96 (1.09%)

113 (1.15%)

TRAR

15 (1.565%)

84 (0.95%)

99 (1.01%)

BIEREE oy 1 (0.10%) 6 (0.07%) 7 (0.07%)
BUERET Yy 0 1 (0.01%) 1 (0.01%)
FREET O v 0 2 (0.02%) 2 (0.02%)
BETa vy 0 1 (0.01%) 1 (0.01%)
IWY5=EAED) 0 2 (0.02%) 2 (0.02%)
fES 1 (0.10%) 3 (0.03%) 4 (0.04%)
S 0 1 (0.01%) 1 (0.01%)
THE LA A h—7 RGERRE 0 1 (0.01%) 1 (0.01%)
5 SRR 0 1 (0.01%) 1 (0.01%)
1L 0 1 (0.01%) 1 (0.01%)
mE OLEs) EE 3 (0.31%) 3 (0.03%) 6 (0.06%)
TR 0 1 (0.01%) 1 (0.01%)
DU fi 4 1% 2 (0.21%) 2 (0.02%) 4 (0.04%)
Jibd i, 1 (0.10%) 0 1 (0.01%)
RSB RES 3 (0.31%) 10 (0.11%) 13 (0.13%)
e K] 2 2 (0.21%) 3 (0.03%) 5 (0.05%)
SUE SRS 0 4 (0.05%) 4 (0.04%)
S PRI 1 (0.10%) 0 1 (0.01%)
% 0 2 (0.02%) 2 (0.02%)
Wi S 0 1 (0.01%) 1 (0.01%)
FRINEREE 1 (0.10%) 0 1 (0.01%)
7R i BR 1 (0.10%) 0 1 (0.01%)
~TJ B EUED 1 (0.10%) 0 1 (0.01%)
~< 7 U M 1 (0.10%) 0 1 (0.01%)
Bk - MRRES 2 (0.21%) 1 (0.01%) 3 (0.03%)
5 ifn Bk ek 1 (0.10%) 1 (0.01%) 2 (0.02%)
9 R0 1 (0.10%) 0 1 (0.01%)




et (W EoEES) (B 5HEA

BIVER OfEE Bl (%) Bl (%) Bl (%)
M/hiR - g mEE 4 (0.41%) 0 4 (0.04%)
i/ NN 2 (0.21%) 0 2 (0.02%)
gt 1 (0.10%) 0 1 (0.01%)
A MR ER AR 53 16z PH ESiE 1 (0.10%) 0 1 (0.01%)
WREBRES 1 (0.10%) 0 1 (0.01%)
BUN L& 1 (0.10%) 0 1 (0.01%)
VT F=r kR 1 (0.10%) 0 1 (0.01%)
BHAE () EE 1 (0.10%) 1 (0.01%) 2 (0.02%)
A URT A 1 (0.10%) 1 (0.01%) 2 (0.02%)
—RBHEEES 20 (2.06%) 37 (0.42%) 57 (0.58%)
(VR 12 (1.24%) 7 (0.08%) 19 (0.19%)
VAN’ 3 (0.31%) 4 (0.05%) 7 (0.07%)
AL 1 (0.10%) 1 (0.01%) 2 (0.02%)
SHEYR 3 (0.31%) 7 (0.08%) 10 (0.10%)
95 57 % 1 (0.10%) 4 (0.05%) 5 (0.05%)
mEE 1 (0.10%) 0 1 (0.01%)
Tp< H 1 (0.10%) 11 (0.12%) 12 (0.12%)
Jia s 0 4 (0.05%) 4 (0.04%)
DAL 0 1 (0.01%) 1 (0.01%)
FTY 0 2 (0.02%) 2 (0.02%)
<BMELAA SRS L O [E N B IREAR >
FRSE B E 100
FHLIE (%) 57(57.0)
B 200
DMERBRE (BEREZKR])
Xyny7 e U XA 1(1.0)
ME F5 1(1.0)
MJEART 3(3.0)
SCEE el e 2(2.0)
DEBEEN 2(2.0)
IDEEE
il =i 1(1.0)
RIR 5(5.0)
DMER 1(1.0)
DAR4E 7(7.0)
FoEREa Yy 1(1.0)
HhiE 3(3.0)
TR AR 1(1.0)
EHR1EE NEC
MAFT A YRR 7 2 —BHN 2(2.0)
M7 L7 F ok 2R F—EHN 3(3.0)
1 LR A K S B SR 0 4(4.0)




et (W EoEES) (B 5HEA

ARfEE
A > FL 5 1(1.0)
IR A Vo e 1(1.0)
AR 1(1.0)
i 1(1.0)
BEEE
HEL 2(2.0)
JEER AR Rk 1(1.0)
2HRBEEL L VRS RFTERE
SR 1(1.0)
Fa A R 2(2.0)
e 10(10.0)
9 57 4(4.0)
TR 7(7.0)
ER LA 3(3.0)
&) RE 2(2.0)
MEFHRE (MEEREZED)
A= N = I g 1 B 1(1.0)
~v b7 Uy MED 1(1.0)
~NE S0 R 2(2.0)
MR 2(2.0)
AR IMERS 2(2.0)
FFIEERESE
JH IR 3(3.0)
JiF B 1(1.0)
REMSIF 1(1.0)
FEERRE
TANRGXUEET ) N T AT =T —EHN 9(9.0)
TI=v T T UAT =T — B 8(8.0)
y = NEIN TR T =T — B 1(1.0)
mH e Y e 8 2(2.0)
RAFES K UFERE
Jifize 1(1.0)
EERE
M= v AT m— LN 1(1.0)
M~ 27U 'Y R 1(1.0)
M s Y 7 0%y REgn 5(5.0)
KB, *BPNSLUVMELTRARE
7Y a~Esar i 1(1.0)
e 7 R o N 1(1.0)
1. BR FHE 0 6(6.0)
REBLUREEE
B 3(3.0)
I I 1(1.0)
BE PR3 3(3.0)
BEERBLUHEEHBES
e 1(1.0)




VIL_Z4aM: (M Eodss) (B3 55E

HREREE
pEGAEN 1(1.0)
VR R Bl 1(1.0)
R 1(1.0)
PR 1(1.0)
RATIED F 7(7.0)
SER 2(2.0)
fipifE 2 1(1.0)
EEMED F U 9(9.0)
BHEE
NS 1(1.0)
PN 1(1.0)
e JR A 1(1.0)
o oKy 1(1.0)
BB LURKESE
R EHRIR 1(1.0)
BERERRES LURRE
7 L7 F = 40 6(6.0)
1A pR SN 4(4.0)
PRI R o BEG 4(4.0)
SRR H G 2(2.0)
IR, WIS & UHtRES
Va1 1(1.0)
22 i g e R 1(1.0)
MK 1(1.0)
Ha 7k 2(2.0)
IR ] e 5(5.0)
T ik 1(1.0)
fiti 5 - Ifi. 1(1.0)
FEA AR [T T IR 2(2.0)
55 VT 5 ] 3(3.0)
EES LUK THEBES
ez 1(1.0)
an 1(1.0)
hEREE
F=! 1(1.0)
PAZEME RN IR 1L AE 1(1.0)
R 1(1.0)
Ko, ERESLUVERERE
e U A 1(1.0)
A U o LN 2(2.0)
B2MNRESE
(KRB 1(1.0)




VIL.

ettt (N EOEES) (S 5IEA

<BHEOARE RS OWESMNERRE  CIBISI >

vy 7an— VT v VBRERE L 7T B AR E ST 40 FILL LRI L 2 EIE

& 7’_:}5@%;; 75 R T
1=13928 n=1321 n=2649

BB (%) FHEHE (%) FEBBI A
DA 207(15.6) 238(18.0) 445
e PR 162(12.2) 191(14.5) 353
FEED E N 171(12.9) 118(8.9) 289
BRIk 200(15.1) 53(4.0) 253
21 DER 146(11.0) 92(7.0) 238
97 116(8.7) 88(6.7) 204
DR IE 99(7.5) 92(7.0) 192
BER 62(4.7) 99(7.5) 161
TENR 39(2.9) 63(4.8) 102
&I 42(3.2) 57(4.3) 99
7 A VAR 58(4.4) 40(3.0) 98
AR 46(3.5) 47(3.6) 93
HER R 48(3.6) 37(2.8) 85
SR 41(3.1) 43(3.3) 84
RUE R 33(2.5) 50(3.8) 83
R REE 40(3.0) 39(3.0) 79
55 VR I (R 32(2.4) 47(3.6) 79
AP i 52(3.9) 26(2.0) 78
fiti g% 37(2.8) 39(3.0) 76
gk 35(2.6) 41(3.1) 76
Jizbra 39(2.9) 33(2.5) 72
% 40(3.0) 31(2.3) 71
7Y R 40(3.0) 29(2.2) 69
GIOI 34(2.6) 29(2.2) 63
EAI 27(2.0) 33(2.5) 60
ERAA 27(2.0) 32(2.4) 59
R 5 32(2.4) 26(2.0) 58
R E AR ) 25(1.9) 25(1.9) 50
PR 25(1.9) 23(1.7) 48
i 1. 5 P 22(1.7) 21(1.6) 43
RA & 20(1.5) 21(1.6) 41
RGE R 13(1.0) 27(2.0) 40




et W EOEES) (2

B9 S5HH

<BEARME D EMED - RSO ENEKREE MAIN-AF >
FAE 1 25 78
FBFIE (%) 9(11.5)
IR DR | (%)
HREREE
i | 1(1.3)
DEEE
DAL | 1(1.3)
BEEE
B R % | 1(1.3)
BB LURKEE
IR | 1(1.3)
BRERIEE
y -GTP -5 2(2.6)
RS RE R A fE 2L 2(2.6)
SRR BERGE 1(1.3)
ERAEE, AOHE. EEERVFHOEEEEEINOREAREMEE
SeR I ERAEMM T O ERRIERRELRE—E
<AREMER MR (BE~SEE) | PoOdE, DEEMEHISNGH >
15 B U RIVER
BT ARG FEBIE (EFIR)
wEt 8,818 215 (2.44%)
5 4,496 104 (2.31%)
P 8 4,316 111 (2.57%)
ik 6 0 (0.00%)
10 mELL E~20 ki 18 0 (0.00%)
20 LA _E~30 R 70 1 (1.43%)
30 mk LA bE~40 BRI 379 6 (1.58%)
40 % LA E~50 i A 1,461 27 (1.85%)
50 LA b ~60 kit 2,471 56 (2.27%)
g 60 Ll b ~70 R 2,658 69 (2.60%)
70 % LA~ 80 A 1,418 42 (2.96%)
80 ik LL_E~90 if Al 307 13 (4.23%)
90 # LA E~ 19 1 (5.26%)
] 12 0 (0.00%)
ik 5 0 (0.00%)
& B 3,905 84 (2.15%)
5 HRR 4,448 114 (2.56%)
" I 420 15 (3.57%)
fg“ R 6 1 (16.67%)
- Kok 39 1 (2.56%)
AHENE = IS 7,272 166 (2.28%)
BeLE 909 28 (3.08%)
% LEEPEISMIAE 531 15 (2.82%)
gf ZOMOLEBR (GhEest) 104 6 (5.77%)
! 1 0 (0.00%)
N 1 0 (0.00%)




VIl Z24iE (i EoiEE%) (B84 51EA

. - RIVER B
B RN SE %L ey

~2.5mg At 6 0 (0.00%)

_ 2.5mg 454 21 (4.63%)
fgz 2.5mg i 2 ~5mg A 135 8 (5.93%)
B 5mg 7,843 182 (2.32%)
B Smg Bz ~ 356 4 (1.12%)
] 24 0 (0.00%)

A OHED D 4,431 129 (2.91%)

PR IP 485 6 (1.24%)

JiF - RRIE R AR 321 8 (2.49%)

- WRERREEE 129 3 (2.33%)

AREM: & LT SE 374 8 (2.14%)

Wi 150 8 (5.33%)

Nk 126 6 (4.76%)

A | B i Eh R D B IE 134 6 (4.48%)
% ji Z O OYEBR &R 364 12 (3.30%)
e R, 90 4 (4.44%)
3 TH bR R IR 105 0 (0.00%)

TR AR 433 8 (1.85%)

GIRINI AR 109 4 (3.67%)

Z DD IR 556 16 (2.88%)

HEHOR R 1,055 40 (3.79%)

AOMHEZ: L 4,369 86 (1.97%)

ik 18 0 (0.00%)

OFAZEH Y 6,182 165 (2.67%)

Ca HEHiAl 3,090 81 (2.62%)

I B-7ayh— 22 0 (0.00%)

b E ACE A 679 22 (3.24%)
i =trZUEY 195 5 (2.56%)
A B 428 12 (2.80%)
Z DM OPE TR 1,768 45 (2.55%)

OFAZEZR L 2,625 50 (1.90%)

PN 11 0 (0.00%)

9. BRRBERBRICRIITEE

BE SN TN




VIL 224t (B o EEss) (B4 5IEA
10.BEHRE
13. BERE
13.1 fEK
Wk, ERFEET Oy 7 AL, KiLE, [RESENAEROLDNDLZ ERH 5, [11.1.1 B3]
13.2 W&
TREOMYILAEETTH 2 &,
AR, BERBEET v T b EURMBEKTY, A Y 7 VT ) R S O 50—
VI EREHAT A b,
C DARBOGMEE  FPRIE, RO, MAETRRZ IR G5 2 L,
ARIME RO, FIEAL BRSO R GoMIEREZEA TS 2 L,
CRESTENA A YT UF ) IR B RITMEE ST T X ) T o U LK O RS SCIEIRA A #
H4nz L,
MBERLDIE

14. BRLDEE

141 EFIZFEFOEE
PTP cl2EDHHAIT PTP & — MBI L TR 2 K o48E9 52 &, PTP o — hORAERIZ L D |
SR RIEREA~FIA L, IR A 2 L CHERIAREDOEERAIHEZ 8T 5 Z &7
H %,

12.ZDMDTE

(1EGERE A& D < 1H3R

15.1 BRERERICE D < 1E#R

15.1.1 BIHEWHIIRAF ORE TIX, MOKKNC L DT F7 4 IF VSN LY BEICRLIZEnNHY, £
fo. EEHEOT RLF U A K DIER CTIIARNG N2 WEER S 5,

15.1.2 BARNEMOAREE 2021, ARAELOHE L T8 2 ek (1A 150625, 1.25,
2.5 X% bmg OB THIE A ) THEM SN 727 T B ARSI RS MG T, FEREE E
Th2o LLMmEROFEIC K 2T UTLAEEAIZ LD AR ITBWTARAD 7 2RIk 2%
B I3R S e o 7o [ R MIEBUEIEL : AAIEE 13/100 5, 7" Z &2 AR EE 14/100 I, ~H— K (95%
FHEEXM) :0.93 (0.44-1.97) 1 . ZDH5H [OARLREIGIC X D ABL) IIARKIRE 12 ., 77 B AREE
9B, [LMERORENC K DT IAARE LF, 7T 2RSS HITHo7219, [1.2, 7.4 B3]

(2)FFRRERERERICE D < 1F#R
BE S TR



IX. JERRAREAER(CBE4 5T H

IX. JEERPREERICRI I S 1HA

1. EHEHER
(1)ZEXhF AR
VIL.ESHREICET HEB] 0HA ]
(Q)ReMFEEAR
1) HARARRE R RS D 4EH 19
AR RIS T 2 EHIEFERICII< . v 7 A TIL 3 KW 10mg/kg R N5 T, A% Y FLE U VIZ X
HAMRIBO DT ER 2, 7 >~ h T 30 LT 100mg/kg 28 05T, O ER G0
b,
2) WRR R RIS KT B AR 39
ERAZ I VL DRENEAEHARHETCHBT 200, MK TCOBEZEEMTFH<, ELEY B
TILFET 10mg/kg &5 LT HMERE, KENEITITHEL 5 X o7,
3) THIb#R Rl ’ﬂfréf/ﬁﬁﬁ 17,18)
HEEREERICIIR AT T, HROBBEZABIC LA IEEL00, BiRWER OREREICHEL R
IR T2,
(3)ZF Db > F IR EX
Al v 2

2. SR
(NE B 5 H MR ER 10
LDso (mg/kg)

AR

B 54 ? d 2
Emd : NMRI &~ 7 % 795 678 111 #9140
Emd : AF/Han %5 » b 1,322 940 39 73

=
O

(2)REZ 5 H MR 1012
fAarE M ERBRIC ) DB RT, T v Tl 60mg/kg/H (3 » AR AO#KSE) | 4 X TiE 10mg/kg/H (3
wﬂﬁ%m&@)f@oko
B RRIC R 2 ERERIT, 7 v F Tl 156mg/keg/H (6~12 » AMKEO#KYS) . 4 X Tix 10mg/kg/H
(mwﬂ%ﬁu&ﬁ)?@oto
F v FTIE. SR (225mg/kg PL L) OG- THROTAIRAITL OB NN 2 BT,
FRERGITHT MG E LT, A4 X TIRLHEOBLR, T FTIROEEEORME Mg U 7Y
U MED EFHRRO 6,
(I)EEHF MR 49
MEZ AW EIRERRBR, F v A =— XL AF —EERBMI A VO 72 85 T 28R 28 Bk R J OV ({4 S
RER, TN~ A2 AW TZIERBROWTORBRIZEBW T HERFMEITEO LR ho 72,
(4)DY A TR T ER B 40
~ A, 7y MW OEGIZ X208 AR A Sk U722y SR AR TR R & = RN e o T,



IX. JERRAREAER(CBE4 5T H

(B)ETEFRAE SR 10
AR AT B OEARAIHIR 538k I W\ ¢, BlE O ATEIC 3 2 & alX, 7~ F T 30mgkg/H (O 5)
Th-oT,

BIR OB IR S RABRICBW T, 7 v b 100mgkg/H (FRO&E) BT 4 X 50mgkg/H (F0#&5)
THREAAEITFE O DL oo, ISR o 2L, 7 v FCiX 30mg/kg/H (FROEE) | v¥¥x
Tl% 10mg/kg/H (RAKLE) ThH-oT,

JEPER S O L 53R I € IS 2 X, 7 > BT 10mg/kg/H (A& E) ThH-o
7
R (EBEEED 3 FLLE) &5 T, MIRROK T, RITLTOEM, KIE&HEROIEILE, HERD
RRZFRDIE T 358D bz,
(6) B FT RSB 14 5L ER
BRI L
(T)Z DD FFH%E S
PR MR 4540
EEy MIEBENS D VIR T « RNEEL, B Y 7o — x4 2 KRR SUREA R 2 2T T 7

4 7 % ¥ —[i, Schultz-Dale i, [AFEZHKET 7 4 7% v — (PCA) LK VNIERERRIC &
DRRE LN, TN TORRTEMEZRL, B Y 70— Uk 5 RIEESUR D REAEITFR D v o T,
~ U ZTIEENEAEL . 7 > b & W B A PCA BUGIZ XV A L7223 IgE SuikpEAE TR b o T2,



X. BEHFHEICET AEE

X. EEMEERICEY SEE

1. RHEX5

A RGEERS EE—EMFEOLLTEICLVENTLZL)

ARhpkSy - B3R

2. HREAME
ARE : 34

3. BENRETORE
FEIRRAT

4. IR EDEE
BE STV

5 BEMRITEM

BEMEERLTAR  HY
<FVoOLEBY : Y
Z OO BHERTE

6. A—mi% - A%

[ XM.2. ZDMDOBEHEER) DEESMR
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